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Original Article

Normative Data for Quantitative Calcaneal Ultrasound in Asian Children
Siok Ying Goh,mses, mrcrcH, mved, Jedeane Mendoza Aragon, vp, Yung Seng Lee,mmed, Mrcp, php,

Kah Yin Loke,mrcecH, FrepcH, MD

Abstract

Introduction: Dual energy X-ray absorptiometry (DEXA) is currently the gold standard for
the assessment of bone mineral density. Quantitative ultrasound (QUS), on the other hand, is
a radiation-free alternative for the assessment of bone strength in the paediatric population.
Establishing normative data for bone strength specific to the population would allow identifi-
cation of children at risk of osteoporosis as a consequence of disease and its treatment. This
cross-sectional study aims to establish the normal reference range for calcaneal broadband
ultrasound attenuation (BUA) measurements in normal Singaporean children aged 6 to 12
years. Materials and Methods: Healthy Singaporean children were randomly selected from 11
primary schools for the assessment of calcaneal BUA, using the paediatric Contact Ultrasonic
Bone Analyzer (CUBA, McCue Plc, Compton, Winchester, England). The height, weight, body
mass index and BUA measurements for each age group and gender were expressed as the mean
+ SD. One-way ANOVA was used to compare the mean calcaneal BUA by age and gender of
Singaporean children with that of children from the United Kingdom, Turkey and Taiwan.
Results: A total of 750 healthy Singaporean children (417 males and 333 females) aged 6 to
12 years from 11 primary schools were enrolled. The calcaneal BUA values of Turkish and
white British children were not statistically different from this Singaporean cohort. However,
the Singaporean calcaneal BUA measurements were significantly higher compared to the Tai-
wanese children. Conclusion: This study provides the first normal reference data to evaluate
bone strength in Singaporean children using the paediatric Contact Ultrasonic Bone Analyzer.
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Introduction

Dual energy X-ray absorptiometry (DEXA) is currently
the gold standard for the assessment of bone mineral density
(BMD). Itisthe commonesttool used to predict fracture risk
in patients at risk of osteoporosis. The limitation of DEXA
is that it only measures bone density in two dimensions,
and does not provide information on bone architecture and
bone remodelling, both of which also contribute to overall
bone strength and fracture risk.

Quantitative ultrasound (QUS) isan alternative to DEXA
and is used for the assessment of skeletal strength in
childrenand adults.*® It measures the broadband ultrasound
attenuation (BUA) and the velocity of sound in bone.
The more complex the bone structure, the more sound
waves will be absorbed. Hence, normal bone will have
a higher attenuation than osteoporotic bone.? Since QUS
can provide information on bone microarchitecture, it is

complementary to BMD in the assessment of overall bone
strength and fracture risk.* Studies have demonstrated both
the effectiveness and validity of BUA as an independent
predictor of fracture risk in adults.®” Mughal et al® has also
demonstrated that calcaneal BUA correlates significantly
with total body bone mineral density (r = 0.74, P <0.001)
for healthy children and adolescents. Hence QUS can be an
alternative to the DEXA in the assessment of bone strength
in children under the right clinical setting.

The calcaneum is the preferred site for measuring BUA
as it is more easily accessible and consists predominantly
of trabecular bone (>90%), similar to the spine. Trabecular
bone is metabolically more active than cortical bone, and
is more vulnerable to age, disease and therapy-induced
bone alterations than cortical bone.®® Hence, calcaneal
ultrasound may allow early detection of reduced bone
strength, and the identification of children who are at risk
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of developing osteoporotic fractures. Moreover, calcaneal
QUS isradiation-free, portable and technically easy-to-use
in the paediatric outpatient setting. To date, there is no
known normative data for BUA for Singaporean children
using the CUBA machine.

The aim of this study is to establish a normal reference
range of calcaneal BUA in Singaporean children aged 6 to
12 years. We also aim to compare our QUS measurements
with the BUA normative data from Taiwanese and non-
Asian populations.

Materials and Methods

Fifteen schoolswere selected by random sampling fromall
the primary schools in Singapore, and 11 schools consented
to participate in this cross-sectional study. Depending on
the class size, 3 or 4 students were randomly selected from
every class ateach level using systematic random sampling.
A questionnaire was given to the parents requesting for
information on their child’s medical history. Subjects were
excluded if there was a history of chronic disease which
could affect calcium and Vitamin D metabolism, metabolic
bone disease, a history of long-term medications such as
corticosteroids, anticonvulsants and immunosuppressants
which can affect bone metabolism, and anomalies of growth
and puberty. Written informed consents were obtained from
the parents or guardians of the children. Verbal assents
were also obtained from the children at the time of study.
This study was approved by the National Healthcare Group
Domain Specific Review Boards.

The study was conducted in each school by 2 trained
nurses. Height was measured using a wall-mounted
measuring tape. Standing weight was measured using the
Tanitaweighing scale. For both measurements, the children
were in their school attire without socks and shoes. The
paediatric Contact Ultrasonic Bone Analyzer (CUBA,
McCue Plc, Compton, Winchester, England) was used to
measure broadband ultrasound attenuation (BUA) over the

Fig. 1. Measuring BUA over the left heel using the CUBA machine.
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left heel. The child was seated with the left foot placed in
the footwell secured using 2 straps. Ultrasonic coupling
jelly was then applied to the sides of the left heel, and
transducers were placed on either side of the heel. Inaudible
sound waves were transmitted through the calcaneum, and
the BUA (in decibels per megahertz) was then measured
(Fig. 1). Thein-vitro precision for BUAwas 0.44% and the
in-vivo precision was 1.3%. To maintain quality control,
a heel phantom was scanned before each use. Each BUA
value recorded was a mean of 2 consecutive measurements.

Statistical Analysis

Data analysis was performed using SPSS version 16.0
for windows. Data were presented as the mean + 2SD.
One-way ANOVA was utilised to compare BUA values by
gender and age. A linear regression model was calculated
to examine the relationship between BUA values and age,
height, weight and BMI. A P value <0.05 was considered
statistically significant.

Results
Demographic Characteristics

A total of 750 healthy Singaporean children (417 males
and 333 females) were recruited from 11 primary schools.
There were 545 Chinese (72.6%), 128 Malays (17.1%),
66 Indians (8.8%) and 11 children of other races (1.5%).
The racial distribution was comparable to the Singapore
Census for the similar age groups. These subjects were
divided into groups by age and sex (Tables 1A and 1B).
We have included the national normative values for weight
and height for children of the same age range in these
tables. Tables 1Aand 1B, and Figure 2 summarise the BUA
measurements by age and gender, and demonstrate that the
BUA progressively increased with age.
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Fig. 2. BUA (Mean + 2 SE) for age for Singaporean boys and girls.
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Table 1A. Demographic Features and BUA Values for Singaporean Boys

Age (yrs) Weight (kg) Weight (kg) Height (cm) Height (cm) BMI (kg/m?) BUA

Study Singaporean Study Singaporean

Population Population Population Population

6-6.99 (23) 25.23 £6.48 24,12 121.43 +6.07 118.62 16.94 +3.28 44,94 +10.94
7-7.99 (70) 2392 +4.77 26.09 123.67 £ 5.14 123.39 15.56 + 2.42 47.15+ 8.79
8-8.99 (72) 27.97 £6.79 29.50 130.72 + 5.58 128.72 16.24 + 3.06 54.64 + 10.57
9-9.99 (65) 30.60 +7.81 32.68 134.16 + 6.63 133.97 16.82 +3.21 57.23 +10.55
10-10.99 (77) 35.52 £ 11.04 37.15 138.41+7.19 139.23 18.28 +4.23 63.44 +12.72
11-11.99 (65) 39.09 + 11.30 41.83 146.08 + 8.64 146.44 18.12 +4.15 69.78 + 14.41
12-12.99 (45) 44.02 £ 10.63 46.79 153.21 +8.75 152.65 1858329 7546 13.08
Table 1B. Demographic Features and BUA Values for Singaporean Girls
Age (yrs) Weight (kg) Weight (kg) Height (cm) Height (cm) BMI (kg/m?) BUA

Study Singaporean Study Singaporean

Population Population Population Population

6-6.99 (28) 21.85+5.30 23.19 120.11+ 5.69 118.27 15.00 +2.68 45.11 +10.84
7-799 (58) 24.50 + 8.08 25.15 123.80 + 6.74 122.47 15.70 +3.33 48.54 +10.36
8-8.99 (47) 27.32+8.72 28.03 129.74 +7.13 127.88 15.99 +3.75 52.53 + 9.02
9-9.99 (54) 31.76 + 8.52 32.13 135.45 + 6.99 134.19 17.13 + 3.69 60.43 + 11.08
10-10.99 (49) 33.71+£7.48 36.34 138.88 + 6.55 140.47 17.32+2.70 62.29 + 9.59
11-11.99 (49) 39.41 £9.65 41.18 147.43 +7.93 147.02 17.94 +3.12 68.99 + 13.69
12-12.99 (48) 41.68 +£10.28 46.23 152.44 +7.49 152.68 17.78+3.24 75.41+19.41

The BUA measurements were compared with previously
reported studies of other paediatric populations (Table 2).
Although the BUA measurements of Singaporean children
showed no significant differences between boys and girls,
the Singapore BUAmeasurements were significantly higher
than that of Taiwanese children (P <0.05).

The influence of age, height, weight and BMI on BUA
were examined. For both boys and girls, there was a positive
relationship betweenage, heightand BUA (r=0.6, P <0.005)

Discussion

Singapore is a multi-racial society, with a predominantly
Chinese population comprising 70.9%, and the Malays and
Indians comprising 18.9% and 8.6%, respectively (year
2000 census for age group 6 to 12 years). In this study, we
measured BUA over the left calcaneum using the CUBA
machine for Singapore children aged 6 to 12 years. We
did not analyse the data for each racial group as the study
was not powered to determine BUA for each racial group.
Similar to other studies, we found that BUA increases
progressively with age, weight and height for both boys
and girls (Tables 1A and 1B). The trend of increase in BUA
by age group for both boys and girls is shown in Figure 2.

Using the same CUBA machine, we compared our BUA
data with that obtained from children from Taiwan,

Turkey™ and United Kingdom?!? who were also randomly
selected from primary schools (Table 2, Figs. 3 and 4). It
was surprising that Singaporean children have significantly
higher BUA than Taiwanese children, whilst BUA
measurements from Turkish and white British children were
notsignificantly different from the Singaporean population.
When we compared the demographic profile of the different
populations, we found that BUA differences cannot be
explained by differences in height, weight or BMI (data not
included in this article) alone. Though the Taiwanese boys
are heavier with higher BMI values than Singaporean boys,
they have lower BUA values. In contrast, the Turkish boys
who are lighter and shorter than the Singaporean boys, they
have comparable BUA values with Singaporean boys of
the same age group. Clearly, there are many factors which
contribute to the bone strength, and the impact of genetics,
nutrition, and the level of physical activity on bone accrual
need to be further studied between populations.

Studies have shown that one of the major limitations of
DEXAiisitonly measures 2-dimensional areal density, which
varies with bone size. Interpretation of BMD values can
thus be challenging as variables such as height and pubertal
stage can influence the bone size. In orderto correct for this,
quantitative computed tomography (QCT) can be performed
toassesstheactual volumetric BMD. However, this method

Annals Academy of Medicine
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Table 2. Comparison of Mean BUA Measurements for Singaporean and Children from Taiwan, Turkey and the United Kingdom by Gender and Age

Age (yrs BUA of Boys (dB/MHz BUA of Girls (dB/MHz
ge ly Y!
Singaporean Taiwanese Turkish  United Kingdom Singaporean Taiwanese Turkish United Kingdom
(Mean * SD) (Mean * SE) (Mean) (Mean) (Mean + SD) (Mean * SE) (Mean) (Mean)
n=417 n=1164 n=61 n=174 n=333 n=1016 n =280 n=193
6-6.99 44,94 +10.94 394 +16 - 40.9 4511 +10.84 385+1.2 47.00 355
7-7.99 47.15+8.79 41+0.6 55.93 42.9 48.54 + 10.36 40.8+19 48.14 39.2
8-8.99 54.64 + 10.57 447+0.8 56.82 45.2 52.53 +9.02 441+£0.7 52.90 458
9-9.99 57.23 +10.55 48.7+0.9 59.27 59.7 60.43 +11.08 47811 54.26 51.6
10-10.99  63.44+12.72 53.2+0.8 63.54 60.4 62.29 +9.59 50.0+1.0 56.73 47.8
11-11.99 69.78 + 14.41 55.6 +0.9 67.00 72.1 68.99 + 13.69 533+1.1 61.79 65.2
12-12.99  75.46+13.08 60.1+1.8 76.34 80.3 75.41 +£19.41 61.0+2.0 64.34 65.9
ESlngapulean
Bl s0.00 B e
B United_Kingdom B Turkish
[ united_kingdom
80.00— E _
5 E 50.00— H §
g - 0 B = - £ g
= s 2 il e z B Sil = =il | :
= B E W e HE = d e 3 = SiN = il =
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20 00 é E g E ; 2 = é H é B s E g gg E
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Fig. 3. Comparison of mean BUA Singaporean boys vs mean BUA boys of
other populations.
Note: Turkish data at 6 years of age not available.

involves exposing the child to unnecessary radiation, and
hence is not routinely performed. An alternative would
be to use mathematical models to calculate the apparent
BMD from BMD values obtained using DEXA. One
study showed that apparent BMD values do not show any
significant increases prior to puberty, similar to what has
been reported using QCT.1%14

To the best of our knowledge, there have not been any
studies done that have validated any mathematical methods
to correct for the influence of height on BUA values. We
therefore propose the use of normative values of BUA
for height for children at the extremes of height (children
whose heightfalls <3 percentile or >97" percentile). These
normative data can be used to trend the changes in BUA
values for children with short or tall stature (Figs. 5 and 6).

One of the limitations of this study was that we were
unable to determine the relationship between puberty and
BUAn our subjects. The pubertal stage of the subjects was
not assessed as the study was conducted in the schools by
nurses, hence we were unable to accurately assess the stages

February 2011, Vol. 40 No. 2
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Fig. 4. Comparison of mean BUA Singaporean girls vs Mean BUA girls of
other populations.

of puberty for both boys and girls. Sex steroids and growth
hormone levels increase during puberty, and both have been
shownto increase bone mineralisation. Maximum increase
in BMD has been shown to occur around the age of 13 years
in girls and 15 years in boys.* Studies comparing BMD
values between boys and girls have shown that significant
differences in BMD values between boys and girls occur
at the age of between 10 and 12 years.*> Yet other studies
have shown nosignificant difference in BMD between boys
and girls up to the age of 13 years."

Studies using calcaneal ultrasound have also yielded
conflicting results. Zhu et al*® showed that for the Chinese
population, BUA values for girls were significantly higher
than boys at the age of 13 years. Jaworski'® demonstated
that BUA values for boys and girls were similar up to the
age of 15 years. Another study on Caucasian children
by van de Bergh® showed that after correcting for age,
pubertal stage was not a determinant for BUA values in
both boys and girls.

In our study population, BUA values were similar for
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Fig. 5. BUA for height for Singaporean boys.

boys and girls up to the age of 13 years. Even though girls
enter puberty earlier than boys, its effect on bone strength
measured via BUA was not evident in our study. We
postulate that one of the reasons could be related to the site
being measured. BUA measured at the calcaneum may be
influenced to a greater degree by other factors such as the
weight of the child or the intensity of the child’s physical
exercises rather than sex hormone levels. Also, BUAvalues
may not increase in a linear fashion in relation to pubertal
stage. If we were to extend the study by a few years, we
may be able to see the divergence of BUA values between
boys and girls at a later age.

Bone health is an aspect that is often neglected in the
management of paediatric chronic diseases. Measuring
BMD is not routinely performed as it subjects the child to
ionizing radiation, and the test requires the cooperation of
the child. In addition, BMD accounts for only 60% to 70%
of the variation in bone strength.? Conversely, QUS is a
useful diagnostic modality, as it can be readily performed
in the outpatient setting, and is able to provide information
onbone microarchitecture, which also contributesto overall
bone strength (and hence fracture risk) in the patient. BUA
is thus a useful and complementary tool for screening and
monitoring bone strength in children at risk of fractures
due to their chronic illnesses or treatment.

To have an accurate assessment of the impact of chronic
illness or medication on bone strength, BUA values should
be compared with norms from the local population. This set
of normative datawill allow for amore accurate assessment
of bone strength using BUA in our paediatric population.

Currently, there are no established guidelines to define
osteoporosis in children based solely on DEXA.?? The
International Society for Clinical Densitometry’s position
statement on bone densitometry in children states that the
diagnosis of osteoporosisin childrenand adolescents should

R? Linsar = 0.458
120.00
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£0.00+

BUA (dB/Mhz)

60.00-

40.00+
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T T
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Fig. 6. BUA for height for Singaporean girls.

T T
100.00 120.00

not be made on the basis of densitometric criteria alone,
but should include the presence of a clinically significant
fracture.® However, many children may be at risk for
osteoporosis, either as a result of their chronic illnesses
or due to the medication they are taking. In this group of
children, there should ideally be a safe and easy method to
monitor the impact of the disease or medication on bone
health before fracture occurs.

DEXA is not an ideal tool for serial monitoring of
BMD as it is costly, difficult-to-perform, and radiation is
involved. QUS though not the gold standard, is portable,
fastto perform, and is radiation-free. We would recommend
using the QUS as a monitoring tool for children at risk of
developing osteoporosis. QUS can be performed together
with the first DEXA scan. QUS can then be performed
on a regular basis. Should the trend show worsening of
BUA values, DEXA can then be performed. This will
minimise the inconvenience and radiation exposure to the
child compared to regular DEXA scans in those at risk of
osteoporotic fractures.

Conclusion

The calcaneal QUS is a useful and convenient screening
tool to assess the bone strength in children. Similar to
anthropometric charts, BUA measurements should be
compared with local normal reference data, so as to achieve
amore accurate assessment. To the best of our knowledge,
thisisthe only Singapore normative data for calcaneal QUS,
and it will serve as a useful reference for the assessment
and identification of children who are at increased risk of
fractures, especially for children who have chronic illness
or are on steroid therapy. This reference data will be a
precious source of information for all future studies which
examine factors contributing to bone strength in Singapore
children, with the ultimate aim of maximising their potential
to achieve peak bone mass and to optimise bone health.

Annals Academy of Medicine



Acknowledgement

The authors wish to thank the following for their assistance in the study.

Teachers and students who participated in the study.
Staff nurses Ms Betty Kek and Ms Yan Jie for conducting the studies in
the schools.

Dr Chan Yiong Huak, Head of the Biostatistics Unit, Yong Loo Lin School
of Medicine, National University of Singapore, for his advice in analysis

of the data.

REFERENCES

. Fielding K, Nix DA, Bachrach LK. Comparison of calcaneus ultrasound
and dual X-ray absorptiometry in children at risk of osteopenia. J Clin
Densitom 2003;6:7-15.

. Baroncelli GI. Quantitative ultrasound methods to assess bone mineral
status in children: technical characteristics, performance and clinical
application. Pediatr Res 2008;63:220-8.

. Moris M, Peretz A, Tjeka R, Negaban N, Wouters M, Bergmann
P. Quantitative ultrasound bone measurements: normal values and
comparison with bone mineral density by dual X-ray absorptiometry.
Calcif Tissue Int 1995;57:6-10.

. Brooke-Wavell K, Jones PR, Pye DW. Ultrasound and dual X-ray
absorptiometry measurement of the calcaneus: influence of region of
interest location. Calcif Tissue Int 1995;57:20-4.

. Faulkner KG,McClung MR, Coleman LJ, Kingston-Sanahl E. Quantitative
ultrasound of the heel: correlation with densitometric measurements at
different skeletal sites. Osteoporosis Int 1994;4:42-7.

. Khaw KT, Reeve J, Luben R, Bingham S, Welch A, Wareham N, et al.
Prediction of total and hip fracture risk in men and women by quantitative
ultrasound of the calcaneus: Epic-Norfolk prospective population study.
Lancet 2004;363:197-202.

. Bauer DC, Glucer CC, Cauley JA, Vogt TM, Ensrud KE, Genant HK,
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;157:629-34.

. Mughal MZ, Langton CM, Utretch G, MorrisonJ, Specker BL. Comparison
between broad-band ultrasound attenuation of the calcaneum and total
body bone mineral density in children. Acta Paediatr 1996;85:663-5.

. Winsche K, Wiinsche B, Fahnrich H, Mentzel HJ, Vogt S, Abendroth

Normative Calcaneal Ultrasound in Children—Siok Ying Goh et al 79

10.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

K, et al. Ultrasound bone densitometry of the os calcis in children and
adolescents. Calcif Tissue Int 2000;67:349-55.

Lin YC, Tu SH, Pan WH. Bone mass status of school-aged children in
Taiwan assessed by quantitative ultrasound: The Nutrition and Health
Survey in Taiwan Elementary School Children (NAHSIT Children 2001-
2002). Asia Pac J Clin Nutr 2007;16:585-93.

Tuzun S, Karacan I, Akarirmak U, Kasapcopur O, Arisoy N. Evaluation
of bone with quantitative ultrasound in healthy Turkish children. Turk J
Pediatrics 2003;45: 240-4.

Mughal MZ, Ward K, Qayyum N, Langton CM. Assessment of
bone status using the contact ultrasound bone analyser. Arch Dis Child
1997,76:535-6.

vander Sluis M, de Ridder MA, BootAM, Krenning EP, de Muinck Keizer-
Schrama SM. Reference data for bone density and body composition
measured with dual energy x ray absorptiometry in white children and
young adults. Arch Dis Child 2002;87:341-7.

Gilsanz V, Roe TF, Mora S, Crostin G, Goodman WG. Changes in
vertebral bone density in black girls and white girls during childhood
and puberty. N Engl J Med 1991;325:1597-600.

Hasanolu A, Tumer L, Ezgi FS. Vertebra and femur neck bone
mineral density values in healthy Turkish children. Turk J Pediatr
2004;46:298-302.

Glastre C, Braillon P, David L, Cochat P, Meunier PJ, Delmas PD.
Measurement of bone mineral content of the lumbar spine by dual
energy x-ray absorptiometry innormal children: correlations with growth
parameters. J Clin Endocrinol Metab 1990;70:1330-3.

Shu SG. Bone mineral density and correlation factor analysis in normal
Taiwanese children. Acta Paediatr Taiwan 2007;48:323-7.

Zhu ZQ, Liu W, Xu CL, Han SM, Zu SY, Zhu GJ. Ultrasound bone
densitometry of the calcaneus in healthy Chinese childrenand adolescents.
Osteoporos Int 2007;18:533-41. Epub 2007 Jan 30.

Jaworski M, Lorenc RS. Progress in measurement of the calcaneus using
ultrasonic methods in children and adolescents.Przegl Lek 2000;57:93-9.

van den Bergh JP, Noordam C, Ozyilmaz A, Hermus AR, Smals
AG, Otten BJ. Calcaneal ultrasound imaging in healthy children and
adolescents: relation of the ultrasound parameters BUA and SOS to age,
body weight, height, foot dimensions and pubertal stage. Osteoporos Int
2000;11:967-76.

Ammann P, Rizzoli R. Bone strength and its determinants. Osteoporos
Int 2003:14 Suppl 3:S13-8. Epub 2003 Mar 19.

Shaw NJ. Management of osteoporosis in children. Eur J Endocrinol
2008;159:533-9.

Skeletal health assessment in childrenand adolescents (malesand females
ages 5-19). Available at: www.iscd.org. Accessed 14 December 2010.

February 2011, Vol. 40 No. 2


https://www.researchgate.net/publication/51020987

