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Abstract

Summary Metacarpal thickness (7), width (W), length (L)
and medullary diameter (M) were measured in 3,121 X-rays
from 231 healthy Caucasian children aged 3 to 19 years and
analysed for bone age, age, height, weight and gender-
related characteristics, showing highly differentiated growth
patterns with prepubertal dips. Reference data for the four
metacarpal measures are presented.

Introduction The aim of the study was to create and explore
a reference database for metacarpal 7, W, L and M in
children.

Methods Three thousand one hundred twenty-one left-hand
X-rays (1,661 from boys) from 231 healthy Caucasian
subjects (119 boys) aged 3 to 19 years were analysed by
BoneXpert, a programme for automatic analysis of hand X-
rays and bone age (BA; in years).

Results In boys, growth of 7, Wand L shows a prepubertal
decrease from BA 7 to 13 and then accelerates again. In
girls, the same is seen only for 7 starting from BA 8 to 11,
whereas W and L grow at a declining rate. M shows steady
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growth until BA 10.5 in girls and BA 13.5 in boys and then
grows smaller in both. W is greater in boys from BA 6
onwards, while L is greater in girls from BA 9 to 13 and T
from BA 11 to 14. BA is reflected best by L until start of
puberty and by 7 and L thereafter.

Conclusion T, W, L and M show highly differentiated
growth patterns. These reference data provide a basis for
further research into skeletal development and the manage-
ment of hormone therapies in children.

Keywords Child - Metacarpal dimensions -
Radiogrammetry - Reference values - Skeletal growth

Introduction

The advance of computerised image analysis methods has
revived interest in the study of bones by radiogrammetry.
Recent radiogrammetric studies have mostly focussed on
composite indices which have been formulated to correlate
with the mass and hence strength of long bones [1-4].
Comparatively little attention has been given to the
parameters that make up such indices. However, studying
the dimensions of long bones can tell us more about the
skeleton than just its mass, particularly during skeletal
development. Having a large reference database on meta-
carpal thickness (7), width (W), length (L), medullary
diameter (M=W-2xT) and bone age in children from age 3
to 19 should be of use to many lines of research in
paediatrics, especially since hand X-rays are routinely taken
for bone age assessment in many conditions and a wealth of
retrospective material is available.

A search for previous literature on the dimensions of
metacarpals in children takes us many years back. In 1968,
Bonnard reported on metacarpal thickness and width in
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1,682 X-rays from 175 Caucasian children from 3 months
to 11 years of age [5]. His data were based on a subset of
the then ongoing study of children born 19541955, which
has come to be known as the First Zurich Longitudinal
Study (1ZLS) [6, 7]. The present paper can be regarded as
an update and expansion of Bonnard’s work. It follows
the progress of metacarpal growth in 231 Caucasian
children from the 1ZLS from early childhood through to
late puberty, adding medullary diameter and length as
further parameters and analysing them not only in relation
to chronological age (CA; in years) but also to bone age
(BA; in years) and height. Garn’s extensive studies on
cortical bone are summarised in [8]. The present paper
reconsiders many of his findings, adding the BA to the CA
perspective.

Besides presenting reference data for 7, W, L and M, we
discuss their inter-gender differences as well as interrela-
tionships and correlations with body height, weight, CA
and BA as well as possible underlying endocrine and
developmental processes.

The BA, T, W, L and M values for this study were all
produced fully automatically by BoneXpert.

Materials and methods
Data

Three thousand three hundred seventy-nine X-rays were
taken in total, covering all children of the 1ZLS from age 3
up to 18 years and thereafter only those still growing and
hence with delayed BA. To minimise the resulting selection
bias, we excluded all images from boys aged >19.5 years
and girls aged >18.5 years (145 images from girls, 94 from
boys). Sixteen images were excluded due to outliers in
longitudinal charts of T (n=14) and W (n=2). These were
attributable to poor image quality resulting from poor
contrast or movement artefacts, for example. There were
no further quality checks on the image material. The
commercial version of BoneXpert is intended for clinical
use on Digital Imaging and Communications in Medicine
(DICOM) files only, and its application to original X-ray
images here was exceptional. Poor image quality should
thus be an even smaller concern in clinical practice than it
was in this study. We had no images of children aged less
than CA 2.5 because these X-rays had been performed on a
film that had not stood the test of time and had decayed.
This left us with only three images with BA<3, which we
therefore excluded. Some of the images from CA bins 4 to
6 had had to be discarded for the same reason. The
remaining 3,121 images from 231 children—1,460 from
112 girls and 1,661 from 119 boys—were all included in
this study. Ninety-four percent of the images were taken
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within 2 weeks and 99% within 1 month of the child’s
birthday. X-rays were taken with 74 cm focus distance,
50 kVp tube voltage and a dose of 10 mAs.

Equipment

All films were scanned in 300 dpi with 12 bits/pixel using a
Vidar Diagnostic Pro Advantage scanner (Vidar, Hemdon,
VA, USA) with software version TWAIN 5.2. The scanner
was adjusted to respond approximately linearly to the
optical density of the film.

BoneXpert was developed from a database of 1,559
hand X-rays compiled from a number of studies on
Caucasian children in the age range of 2—18 years. Its BA
rating function, which supplies Greulich Pyle as well as
Tanner Whitehouse ratings, has been refined and validated
in clinically relevant and healthy populations [9-13],
including the 1ZLS [14, 15]. It uses a statistical model to
reconstruct the shape and X-ray opacity of the radius, ulna
and short (RUS) bones (RUS bones of the hand, as used in
the Tanner Whitehouse rating system). Figure 1 shows an
example of the reconstruction of the bones and the dots
relevant to the metacarpal measurements. Following image
reduction to 150 dpi/8 bits, the boundaries of the
metacarpals (and other bones) are determined. For more
mature bones, the diaphysis and the fused epiphysis are
delineated by a common boundary, while for the less
mature bones, they each has a separate boundary. The
diaphyseal boundary is computed as 64 points which
correspond to the same anatomical locations across subjects
[10, 16]. The bone axis is defined by two points
corresponding to the proximal and distal ends of the
diaphysis. L is measured along this axis and it includes
the epiphysis. A region of interest (ROI) is centred 44% of
L from the proximal end of the bone and extends 25% of L.
In this region, the inner and outer borders of the cortical
bone boundary are determined as shown in Fig. 1. The
outer boundary is defined as a connected path running
through locations with maximal gradient, while the inner
boundary is the path of maximal intensity. Average values
of Wand T are determined from the ROI of each bone [4],
with T being calculated as the average of radial and ulnar
thickness. The entire measurement process is fully auto-
matic, i.e. it is not possible to manipulate the measurement
region manually.

Currently, BoneXpert is a Windows-based application.
The DICOM image can be sent directly from the hospital’s
picture archiving and communication system (PACS) to
the PC where the automated method is installed. Full
integration into a PACS environment is currently under
preparation.

BoneXpert’s precision in measuring BA and metacarpal
dimensions was determined on the basis of a subset of the
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Fig. 1 7, W, L and M are
schematically shown in the left

image. The image on the right

shows the regions in which the

measurements are made

present database for which right hand X-rays were also
available: 1,666 right and left-hand X-ray pairs from girls
with BA range 2-15 years and boys with BA range 2—
17 years. The results for BA are given in [14], while the
results for 7, W, L and M are presented here. The observed
variation in measurement of 7, W and L can be modelled as
being composed of two variance components: (1) two
times the precision variance, i.e. the measurement uncer-
tainty, of BoneXpert and (2) a genuine difference in 7, W
and L of the two hands. Based on the conservative
assumption that any differences found between the left
and right hand of an individual would be entirely
attributable to imprecision of BoneXpert, we have calcu-
lated the upper limit on the contribution of the precision
error of BoneXpert 7, W and L measurement by plotting
the difference between the left and right hand measure-
ments against the average of left and right hand (Bland—
Altman plot) and calculating the root mean square error
(RMSE) of the line of fit. The precision error is
conventionally quoted as the precision on a single
measurement, which in this case is the RMSE divided by
\2. The precision error (absolute value and percentage)
was 0.05 mm (3.5%) for 7, 0.12 mm (1.8%) for W,
0.21 mm (0.4%) for L and 0.12 mm (3.1%) for M.

Statistical analyses

All statistics were performed using the JMP 7 software
package of SAS. 7, W and L were computed from their

average values in metacarpals 2—4 following the method
proposed by Rosholm et al. [17], which avoids the less
regular structure of metacarpals 1 and 5. M was calculated
as W-2xT. Metacarpal dimensions were found to be
normally distributed in 305 out of the 360 data subsets
under study according to the Shapiro—Wilk test. Non-
normal distributions appeared to be randomly interspersed
among normal distributions through the age range, and it
was therefore decided to assume normality throughout and
dispense with the LMS method. The means and standard
deviations of 7, W, L and M were calculated by gender and
BA bin, by gender and CA bin and by gender and height
bin, two matrices of four metacarpal parameters by 33 bins
(16 female) each for the BA and CA-related data and one
matrix of 24 bins (12 female) for the height-related data.
Inter-gender differences were calculated by BA bin. p
values for differences in growth rates were determined by
means of two-tailed ¢ tests. Where differences were
followed over multiple time intervals, p values were
calculated according to the “repeated measures” method.
Correlations with BA in children of equal age were
calculated by CA and gender bin, giving 33 values of
Spearman’s rank correlation coefficient for 7, W, L and M,
respectively. Correlations with height or weight were
analogously calculated by BA and gender bin. Such
correlation calculations presuppose a normal distribution
of residuals of the linear fit. This was tested using the
Shapiro—Wilk test and found to be true in nearly all cases.
All-age correlations with BA and CA were calculated by
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gender and expressed in terms of the coefficient of
determination 7. The usual procedure to avoid making
type 1 errors when addressing many different questions is
to determine significance levels based on Bonferroni’s rule.
However, due to the explorative nature of this study, we
quote p values for each finding individually and dispense
with making significance statements.

Data outside the intended BA ranges of BoneXpert
(BA>17 in boys and BA>15 in girls) are demarcated in
the figures and tables and should not be used for
reference purposes.

Results

Tables 1, 2 and 3 give the reference values with standard
deviations as well as relative annual growth rates of 7, W, L
and M in boys and girls by BA, CA and height bin,
respectively. The resulting curves are depicted in Fig. 2. In
the following, the word “growth” is used in the sense of
growth rate.

7, W and L in boys show relatively high growth rates
from BA 4 to 7 followed by a phase of attenuated growth
until BA 13 (rates of growth differ with p<0.0001 for 7, W
and L, respectively; Table 4). Then their growth accelerates
again during the pubertal growth spurt up to BA 15 (p<
0.0001 for 7, W and L, respectively). This pattern is most
pronounced for 7 in boys. In girls, the triphasic pattern is
only seen for 7 (p<0.0001, p<0.0001), with a prepubertal
dip from BA 8 to 11. Wand L in girls decline in growth rate
through the entire interval sequence (p<0.0001, p<0.0001).
T grows at a consistently higher rate than 7 from BA 4
until after the pubertal spurt (BA 14 in girls, BA 15 in
boys) in both genders (p<0.0001 in either case) and at a
higher rate than L in both genders during the pubertal
spurt (»<0.0001 in either case) and in girls from BA 4 to 8
(»<0.0001).

T, Wand L all level off earlier in girls than in boys:
Successive BA bins cease to be significantly different
(»<0.05) in girls beyond 14 for 7, 11 for Wand 13 for L
and in boys beyond BA 18 for 7, 14 for W and 15 for L.
From BA 18 in boys and BA 17 in girls, there is even a
slight decrease in W and from BA 18 in girls also a slight
decrease in L. This is due to the data beyond BA 18 in
boys and BA 17 in girls being biased towards early
maturers, as explained in the “Materials and methods”
section and discussed below. By contrast, 7 shows
undiminished growth up to the end of the BA range in
both genders.

M in girls shows a steady increase until BA 10.5 (CA
11) followed by an equally steady decrease until BA 16,
when it is approximately the same as at BA 3. In boys, M
increases steadily and at a faster rate than in girls (p<0.002
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for the interval 4<BA<10) until around BA 13.5 (CA 13.5)
and then shows a moderate decrease until BA 17, when it is
approximately the same as at BA 10. The sharp decrease of
M starting at BA 17 in girls and BA 18 in boys is due to the
bias towards early maturers mentioned above.

W is larger in boys than in girls from BA 6 onwards and
remains so. 7 and L show no significant differences
between the sexes until BA 9. L is greater in gitls from
BA 9to 13 (p<0.0001) and T from BA 11 to 14 (p<0.004).
Boys first catch up on L, around BA 13-14, and around BA
14-15 on 7 and then surpass girls in both parameters (7" p<
0.0004 at BA 15, L p<0.0002 at BA 14). M is consistently
greater in boys, the greatest difference being reached at BA
14 (4.3 versus 3.5 mm).

T, W, L and M correlate better with BA than with CA
(Fig. 2). Figure 3 shows how the correlations of 7, W, M
and L with BA progress over time in boys and girls. L is a
strong indicator of skeletal maturity for the greatest part of
childhood up to the pubertal spurt in both genders, while
the predictive power of 7'is only strong during puberty and
here especially in girls. The correlation of W with BA is
moderately positive and higher in boys than in girls up to
puberty. Thereafter, it steadily diminishes. M shows first a
weak positive correlation with BA which then turns to weak
negative at puberty in both genders.

Correlations of 7, W, M and L with height are shown in
Fig. 4a. L shows a strong positive correlation with height
in both genders throughout growth. In girls, /¥ shows a
stronger correlation with height than 7" does, while in boys
the correlations of 7 and W with height are approximately
equal and at an intermediate level between W and T in
girls.

Correlations with weight (Fig. 4b) show overall less
spread between the four metacarpal parameters than
correlations with height. W correlates more with weight
than 7" does in both genders. The correlation with L rises
above the others in boys before and through puberty.

Discussion

The present study reports the reference values for 7, W, L
and M from the First Zurich Longitudinal Study in relation
to BA, CA and height. In the following, these parameters
are primarily discussed in relation to BA, with which they
correlate better overall than with CA (Fig. 2).

The prepubertal dip

The slowing down in growth of 7 in both genders (and of L
and W in boys) from around BA 7 (CA 6) in boys and BA
8 (CA 6) in girls up to puberty, shown in Table 1 and
Fig. 2, has already been described by Gasser for height in



1529

Osteoporos Int (2011) 22:1525-1536

86°0 wo #xxLE'€ 00°T #x260°€ 6°09 w0l 6v°0 s 'L 90°1L €00 #xL8'T S91 91
86°0 19°0 *xxVP'€ 00°1 xxx[5°€ §9°09 00°1 LY'0 *x%00'9 10°1 120 wxxLL] 88 Sl
L6°0 ¥9°0 #xx[G°€ w1 #4%CV'C 8709 10°1 8¥°0 #xx107L LO'T 61°0 sk SL] L8 14!
L6°0 19°0 w379 ¥0°'1 s (S '€ 9T'6S €01 IS0 #%x%10°9 601 81°0 V9| €L €l
860 S0 s EL'E SO0l s [7°€ ¥6'9S 0’1 90 #xxVL'9 LO'1 L1°0 051 001 Cl
00°1 ¥S°0 #4x[8°€C 90°1 wxxx0'C 'vS €01 Sv0 #%19°9 80°1 91°0 sk 071 ¥01 Il
€0°'1 4 #%08°¢C SO'1 wx4%x98°C 16716 ! 13 40] #x0¥'9 SOl €1r'o (! 0Tl ol
y0'l 9¢°0 ##%89°€C 90°1 #x4%857C clrey ! LY0 ##%L1°9 y0°l 10 STl 101 6
00°1 6¥°0 ##%56°€C 90°1 86°C £5°9Y €01 o ##%50'C 80°1 €ro 0T'1 LTI 8
'l ¥$0 ##VS€¢ 90°1 ILc 68ty ! 24l wxxLL'S 90°1 €ro [A! €Cl L
10°1 LSO #x497€ LO'1 91'C 8¢ 1Y €01 90 ##%55°C 80°1 €ro SO'1 08 9
10°1 (40 e SO'I v6'1 9L'8¢ ¥0'1 34U LES (! 010 L6°0 43 S
10°1 [4\ 6¢'¢ 80°1 e 06'9¢ ¥0'1 34U SI'e or'1 1o 88°0 94 ¥
6¥°0 9¢'¢ 1 YO've 0r'0 L6V 1o 080 0¢ €

SHID
06°0 £5°0 6¢°¢ 101 £€V'C 9¢'99 96°0 €0 EL'L 0L 61°0 LIT 97 61
¥6'0 w90 wxxlL'€ 66°0 #x29P'€ s's9 66°0 6¥°0 #2290'8 v0°L 170 PYN] A4 681 81
660 650 #xxE0Y 10°1 4% EVC 8¢99 [ 10 #4%51°8 SOl 1T°0 #%%90°C eyl Ll
660 650 #xxL0Y [4O! ##%C9'C 1099 [4O! 90 #4%10°8 SOl 020 #%L6°1 I8 91
S6°0 9¢°0 #%x60'Y 1! ##%817€C LLY9 [40! 050 #4558 [A! 81°0 #4588 [ 0L Sl
00°1 650 #xx €Y 80°1 ##%557C STT9 90°1 0s°0 ##%09"L 4! 81°0 ##5x091 el 4!
€0l 050 #xx €Y 90°1 skt O LY'LS SOl Sv'o wx%xLCL 90°1 10 sk | wl el
00°1 4 wxxL 1Y €01 soxkx00'C 61°vS (40! 90 ##%56°9 SOl er'o wonkx0E | 48! Cl
€01 LY'0 #xxS 1Y 1! sk [L°C Iv'es ! wo #%08°9 Y0'l €ro wonknxE€E | Y01 It
(40! 6¥°0 107 1! sk [ S LTOS €01 13 40] #*#LS"9 €01 cro 8Tl 9Il 0l
€01 90 ##%£0€ v0'l w45 CS C 0¥'8¥ €01 o wx% 779 Y0'l cro vl [TI 6
€0l 6¥°0 *x4E8 € SO'1 I wor ¥0'l 90 ##%CC9 SO'1 ¢l'o (! S6 8
10°1 6¥°0 #xEL°E 90°1 09C LT'vy €0°'1 90 #xx00'9 90°1 <o el'l (U8 L
P0'1 w0 #xx0L°¢ 80°1 9I'c 8V’ 1y 90°1 £v'o #xx£8°C Il 110 LO'1 SI1 9
SO'T 8¥°0 9¢°¢ 80°1 ev'e 86°8¢ So'1 90 6¥'S LO'T €10 96°0 69 S
Y0°1 6v°0 Iv'e LO'1 #xx%C0'C 08°S¢ 90°1 8¥°0 1cs o1l 110 060 4 ¥
¥$0 6C’¢ 9¢C 9¢'¢ee LSO €6y €r'o 80 81 €

skog

qrel ypmoid () () el ImoI3 () () el ImoI3 () () qyer ypmoid () (wr)
EING L RN as UBQJA[ Ay as UBQA[ aAne[Y as BN RINGI N as UBQA[
J)owerp AIe[[NpIJA (wr) ySua (ww) |IpIp (wu) ssouoIy [, JoquinN. (s1eak) vg

ulq vg Aq 7 pue jy ‘4 ‘I 3o (1eak snoraaid oyj ur anjeA/on[ea) sjeI YIMoIS [enuue-yg 9AIR[OI PUB SUONIRIASD PIEPUE)S ‘SUBIWI M SON[EA OUAIJOY | J[qEL

pringer

AQs



1530

Osteoporos Int (2011) 22:1525-1536

Medullary diameter

Length (mm)

Width (mm)

Thickness (mm)

Number

Table 1 (continued)

BA (years)

@ Springer

SD Relative

Mean

Relative
(mm)

SD

Mean
(mm)

SD Relative

Mean
(mm)

Relative

Mean
(mm)

growth rate

(mm)

growth rate

(mm)

growth rate

(mm)

growth rate

(mm)

0.97
0.93

3.28%%* 0.

1.00
0.97

334w

60.68
58.84

0.99
0.98

46
38

0.

7.05%%*

1.01

1.

0.23
0.25

1.89%%*

151

17
18

0.68

3.04%%x

3.12%%*

0.

6.94%%*

03

1.95%%*

24

Values of BA outside the official range of BoneXpert (BA>17 in boys and>15 in girls) are in bold

*p<0.05 (where boys have higher values than girls); **p<0.01 (where boys have higher values than girls); ***p<0.001 (where boys have higher values than girls); ****p<0.05 (where girls have

higher values than boys); *****p<(.001 (where girls have higher values than boys)

relation to CA in the same children [7]. We have to date
found no indication as to the mechanism underlying this
“prepubertal dip”, which is relatively more pronounced
with regards to changes in 7" than to height velocity. In
boys, the subsequent increase in 7 is largely attributable to
periosteal expansion and is thus associated with a strong
increase in W. It is thought to be regulated by testosterone
directly (via the androgen receptor) as well as by growth
hormone (GH) and insulin-like growth factor [18], but also
secondarily through the increase in muscle peak force [19].
From BA 15 onwards, growth in 7 is reinforced by
endosteal apposition also in boys (Tables 1 and 2; Fig. 2).
In girls, the increase in 7 results more from endosteal bone
formation, whereas periosteal apposition is inhibited. Both
these effects are attributed to oestrogen [18]. There appear
to have been no investigations of the endocrine mechanisms
underlying endosteal apposition in boys. A report on the
effects of GH treatment on metacarpal dimensions also
measured with BoneXpert in 178 prepubertal growth
hormone-deficient children is given in [20] on the back-
ground of the present reference data.

The upper BA range

Towards the end of the BA range, Fig. 2a shows a decrease
in Wand M in both genders and in L in girls, as well as an
undiminished increase in 7 in both genders, all of which
manifest themselves only versus BA but not versus CA or
height. These phenomena are attributable to the bias that
results from the accumulation of subjects at the high end of
the BA range. BA bins 18 and 19 and female BA bins 17
and 18 are overpopulated with early maturers due to the
exclusion of all X-rays taken after CA 18.5 in girls and CA
19.5 in boys. These X-rays were from late maturers who
were still growing at cutoff age. The strong downward
deviation of W and M at BA 19 in boys and BA 18 in girls
cannot be accounted for by the moderate degree of
acceleration (CA 18.4+0.7 years in the BA 19 bin for boys
and 17.2+1.0 years in the BA 18 bin for girls) in these early
maturers alone. At least for boys the data suggest that on
approaching skeletal maturity, children with accelerated
development typically show reduced subperiosteal apposi-
tion and increased endosteal apposition, and this is not only
for BA but also for CA.

However, this does not explain why so few from the BA
18 bin in boys enter the BA 19 bin and why this effect is
also observable in girls in the BA 17 and 18 bins (Table 1).
We attribute this to BoneXpert’s inability to distinguish
reliably between these two BA bins. This has no effect on
its BA rating reliability and precision in the intended ranges
of BA 3 to 17 in boys and 3 to 15 in girls (the Tanner—
Whitehouse BA system has the same upper age limit). It
was decided not to exclude any BA bins beyond the
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Q o
o B » o g:s intended range, since this would have produced bias effects
% % 22 = in CA-based analyses also within the approved range.
& & ;) Besides, being biased towards early maturers, these BA
_é:; bins are instructive in themselves, as discussed above. We
% Eleel|a recommend using the CA-based reference values for
§ 2E|s s % persons with a BA above the intended application range
'; A of BoneXpert.
= x| %
= *
g § é *2 *; z Gender dimorphism
= noen =
en
. 5 A comparison between the sexes shows that already from BA
, E oo | 8 6 onwards boys have significantly wider metacarpals than
é § S 2| girls, even during the female pubertal spurt (Table 1; Fig. 2).
R 5 ’g By BA 18, Wis around 15% greater in boys. W is a stronger
2 =z manifestation of sexual dimorphism than height, which is on
2| g2 : £ average around 8% greater in males by maturity.
E|l e ; 8 Our findings on Ware in good agreement with Bonnard’s
g [5]. Bonnard’s data are from a subset of the children
- E B2 included in the present study, but starting at 3 months age.
sl - _ ¥ zr = A direct comparison of our raw data with those of Bonnard
B0 = . . .
§ g E 22| 2 and Garn was not possible due to methodological differ-
e B < ; ences. Thickness and width were measured by Bonnard at
=
° f* & the smallest diameter of metacarpals 2—4 and by Garn at the
=1 o . .
oSl o o | L8 midshaft of metacarpal 2 [8], which tends to be the largest.
25| 22|22 BoneXpert averages T and W over a 25% section of
25 g)é metacarpals 2-4, as described in the “Materials and
=9 methods” section. These methodological differences should
2l e | 25 nevertheless permit the study of inter-gender differences
AE| S| 2 ¥ and of relative changes in the course of skeletal growth.
o .. . . . .
B Initially there is no significant difference between the
- xox | ;>’» sexes with respect to length and thickness. Girls’ meta-
= o= > .
5|8 é *8 é £ g carpals become longer than boys’ from BA 9 on and thicker
lz2 = r z< from BA 11 on. Boys first catch up on metacarpal length,
s 8 around BA 13-14, and approximately one bone age year
(5} — —
o E o é; E later on metacarpal thickness. This mirrors the progress of
% 3 =& the correlations of L, Tand W with BA shown in Fig. 3, as
—_— S .= .
R S discussed below.
*&E Our data concur with Garn’s observation that relative
2 = = ; K] variability in Wand T is greater in girls and show this to be
2 E S 3 iy true of all four parameters and particularly of M. Garn took
E, 5 the greater variability in girls to be an indicator of X
7 2 chromosome involvement and a dosage effect in skeletal
g x| 52 maturation [8].
E EE| S & g ;Q Our finding that M begins to decrease earlier in girls than
FEI=ZE| 22 'Eoi in boys (Fig. 3) is in agreement with Garn’s observations in
o Ohio whites [8]. However, according to Garn, peak M is
5 i:: S reached around CA 11 in girls and 15 in boys, while our data
=) § o = é"g show this to occur around CA 11 girls and between CA 13
= — . .
E 2 £ and 14 in boys. Garn reported the decrease from peak M until
§ . < 8 CA 18 to be ca. 6% in boys (3.82+0.77 to 3.58+0.92 mm)
~| & w S and ca. 16% in girls (3.27+0.66 to 2.75+0.72 mm), whereas
2|2 S5 in the children from the present study, it differs much less
% < ~ oo Vo5 . . .
=1 o - 7| &E between the genders (10% in boys, 13% in girls).

@ Springer



1533

Osteoporos Int (2011) 22:1525-1536

(skoq ueyy sonjea 10YSIY ALY SIS AI0YM) [00 0> Tuesesexeses -(SAOQ UBYY sanfea 10YS1Y oARY SIS dI0UM) [()'0>Tsegsesex -(SAOQ UBY) sonjea 10ySIy
QARY SMIS 21YM) G(O'0> Ty sexe 5 (SMIS URY) san[eA IYTIY 9ARY SA0Q 21YM) [0 0> D5 (SIS URY) san[ea IYTIY 9ARY SA0Q 210YM) [()' (>4 4 (SIS URY) SonJeA IOUIIY ALY SA0Q 9I9UM) GO'0>y

S6°0 0L0 #*xx9¢°€ Y0°1 9¢°C *xxxL €8S 0’1 w0 #%%58°9 601 8C°0 sxxxxxSL | 0sT 6°6S1-0°SS1T
960 69°0 #xxx£5°€ Y0°1 8CC #xxxVC 9S8 €0°1 £r'o #x%EL'9 Il LT0 wxxxxx097] 101 6'vS1-0°0S1
860 990 #xx89°€ Y0°1 €€C wxxxxCC VS 0’1 w0 #%%55°9 80°1 o wxxxEl | 06 6'6V1-0'SY1
[4n! §S°0 wxxLL'€ v0'1 60C *xx%860° 1S €0'1 10 *xxVV'9 SO'I LT°0 €e'l L6 6'vr1-0°0¥1
(4! 610 wxx (L€ ¥0°1 ¥0°C wx45:00°60F €0°'1 6€0 *#+VC9 €01 10 9Tl €6 6'6£1-0°¢¢1
€0l 050 ##%C9'C SOl €r'e oL'LY €0'1 340 ##%L0°9 ¥0'1 €ro 'l ¥0l 6'vEl-0°0¢€1
10°[ 050 ##%CSC SOl L0C LY Sy (40! 8¢°0 #%%88°C 1! SI'o 8I°1 66 6'6C1-0°¢C1
0’1 ¥$0 #*#8Y'¢ SO'1 961 0S¢y Y0'l 00 ##SL'S 80°1 €ro 4! 8L 6'vCI-0°0C1
00°1 050 ##CV'E SO'1 S8l iy (40! LEO *x%ES°S 90°1 €ro SO'1 YL 6611-0°CII
(4! €50 *1V'€ 90°1 €81 65°6¢ Y0'l wo *0€°G 80°1 01°0 660 9¢ 6vII-00II
00°1 050 see ¥0'1 0Ll 8Y°LE (40! 8¢°0 8I°¢ SO'1 1o 260 9¢ 66010501
050 9¢'¢ 6L'1 Iro¢ 340 (Y 1o L80 4 6'v01-0°001

SHLD
00°1 §so ##xLTY v0'1 8CC wxx05LS €0l 0S50 *xxLC L LO'T LT°0 sorkdorx0S ] 6L 66510651
€0l 050 490V v0'1 9¢C *xx 8766 [{Vn! o #%x90"L (4! (AN sk L6 6vSI-0°0S1
0’1 1s°0 #5x5 1Y ¥0°'1 96°1 wxxxxVC €S €0'1 LY0 #%%00'9 0’1 1o s L€ ] ¥01 6'6¥1-0°S¥1
€0'l SY'0 #xx90Y ¥0'1 00T *xxx8C 1S €0°1 £v'o #%%609°9 v0'1 €10 (£ 811 6vr1-0'0¥1
(4! SY'o xxxV6'€ Y0°1 v6'1 wxxxxE 0V €0'l §40] *xx81°9 v0'1 y1'o LTl L11 6°6€1-0°S€El
(4! 8¥°0 xxx88'€ ¥0°1 66°1 Ly €01 13 40] ##%1€°9 SO'1 o 'l 101 6vEl-0°0¢€1
€0l 870 ##%C8'C So'1 YLl (894 €0°'1 Sv'o ##+€1°9 Y0'1 o or'l 06 6'6C1-0°¢Cl
10°[ SY0 ##CL'E SOl €Ll L6'CY €0'1 evo ##56'C LO'1 110 [4N! 6 6'vCI-0°0C1
0’1 Y0 ##89°¢ €01 SSl w45 C8 0F €01 evo w#%LL'S SOl 1o SOl L 6611-0°CII
€0l 0 *19°¢ 90°1 081 12433 Y0'l 00 x09°G 90°1 1o 00°1 6 6vII-00II
90°1 IS0 6v'¢ 90°1 Ll 9¢'LE SOl 340 9¢’s €01 1o €60 9¢ 6601 —0°S01
70 Iee S9'1 LI'SE €0 s 01°0 060 0C 601 —0°001

skog

el ImoI3 (tuur) (tuur) el PIMoI3 (wr) () 1Rl ImoI3 () () eI PImMoI3 (wur) (wuur)
ARy as uBON RTINS RN | as UBIIN ARy as ueoN QARIOY as UBIIA
Iojowerp AIR[[nNpajAl P3uog PPIA SSOUNOIY ], JoquinN. (wo) WS1H

uiq 1ySroy Aq 7 pue py 4 I Jo (u1q 1yS1oy 1omo[ 1XU JO dNJEA/ON[EA) SAJBI YIMOIS dAIR[OI PUE SUONIRIASD PIEPUE)S ‘SUBIWI [JIM SONJEA QJUAIQJOY € J[qEL

pringer

AQs



1534

Osteoporos Int (2011) 22:1525-1536

B T I I
8 10 12 14 16 18

?=0.79

@ 1
# 110 120 130 140 150

W

M

2= 0.05

r

2 T

V
11 P=0.71

?=0.75

T T T T T T T T T T T T T T T T
2 4 6 8 10 12 14 16 18 2 4 6 8 10 12 14 16 18
Bone Age (y) Age (y)

100 110 120 130 140 150 160

Height (cm)

Fig. 2 T, W, L and M versus a BA, b CA and ¢ height in boys and girls depicted as splines (lambda=10). Coefficients of determination > are

indicated on the /eft side for boys and on the right side for girls. For means and SD values, see Table 1

T, W, L and M as indicators of maturity

T, W, L and M all show a better correlation with BA than
with CA (Fig. 2), with #* values the highest for L and the
lowest for M in either case and for both genders. Per CA
bin, the correlation between L and BA is continuously
strong from infancy until puberty and only falls off during
late puberty, whereas the correlation between 7 and BA is
only strong during puberty, during which period it shows a
clear time offset between girls and boys (Fig. 4). The

correlation between W and BA progresses similarly to that
between 7 and BA but without reaching as high values
during puberty. In other words, the maturation of the RUS
bones in both boys and girls is best reflected by L until
puberty and by T during puberty.

Correlations with height and weight

Not surprisingly, L shows the strongest correlation with
height by BA bin in either gender. Garn observed that

Table 4 The “prepubertal dip”: relative growth rates of 7, Wand L per year in percent in the time interval sequence BA 4-7—13—15 in boys and
4-8-11-14 in girls with p values for differences between 7 and W and T and L, respectively

BA time Number T relative growth W relative growth p (different L relative growth rate p (different
interval (years) rate (%/year) rate (%/year) from 7) (%/year) from 7)
Boys 4t07 22 8.2+3.6 4.9+1.2 <0.0001 73+14 0.2781
71013 115 4.6+1.5 3.2+0.8 <0.0001 4.6+0.8 0.9947
13 to 15 63 12.0£3.5 4.2+13 <0.0001 6.1+1.4 <0.0001
Girls 4 to 8 51 7.8+£2.2 3.7+£0.9 <0.0001 6.1£1.0 <0.0001
8 to 11 97 52423 33+£1.0 <0.0001 5.1+1.1 0.7684
11 to 14 64 7.5£2.0 2.0£0.07 <0.0001 3.3£0.8 <0.0001
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subperiosteal apposition continues throughout adulthood in
all bones whether load bearing or not [8]. We had
speculated that W would show a strong correlation with
body height, indicating that also non-load-bearing bones
become wider in response to tall height. Surprisingly,
Fig. 4a shows a marked difference between the genders
here: Particularly girls appear to have wider metacarpals the
taller they are. We have no explanation for this phenome-
non. Figure 4b shows L to correlate with weight more in
boys than in girls. As expected, this difference is the
greatest from puberty onwards, when the correlation
between height and weight is also stronger in boys.
However, this offers no further explanation for the inter-
gender difference in how W correlates with height.

We see many fields of inquiry opening up from this
database. In the area of growth disorders, we have already
been able to show that GH treatment of children with growth
hormone deficiency leads to a strong and significant increase in
T within the first year of treatment as a result of subperiosteal
bone deposition [20]. Another field of interest, especially
given the change in children’s activities attending the
computer age, is the secular trend in anthropometric measures.

Conclusion

We have presented reference values for metacarpal 7, W, L and
M from Caucasian children who grew up in a healthy
environment at a time when obesity did not skew normative
data. Each correlates in a characteristic manner with bone age
(better than with chronological age) in the course of skeletal
maturation, indicating differential responses to hormonal
changes during growth. 7, W, L, M and bone age were all
measured fully automatically by the BoneXpert programme.
T (and W and L in boys) show a phase of attenuated growth
from around bone age 7—the “prepubertal dip”—followed by
accelerated growth in puberty. These reference data provide a
basis for further research into skeletal development and the
management of hormone therapies in children.
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