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mineral density and low cross-sectional moment of inertia
emerged as the gold standard to classify thalassemic
patients for prognostic and therapeutic purposes.

Abstract

Osteopathy in thalassemia is a very heterogeneous
condition; severity depends on multiple factors, interacting
through nonlinear mechanisms. Classic statistics have
limitations when applied to the study of such highly
complex relationships. Currently, an alternative approach of
analysis is represented by the artificial neural networks
(ANNs), powerful mathematical tools, increasingly applied
to analyze multifactorial databases, as considered more
appropriate than classic statistics. We adopted this by
specialized mathematical method to 76 thalassemia major
(TM) patients. In all of them dual energy X-ray
absorptiometry (DXA) was performed to measure bone
mineral density, and two recent developments were
included: trabecular bone score, evaluating bone
microarchitecture, and hip structural analysis, evaluating hip
geometry. The relationships between bone status and
endocrine, hematologic, and clinical parameters were
investigated. Using a particular ANN (Auto Contractive Map
algorithm), the strength of inter-variable association was
defined and a connectivity map generated, visually
representing the main connections among the entered
variables. Iron status indices (ferritin, liver iron
concentration) emerged as the most important variables,
dividing the map into two sectors, with parameters
indicating satisfactory bone condition in the upper, those
indicating poor condition in the lower, near the variable

Keywords: Thalassemia major; Artificial neural networks;
Osteoporosis; Bone microarchitecture

Introduction

Thalassemic syndromes are hereditary diseases characterized

abnormal  hemoglobin  synthesis and ineffective
erythropoiesis [1-4]. Optimal transfusion protocols and new
chelating drugs have substantially improved the survival
expectations of the patients with thalassemia major (TM), a
transfusion-dependent form, who often died at pediatric ages
until the ‘80s. On the other hand, the progressive aging of the
TM population has disclosed new complications related to the
chronicity of the disease; among them, a common bone disease
(osteopenia/osteoporosis syndrome) with increased fracture
risk, high social costs and low quality of life. Therefore,
improvement in standards of care of bone involvement is a
leading challenge in this disease.

The fracture risk evaluation based on BMD is considered the
diagnostic gold standard despite the recognized low sensitivity,
as demonstrated by the occurrence of fractures not only in

“fractures”. The Auto Contractive Map highlighted the key
role  of bone quantity, bone geometry, and
microarchitecture in defining thalassemic bone condition.
Among numerous available indices, high femoral bone

subjects with osteoporosis but also with osteopenia [5]. This was
ascribed to further factors accounting for bone strength in
addition to BMD; among them are features included in the
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concept of bone quality [6], such as micro-architecture and
geometry.

Micro-architecture is  best assessed directly via
histomorphometry of the transiliac crest bone biopsy, which
does not necessarily reflect microstructure at spine and femur,
where fragility fractures occur [7]. However, this direct method
is invasive and nowadays not suitable for routine diagnostic
procedure.

Many other indirect methods are available to assess bone
micro-architecture, based on X-Ray methods: conventional X-Ray
radiography, = magnification  radiography, high-resolution
computed tomography (HRCT), high-resolution magnetic
resonance imaging (HRMRI) [8-10].

Bone texture analysis methods, such as “fractals” represent a
particularly interesting tool to indirectly assess the real spatial
bone architecture [11]. However, these techniques remain
unsuited for both routine screening and clinical management of
osteoporosis, due to high costs, patient inconvenience, and
limited availability. Furthermore, to perform the cited X-Ray
methods the patients have to undergo to an additional
diagnostic dedicated text, besides DXA.

One of latest DXA development, contextual to the DXA text, is
TBS, a new gray-level textural measure directly extracted from
the 2-dimensional DXA image of the lumbar spine, which
expresses the trabecular microstructure [12,13]. Elevated TBS
closely correlates with better skeletal texture (reflecting
healthier microarchitecture), while a low value is connected with
weaker texture (damaged microarchitecture) [12-17]. Recent
studies have proved that TBS may be a useful adjunct to BMD in
order to predict fragility fractures in primary osteoporosis
[13,18], and it provides the promise of potential utility in
secondary osteoporosis [19].

The concept of bone quality also includes hip geometry, which
has been independently associated with hip fracture risk [20];
this can be explained as the loading forces are spread in cross
sections on bone. HSA is a specific program which derives the
cross sectional geometry from images acquired by the bone
mineral scanner. Scientific studies suggested that the combined
assessment of BMD and geometrical structure may represent a
helpful approach to estimate bone strength and fracture risk in
primary and secondary osteoporosis [20-26].

In a previous study we applied TBS to TM patients and
demonstrated the impairment of both bone mineralization and
microarchitecture [27]; in contrast, no published data are
available regarding geometrical aspects in thalassemia. Both
bone quantity and bone quality are influenced by several clinical
features of this multifaceted disease, where multiple factors of
endocrine-metabolic, genetic, and environmental nature
interact through nonlinear biological mechanisms.

We hypothesized that a specialized mathematical approach
such as artificial neural networks (ANNs) may be valuable to
expand understanding of these complex interactions. ANNs are
artificial systems that modify their internal structure in relation
to a function objective: they can learn by extracting the
information needed from the accessible data, and generalize to
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accomplish a specific task. Thanks to their ability to acquire
knowledge in this adaptive way, the ANNs present as a powerful
tool for data analysis in non-linear biological interactions
[28,29]. The semantic connectivity map is a data mining
approach maintaining the links among variables, and enabling
the detection of hidden trends and associations. It has been
demonstrated that this method might be the future of data
analysis in many areas of medicine, as it can improve the
predictive value of classic statistics [28-32].

The aim of this study was to apply the ANNs to the
thalassemic osteopathy, in order to obtain a greater insight with
a comprehensive analysis taking in account all the parameters
measuring bone quantity and bone quality, and their
connections with the other features of the disease.

Methods & Patients

Seventy-six patients with thalassemia major followed-up at
our tertiary outpatient clinic in Milan underwent an extensive
evaluation of the bone condition using DXA, including bone
mineral density assessment, calculation of the TBS as an index of
microarchitecture, and analysis of the femoral geometry. In the
context of routine checks for these patients, an annual
endocrinological evaluation was conducted, which included a
clinical examination, assessment of bone metabolism indices,
and tests for thyroid, parathyroid, adrenal, gonadic, and
pancreatic  function; the clinical, hematological and
endocrinological data contemporary to the densitometric
evaluation were extracted from the clinical charts. Furthermore,
information was collected regarding age, gender, body mass
index (BMI), history of fractures, height and sexual development,
splenectomy, liver function and disease, drugs, initiation age of
transfusions, and the mean values of pre-transfusional
hemoglobin and ferritin in the previous year. The compliance to
chelation was estimated on the basis of the mean ferritin levels
evaluated every 3 months, and the liver iron content (LIC) was
determined via MRI, when available.

In all patients, the endocrine deficiencies had been
appropriately replaced with sex steroids, levothyroxine, calcium
and calcitriol as indicated.

The approval of the ethical committee of our institution
(number 2013-841) and patient informed consent were
obtained.

Methods

A blood cell count was performed using a Coulter Counter.
Automated routine procedures were implemented for the liver
function tests and assays of intact parathyroid hormone (n.v.:
1.5-6.6 pmol/L), osteocalcin (n.v.: females 5.3-23.6, mcg/L;
males, 4.4-26.1), 25-hydroxy vitamin D (n.v.: >72 nmol/L), ferritin
(n.v.: 30-400 mcg/L), glucose (n.v. 70-110 mg%), insulin (n.v.
2.6-25 mU/L), TSH (ECLIA, n.v. 0.3-4.2 mU/L), and calcium and
phosphorus in serum (normal values, n.v.: 2.1-2.5 and 0.8-1.4
mmol/L, respectively) and urine (n.v.: 2.5-7.5 and 12.9-42 mmol/
day, respectively). The serum calcium levels were not corrected
for albumin because the latter was normal in all patients.
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Alkaline phosphatase was measured using the International
Federation of Clinical Chemistry liquid (n.v.: 40-129 U/L); the
bone isoenzyme was assessed via a semi-quantitative
electrophoretic method using a scanning densitometer (normal
values, 20-75%). The serum CTX was assayed via a Serum
CrossLaps One Step ELISA (IDS, Boldon, Tyne and Wear, UK; n.v.:
women, postmenopausal, 0.142-1.351; premenopausal,
0.112-0.73; males 0.115-0.748 ng/mL).

Iron overload was estimated by the LIC, which was derived
from T2* according to Wood et al [33,34] using the following
formula: [LIC (mg/g/dw) = [(1/ (T2*/1000)] x 0,0254+0,202].

MRI was performed at the CMR Unit Department of
Cardiology “A. De Gasperis” at Niguarda Ca’ Granda Hospital in
Milan, using a 1.5 Tesla MR scanner (Avanto Siemens, Erlangen).
The T2* images were analyzed using post-processing software
(CMR Tools, Imperial College, London).

Bone quantity and quality assessment

Dual X-ray photon absorptiometry (Hologic Bone
Densitometer, QDR Discovery A, Version 13.3:3, Waltman, MA,
USA) was used to measure the bone mineral content (BMC, g)
and BMD (BMC/area expressed in cm?) of the lumbar spine from
L1 to L4, as well as the proximal femoral epiphysis at the neck
and total femur. Bone mineral density was (BMD) expressed as
absolute value. Lumbar spine TBS was derived from spine DXA
using TBS iNsight® software (medimaps SASU, Merignac,
France). The evaluator was blinded to the clinical parameters
and outcome of the subjects.

The hip structural analysis (HSA) was automatically calculated
from the femoral scan. The following main structural parameters
were extracted: the surface area of the bone in the cross section
(cross sectional area, CSA, cm?), the cross sectional moment of
inertia (CSMI, cm?), the section modulus (Z, cm3), and the
buckling ratio (BR) at the narrow neck, the intertrochanter and
the femoral shaft. The CSA is an index of bone resistance to the
axially directed compressive loads. The CSMI is an index of
structural rigidity which reflects the flexural strength. Z is
computed from the CSMI, which weights the area in the cross
section by the square of its distance from the centroid. The CSA
and Z are inversely related to the maximum stresses that result
from axial and bending loads, respectively [23,24]. The buckling
ratio (BR) is calculated as the maximum distance between the
center of the mass and the outer cortex over the average
cortical thickness; it provides an index of stability of the cortex
under compressive loads.

Artificial network analysis

The relations between all the studied parameters were
investigated by the artificial neural network analysis (ANN). This
is an adaptive mathematical model widely applied to study
various pathological conditions, as particularly suitable for
analyzing non-linear interactions between many variables
[30,32,35-39]. Unlike standard statistical tests, ANNs is also a
valid tool to analyze small sized samples, with imbalance
between variables and records [38,39].
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A mapping method [28,29] was used to graphically highlight
the most important links among variables, using the Auto
Contractive Map algorithm (auto-CM), which is a special kind of
ANN able to define the strength of association between each
variable and all others in any dataset. Auto-CM allows to find the
consistent patterns and/or systematic relationships, the hidden
trends and the associations and to generate a graph (i.e., a
connectivity map) that represents visually the main connections
among the entered variables. This network, after a learning
phase in which all the variables are dynamically interconnected,
builds-up a weight matrix in which the weights are proportional
to the strength of associations between the variables. The
weights are then transformed in physical distances. The couples
of variables for which the connection weights are higher appear
nearer in the semantic map, and vice versa. A simple
mathematical filter represented by a minimal spanning tree
(MST) is applied to the distance matrix, and a graph is
generated. This step allows the observation of the schemes of
connections among the variables and the detection of variables
acting as “hubs”, being highly connected. As detailed by
Buscema and Grossi [28,29], this matrix of connections
preserves nonlinear associations among the variables and
captures the scheme of connections among clusters. From an
experimental point of view, the ranking of its connections matrix
is equal to the ranking of the joint probability between each
variable and the others. Each continuous variable for which a
paradigmatic cut-off value was not available was transformed
into two complementary variables. For this purpose this
variables values were scaled from 0 to 1, and a complementary
variable was obtained subtracting the scaled actual values from
1. Therefore, two classes are formed for each variable: a class
highlights the values in the high range, and a class highlights
those in the lower range. In the map these two complementary
forms were named as high and low. This pre-processing scaling is
necessary to make a proportional comparison among all the
possible variables, and to understand the links of each variable
when the values tend to be high or low. This information is
important, because in the nonlinear systems the position of high
and low values of a given variable is not necessarily symmetric.

Maximally Regular Graph (MRG) was used to evaluate the
relations between variables. MRG shows the maximum intrinsic
complexity of the map by including the highest number of cyclic
regular microstructures between the variables, as described
elsewhere [29].

A mapping method [28,29] was used to graphically highlight
the most important links among the variables, using the Auto
Contractive Map algorithm, which is a special type of ANN that
identifies the consistent patterns and/or systematic
relationships, the hidden trends and the associations among
variables [29]. After the training phase, the weights developed
by the Auto Contractive Map are proportional to the strength of
the associations between the variables. The weights are
subsequently transformed in physical distances. Variable couples
for which the connection weights are higher become nearer in
the semantic map, and vice versa. A simple mathematical filter
represented by a minimal spanning tree is applied to the
distance matrix, and a graph is generated. This step enables the
observation of connection schemes among the variables and the
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identification of variables that act as “hubs”, which are highly
connected. This matrix of connections, as detailed by Buscema
and Grossi [28,29] preserves the nonlinear associations among
variables and captures the connection schemes among clusters.

Results

The study group included 76 adult Caucasian patients
homozygous or double heterozygous for severe beta-
thalassemia mutations; there were 28 males and 48 females,
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with a mean age 35.9 * 6.5 years and a range of 22-54. The
patients were on a regular transfusion regimen every 20-25 days
to maintain the pre-transfusional hemoglobin at approximately
9-9.5 g/dL, according to the international guidelines [40].
Moreover, all patients were treated with iron chelating therapy:
21 patients (27.6%) with deferoxamine (30 = 5 mg/Kg), 4
patients (5.2%) with deferiprone (75 mg/Kg), and 40 patients
(52.6%) with deferasirox (20 + 5 mg/Kg), 8 patients (10.5%) with
deferoxamine + deferiprone, and 2 patients (1.3%) with
deferoxamine + deferasirox.

Table 1: Bone mineral density parameters in patients with Thalassemia Major.

Lumbar spine Total femur Femur neck

T-score Z-score BMD" T-score Z-score BMD" T-score Z-score BMD"
Mean -2,34 -2,22 0,80 -1,82 -1,76 0,72 -1,83 -1,60 0,66
SD 0,99 1,01 0,12 0,97 0,85 0,13 0,89 0,88 0,11
“BMD = Bone Mineral Density

Table 2: Bone quality parameters in patients with thalassemia
major.

Standard

Parameter Mean deviation
TBS 1,033 0,125

NN 2,372 0,646

IT 4,251 1,185
HSA-CSA FS 3,100 0,824

NN 2,001 0,882

IT 12,825 5,303
HSA-CSMI FS 2,548 0,966

NN 1,089 0,468

IT 3,685 1,271
HSA-Z FS 1,701 0,547

NN 13,210 5,341

IT 9,720 3,003
HSA-BR FS 3,633 1,289
TBS: Trabecular Bone Score; CSA: Cross Sectional Area; CSMI: Cross
Sectional Moment of Inertia; HSA-Z: Section Modulus; HAS-BR: Buckling Ratio.
Trabecular Bone Score expresses bone microarchitecture; CSA, CSMI, Z-
modulus, and BR are related to the hip geometry.

The hematologic variables were as follows: pre-transfusional
Hb (9.56 * 0.63, range 8.5-11 g/dL), ferritin (median 697, range
104 - 5631 mcg/L), fibroscan (9.7 * 3.7, range 3.90- 19.80 kPa),
T2* heart (31.18 + 11.93, range 5.18-54.82 ms), T2* liver (8.27
6.23, range 0.96-22.46 ms), and LIC (5.83 % 5.14, range
0.94-22.68 mg Fe/g of liver dry weight). Forty-five patients
(59.2%) were anti-HCV positive and 28 patients (36.8%) were
HCV RNA positive; 42 patients (55.2%) had been
splenectomized.

Fifty patients (67%) were taking cholecalciferol supplements
for vitamin D deficiency, which produced 250H-vitamin D
concentrations from 20 to 30 ng/ml; 6 patients (7.8%) were also
on antiresorptive treatment with bisphosphonates. The 55
hypogonadic patients (72.3%) were on adequate sex steroid
replacement.

Based on the bone mineralization at DXA, the patients were
classified as follows: 35 patients (46%) with osteoporosis, 40
patients (52.6%) with osteopenia, and 1 patient (1.3%) with
normal mineralization. The BMD, TBS and HSA values are
reported in Tables 1 and2, respectively.

Twelve patients (15.7%) had previously reported bone
fractures at both central and peripheral sites, considering only
the events produced by not efficient traumas.

The connectivity maps (Figures 1-3) show the connections
between the low and high values of all variables linked to bone
mineralization and the variables linked to the thalassemic
condition, including the iron status and endocrinological
complications.

Compared with Figure 1, Figure 2 also shows the link strength,
and Figure 3 indicates the complexity of the links between the
variables.

At an overall examination of the maps, two “hubs” that
connect many variables emerge, more precisely, LIC and ferritin,
both indicative of the iron status. In addition to appearing as the
main variables of the whole system, these hubs divide the map
into two main sectors: most parameters that indicate
satisfactory bone quantity and quality are grouped in the upper
part of the map, whereas the lower area contains the
parameters that express a poor bone condition and fractures.
Following a more detailed examination, the cluster in the upper
section includes several variables that characterize a better bone
status, namely, a high BMD and high values of the hip structural
analysis variables (high HSA-CSA, CSMI, and Z modulus and low
BR).

4 This article is available from: http://www.imedpub.com/british-journal-of-research/
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Figure 1: Semantic connectivity map with all the analyzed
variables. Minimum spanning tree showing the map of the
main connections between the analyzed variables in patients
with thalassemia major. The semantic connectivity map was
obtained by Auto-Cm system.
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Figure 2: Semantic connectivity map with numerical values.
The numbers on the arches of the graph represent the
strength of association between two adjacent nodes,
measured on a scale ranging from 0 (not linked) to 1 (highly
linked).
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In contrast, low values of the TBS (which characterize poor
bone quality) and of the femur geometric parameters expressing
the resistance to compressive and bending forces (CSMI, CSA, Z
modulus, and high BR) are assembled in the lower section of the
map in proximity to the variable “fractures”.
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Figure 3: Semantic connectivity map with numerical values
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densitometry data in the thalassemic patients studied. The
graph represents the intrinsic complexity of the dataset.
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In contrast to the key role of the liver iron concentration in
the whole system, the other variables expressing iron overload
(T2" of the liver and heart) appear in a peripheral position,
similarly to the variables indicating endocrinopathies, poorly
connected with the other parameters examined.

Also vitamin D levels lack noticeable links with other
parameters; moreover, they appear to be irrelevant to bone
condition, considering that both high and low levels are included
in the same section of the map.

Discussion

Our population included hemoglobinopathic and iron
overloaded patients with endocrinopathy and osteopathy. As a
result of the complex interplay of multiple variables that indicate
the bone condition, clinical, and endocrinological status, a
multifaceted system is generated in thalassemia. In this setting,
classic statistics do not enable a comprehensive explanation of
the relationships between the variables of interest because the
substantial number of measures involved appears to weaken the
power of analysis. A special mathematical approach, such as
artificial neuronal network (ANNs), may be useful to further
understand hidden nonlinear biological mechanisms.

ANNs are artificial computerized algorithms, inspired by the
neuronal connections of the human brain, which enable the
investigation of biological phenomena through a complex
nonlinear association analysis. These networks are based on the
nodes and connections of the considered variables. Each node
receives input data from other nodes or the environment, and it
sends output data to other nodes or the environment, as well
through positive/excitatory or negative/inhibitory connections,
similar to a neural network. The connections are not permanent,
but can change over time under the influence of varying input
data. This behavior is described as the “law of learning”,
meaning that ANNs may be influenced by the environment and
thereby modify the inner connections, similar to the brain. This
experimental knowledge, which recreates the fuzzy logic rules
[28,29] appears to be particularly suited for solving nonlinear
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problems and providing the optimal answers. Another reason for
the interest of ANNs is their ability to provide an accurate
analysis even with measurement errors or incorrect data, having
a so called “noise tolerance”.

Using this innovative approach in thalassemic patients, their
bone problems were examined from an original perspective, and
we believe that the present study has obtained results of
particular interest.

The ANN analysis was performed by considering both the low
and high levels of each variable; the resulting semantic map
enabled discrimination of the patients with a poor bone
condition, who were at high risk of fracture, from the patients
spared by fracture complications. The examined variables were
distributed into two main map sectors: the optimal values of the
parameters that indicate bone quantity and bone geometry
were allocated in the upper sector, whereas the parameters that
indicate a worse condition, in terms of bone microarchitecture
and bone geometry, were grouped in the lower sector, which is
the same location where the fragility fractures were placed. As
specified in the Results section, we considered all fragility
fractures reported by the patients, both peripheral and central,
excluding those following an efficient trauma (e.g., road
accidents) [40].

In an examination of the bone quantity markers provided by
DXA, a high femoral BMD appeared to be an important hub
connected with satisfactory bone status (including both
microarchitectural and geometrical bone indices). In other
terms, the bone femoral densitometry data appear to be a
variable of paramount importance in evaluating the bone
condition, which confirms the widely accepted statement that
bone mineral density (BMD) is a major determinant of bone
strength and fracture risk [41]. Actually, based on this belief, the
BMD has been largely adopted in clinical practice to define the
degree of bone loss in beta-thalassemia, as well as the primary
and secondary forms of osteoporosis [42,43].

However, the greatest and well recognized limitation of bone
quantity measurement is the considerable overlap of BMD
values in patients with and without fractures [44]; this behavior
was ascribed to the contribution of multiple structural
determinants to bone strength that are enclosed in the general
concept of “bone quality”, including bone microarchitecture and
bone geometry [45-54].

Actually, in our connectivity maps, all variables indicating both
high bone quantity and satisfactory bone quality were
interconnected and grouped in the upper portion of the map;
thus, they were farthest away from the variable “fractures”,
which was located in the extremely low section. The ANNs are
not suitable for the evaluation of the prognostic value of
parameters; however, this distribution may suggest that patients
with good bone quantity and quality are not at an increased risk
of fractures, although they are thalassemic.

In this respect, the ANNs confirm the key role of the conjunct
assessment of both bone quantity and bone quality described by
previous studies using classic statistics [55]; in addition, among
the multiple indices of bone quantity and bone quality available
for the evaluation, the ANNs highlight the focal importance of
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high femoral BMD in the identification of a satisfactory bone
state.

An additional variable exerting a pivotal role in our map was
the CSMI, which is an index of femoral structural rigidity; in
effect, the variable “low CSMI” was interconnected with several
parameters indicating poor bone status, inclusive of bone
guantity, bone geometry, and bone microarchitecture.

Moreover, the variable fractures were located in the same
section of the map, i.e.,, the lower section, to indicate the
association between fracture events and poor bone quantity
and quality.

There were only a limited number of interconnections and
variables located in the lower portion of the semantic map;
however, it is evident that the way leading to the fractures
passes through low TBS and low HSA-Z, which indicate damaged
microarchitecture and impaired geometry, respectively.

The present results of the ANN analysis confirm our previous
findings, which were obtained by classic statistical analysis, of
poor bone microarchitecture in patients with thalassemia major
[27].

As regards the hip structural analysis, a comparison with other
studies cannot be performed, being the present the first report
of bone geometry evaluation in thalassemic patients.

Among the iron status variables included in the ANNs analysis,
low LIC and low ferritin presented as the main nodes in the map
connecting bone turnover parameters, endocrinological indices,
and the variable “no fractures”. Furthermore, a low LIC was
directly connected with low turnover indices and high TBS,
which indicates good bone microstructure. This arrangement
underlines the central role of iron status evaluation in
thalassemic patients, which is warranted by the close link
between iron overload and the development of several
complications, and confirms a well-known and well described
concept [55-57].

It is remarkable that among four parameters that indicate the
iron status (LIC, ferritin, heart and liver T2*), the LIC and ferritin
have emerged as playing the main connecting role in our
semantic map. The LIC value included in the analysis was derived
from liver T2* through the Wood formula [33]; thus, we would
have expected that the two variables shared the same
connections. This likely did not occur because the liver T2*
values are expressed in a logarithmic scale.

Endocrine disease and vitamin D status did not appear to
significantly influence the bone condition, as indicated by their
absolutely peripheral position and the contemporary presence
of both high and low levels of vitamin D in the same sector of
the map. In effect, the role of the vitamin D status in thalassemic
osteopathy is controversial, and previous studies from our and
other groups did not identify correlations between 250H
vitamin D serum levels, bone microarchitecture index (TBS), PTH,
and calcium [27]. In contrast, it is more difficult to explain the
lack of importance of endocrine parameters in our analysis;
however, it may be hypothesized that they play a minor role
compared with the variables that indicate bone quantity and
quality in the evaluation of fracture risk.

6 This article is available from: http://www.imedpub.com/british-journal-of-research/
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In conclusion, based on a comprehensive neural network
analysis that included multiple clinical, biochemical, and
instrumental parameters, bone geometry and microarchitecture
evaluation using DXA has emerged as an important tool in the
assessment of thalassemic osteopathy. A complete evaluation by
densitometry may be considered the gold standard to classify
the patients for prognostic and therapeutic purposes.
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