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ARTICLEINFO ABSTRACT

Osteoporosis affects the skeletal system and is characterized by a reduction in bone strength that
predisposes one to an increased risk of fractures. In Italy, about 3.5 million women and 1 million
men suffers from osteoporosis. These numbers are set to increase in the coming twenty years
because the percentage of the Italian population over 65 will increase by 25%.

The purpose of this study is to evaluate the general characteristics of a population of patients
suffering from osteoporosis and the relation with comorbidity.

A single site, open-label, investigator-initiated, retrospective trial was conducted at the Bone
Metabolic Disease Clinic, Department of Physical Medicine and Rehabilitation, University
Hospital “P. Giaccone”, Palermo (Italy). 1500 patients of Bone Metabolic Diseases Clinic were
enrolled from January 2009 and September 2017.

All the patients were evaluated by Hologic Discovery QDR and subjected to a questionnaire that
investigated general characteristics, life style, clinical data, osteoporosis pharmacological treatment,
completed physical therapy, and Bone Densitometry results.

The subjects with increased fracture risk have a high mean age, a lower BMI, report practicing less
physical activity and less sun exposure. They also have a higher CIRS-comorbidity index and
report previous fragility fractures more often. The study demonstrated a statistically significant
association between the risk of fragility fractures, T-Score <-1, and comorbidity.

This study could contribute to develop a protocol for primary prevention of fragility fractures in the
female population affected by osteoporosis demonstrating a correlation between comorbidity and
fragility fractures incidences.
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According to data reported by the EPOS study group in 2012, in Europe
one in three women over 65 have spinal deformities [4] (European
Prospective Osteoporosis Studies (EPOS) Group, 2002) [7]. Vertebral
fractures cause a strong negative effect on the quality of life and an
increase in mortality (10 times greater than the subjects that have never
had a fracture) — [8]

Colles’ fractures are most frequent in women between 40 and 50 years of

1. Introduction

Osteoporosis is a systemic skeletal disease, characterized by low bone
density and deterioration of bone architecture, that causes weakening of
the bones which increases the chances of fracture[1][2].

Approximately 10 million men and women in the U.S. have osteoporosis.
Osteoporosis-related fractures can increase pain, disability, nursing home

placement, total health care costs and mortality. [3][4]

International data demonstrate that osteoporosis fractures of the proximal
femur occur in 18% of women and in 6% of men. This type of fracture
represents 83% of the causes of hospitalization in osteoporotic patients.
Within one year from the fracture, patients with fractured proximal femur
present a mortality rate of 15-30%. [5][6]

Vertebral fractures are the most common osteoporosis complications.
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age with osteoporosis and in men under 70 years old. It has been
demonstrated that this type of fracture increases the risk of a new wrist
fracture up to three times, almost two times that of femur and vertebral
fractures and two and half times that of fractures in other locations. [9]
Osteoporosis fractures that take place in another location ("Minor
fractures") belong to the foot/ankle or the ribs and double the risk of
femur, vertebral and wrist fractures. [8]
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The gold standard for the diagnosis of osteoporosis is represented by bone
mineral density (BMD) using non-invasive dual-energy x-ray
absorptiometry. This exam has an important role in the evaluation of
individuals at risk of osteoporosis, and in helping clinicians advise
patients about the appropriate use of antifracture treatment. Compared
with alternative bone densitometry techniques, DXA examinations have a
number of advantages that include a consensus that BMD results can be
interpreted using the World Health Organization T-score definition of
osteoporosis, a proven ability to predict fracture risk, proven effectiveness
at targeting antifracture therapies, and the ability to monitor response to
treatment. [10]

It has been observed that the risk of fracture begins to rise exponentially
for densitometric values of T-score < -2.5 SD which, according to OMS,
represents a threshold for the diagnostic of osteoporosis.

The risk of fracture is determined by a combination of factors that
predominately work through a reduction of BMD and by other factors
which are partially or totally independent from the latter one
(characteristics of bone tissue that can not be assessed by BMD and extra-
osseous factors).

The distinction is certainly not that rigid and a lot of them act with
multiple mechanisms at the same time. Along with the factors associated
independently with the risk of osteoporosis and fractures - age, previous
fragility fractures and falls must also be counted. Furthermore,
contaminating diseases emphasise the risk of fracture. By virtue of these
considerations, it is clear that the concurrency of more factors increases
the risk of fragility fractures [11] [12]. Therefore, the valuation of BMD is
appropriate for the diagnosis of osteoporosis (diagnostic threshold) but not
to identify and, hence, treat the subjects pharmacologically at high risk of
fracture (therapeutic threshold).

The drug therapy takes advantage of the use of bisphosphonates, receptor
activator of nuclear factor kappa-B ligand inhibitors, estrogen
agonists/antagonists, parathyroid hormone analogues, and calcitonin [13].
The purpose of the study is individuated by the general characteristics of a
patient population which stratify the risk of fragility fracture and indicate
a correlation between T-score and comorbidity through an algorithm.

Such data will enable us to precociously identify individuals at risk so as
to practice effective prevention first and reduce fracture events.

2. Material and methods

Design and eligibility criteria

This single site, open-label, investigator-initiated, retrospective study was
conducted between January 2009 and September 2017 with a total
enrollment of 1500 patients. All patients are spontaneously affirmed at the
Bone Metabolic Diseases Clinic of Department of Physical Medicine and
Rehabilitation of University Hospital “P. Giaccone” of Palermo. The
study was conducted in accordance with the 1964 Helsinki declaration and
subsequent amendments and the principles of Good Practice. To all the
patients, the clinical investigator had explained the nature and the aim of
the study and was asked to give written consent to the collection of data
contained in their medical records.

Inclusion criteria: subject >18 years that provide signed informal consent.
Subjects with either of the following conditions were not entitled to enter
the study: cognitive impairment and allurement.

Evaluation tests

All the subjects were evaluated by the Hologic Discovery QDR and

subjected to a questionnaire that investigated:

e General characteristics (sex; age; menarche age; menopause age;
weight and height, measured by the physician);

e Lifestyle (cigarette smoking habits, cigarettes/day of current smokers;
consumption of milk and/or milk products (number of times/week);
practice of physical activity (for example, Pilates, postural
gymnastics, dancing, aerobic activities, swimming, performed at least
twice a week); sun exposure at least thirty minutes daily for a
minimum of three-four months per year;

e Clinical data (comorbidity index CIRS (Parmalee PA et al, 1995); use
of corticosteroids (dose > 5 mg/die for a period exceeding three
months); self-reported family history of osteoporosis and previous
fragility fracture);

e Osteoporosis pharmacological treatment (previously prescribed and
already taken by the patient or prescribed during the evaluation);

e Physical therapy/functional rehabilitation carried out;

e Date of US Bone Densitometry execution and result.

Statistical analysis
The data are expressed as means * standard deviation (SD) or median
(quartile 1 — Q1; quartile 3 — Q3) for quantitative measures, and frequency
percentages for all discrete variables. The study population was stratified
in two groups, considering the fracture risk from the T-Score (BIBLIO
HOLOGIC):

1. T-score <-1.0 SD, "low bone mass, increased risk for fracture”;

2.  T-score>-1.0 SD.
The differential distribution of the subjects’ characteristics was analyzed
using the chi-square test or the Fisher’s Exact test for categorical
variables. Quantitative variables were comparable using the GLM
procedure, after testing for homoscedasticity (Levene’s test; the Welch’s
ANOVA was taken into consideration in case of heteroscedasticity), for
variables with normal distribution verified by the Shapiro-Wilk test. The
Wilcoxon test Rank-Sum was reckoned for variables not normally
distributed.
A logistic regression model with outcome T-score (<-1.0 SD “low bone
mass, increased risk for fracture” vs T-score >-1.0 SD) was defined. The
independent variables referred to in the multivariable model were
identified among those associated at the unvaried level with p<0.20, using
a stepwise selection of predictors, with significance to enter 0.15 and
significance to stay 0.20. Odds ratio (OR) and 95% Confidence Intervals
(CI) for identified variables is to be submitted. A further logistic
regression model has been set out to identify the characteristics associated
with previous fragility fractures. Statistical significance was declared per
p<0.05. The analyses were carried out using SAS statistical software 9.3.

3. Results

The study population included n=1500 subjects. 94% of the population
consists of women, the mean age of the participants is 63.7+10.1 years.
The mean Body Mass Index (BMI) is 27.3+4.6 kg/m2; only 1 % of the
population has a BMI<18.5 kg/m2 and is underweight, while 68.5% of
subjects evaluated is overweight or obese (BMI>25 kg/m?2). The mean for
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CIRS - Comorbidity Index, i.e. the number of pathologies with gravity
greater than or equal to "moderate" (excluding psychiatric/behavioral
pathologies), is 2.3+1.6.

During the evaluation study visit, 468 subjects (31.2%) reported to already
be taking at least one drug for the osteoporosis. Among 1,032 patients that
had never taken osteoporosis medicine, drugs for osteoporosis were
prescribed to 394 subjects for the first time. The osteoporosis drugs
prescribed before the evaluation are: Integrators (calcium, cholecalciferol,
calcitriol, vitamin kappa) for 71.4% of subjects, anti-absorptive drugs for
50%, anabolic drugs for 6.6%. Instead, the drugs for osteoporosis
treatment prescribed during the evaluation are integrators for 77.7% of
subjects, anti-absorptive drugs for 33.4%, and anabolic drugs for 5.7% of
subjects (Figures 1 and 2).
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Figure 1 - Pharmacological treatments for osteoporosis prescribed
before the study visit. (Antiresorptive drugs: alendronic A.; clodronic A;;
ibandronic A.; risedronic A.; Ibandronate sodium; strontium ranelate;
Risedronate sodium; Anabolic drugs: calcitonin; parathormone;
teriparatide;  Integrators: calcium  carbonate;
carbonate/colecalciferol; cholecalciferol;  Vit.
Antiresorptive/antalgic Association: clodronic A./lidocaine;
Antiresorptive/integrators  associaton: alendronic  A./colecalciferol;
clodrinic A./calcium carbonate/colecalciferol; risedronate sodium/calcium

calcium
kappa;

calcium;
Calcitriol;

carbonate/colecalciferol; ranelate strontium/calcium
carbonate/colecalciferol; ranelate strontium/colecalciferol;
Antiresorptive/antalgic/integrators association: clodronic

A./lidocaine/calcium; clodronic A./lidocaine/colecalciferol.)

Among the subjects that already had a prescription for osteoporosis drugs
before the evaluation, the most frequently re-confirmed therapies were
those for integrators, followed by anti-absorptive drugs (confirmed in
87.5% and in 80.9% of cases, respectively).

The subjects that have an increased fracture risk based on the T-score (T-
score <-1.0 DS) number 1,011 (67.4% of the population). Table 1 presents
the differential distribution of the subjects’ characteristics with an
increased fracture risk. Compared to people who do not have an increased
fracture risk based on the results of T-score, subjects with increased
fracture risk have a high mean age, a lower BMI, report to practice less
physical activity and less sun exposure.

They also have a higher CIRS-comorbidity index and report more often
previous fragility fractures.

Family history of osteoporosis and consumption of milk and/or milk
products were not significantly associated with increased fracture risk.
The corticosteroids use in a dose > 5 mg/die for a period exceeding three
months has a borderline association with the increased fracture risk.

prescribed during the study visit (n=830)
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Figure 2 - Pharmacological treatments for osteoporosis prescribed
during the study visit.

T-score <-1.0
Low bone mass,
increased risk

T-score 2-1 for fracture
(n=489, 32.6%) | (n=1011, 67.4%) | P-Value
Female gender, n (%) 450(92.0) 960 (95.0) 0.0251
Age, years, mean+5D 61.1+9.8 65.0+10.0 <0.0001
Age at menarche, years, mean+SD 12.1+1.5 12.3+1.5 0.0126
Age at menopause, years, mean5D 47.9+5.0 47.525.2 0.1312
Weight kg, meanzSD 69.8:12.8 67.6£12.0 0.0029
Height cm, mean+SD 159.0%5.7 158.0+6.6 0.0021
BMI, kg/m?, mean+SD 27.6+4.8 27.1:45 0.0381
Classes of BMI, n (%) 0.0781

Underweight (BMI<18.5 kg/ml) 7(1.4) 8(0.8)

Normal weight (18.5 kg/m?<BMI<25 kg/m?) 134 (27.4) 324 (32.1)

Overweight (25 kg/m’<BMI<30 kg/m’) 215 (44.0) 452 (44.7)

Obesity (BMI 2 30 kg/m?) 133 (27.2) 227 (22.5)
Smoking habit, n (%) 192 (39.3) 323 (32.0) 0.0052
If actual smoker, cig/day, meanzSD 13.0£7.0 14.2:8.1 0.2494
Consumption of milk and/ar milk products, n (%) 0.4716

never 88 (18.0) 204 (20.2)

1-2 days per week 70(14.3) 128 (12.7)

3 or more days a week 331(67.7) 679 (67.2)
Physical activity practice, n (%) 81 (16.6) 125 (12.4) 0.0267
Sun exposure, n (%) 238 (48.7) 392 (38.8) 0.0003
CIRS-Comerbidity Index, meantSD 1.8+1.4 2.6+1.7 <0.0001
Osteoporosis family history, n (%) 127 (26.0) 245 (24.2) 0.4650
Corticosteroids use 3+ months, n (%) 55(11.3) 151 (14.9) 0.0517
Previous fragility fractures, n (%) 64 (13.1) 277 (27.4) <0.0001
Physical therapy, n (%) 97 (19.8) 300 (29.7) <0.0001
Functional Rehabilitation, n (%) 104 (21.3) 319 (31.6) <0.0001

Table 1 - Stratification of the fracture risk based on T-score - Hologic
Discovery QDR
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Table 2 shows the characteristics associated with an increased fracture
risk based on T-score. The logistic regression model was defined
considering only female patients, considering the small sample size of the
male group. In the multivariable model, age is associated with a
significant increase in fracture risk, as well as a weight < 75 kg, previous
fragility fractures and CIRS comorbidity index > 3.

Table 3 presents the characteristics associated with previous fragility
fractures in a multivariable model; this model has been defined
considering only female patients. Age, smoking, CIRS comorbidity index
>3, and QUS T-Score <-1 DS are associated with previous fragility
fractures. The subjects that practice regular physical activity have a lower
probability of having had previous fragility fractures. The consumption of
milk and/or milk products more than 3 times/week is also associated with
the probability of previous fragility fractures.

OR 95% Cl p-value
Age (years) 1.03 1.01-1.04 <0.0001
Weight <75 kg 1.36 1.03-1.79 0.0311
Previous fragility fractures 1.78 1.27-2.49 0.0007
CIRS_Cz3 217 1.66-2.83 <0.0001
Regular sun exposure 0.83 0.65-1.06 0.1366
Corticosteroids for more than 3 months 1.47 0.99-2.19 0.0545
Actual smoker 1.00 0.77-1.30 0.9820
Physical activity practice 1.04 0.74-1.46 0.8333
Consumption of milk and/or milk product (3+ times per week) 1.01 0.87-1.17 0.9390

Table 2 - Characteristics associated with *'low bone mass, increased

risk for fracture' (T<-1.0) (only in women)

OR 95% CI P-Value
Age (years) 1.07 1.05-1.09 <0.0001
Weight <75 kg 1.03 0.74-1.44 0.8431
CIRS_Cz3 2.31 1.75-3.06  <0.0001
Regular sun exposure 0.85 0.63-1.14 0.2828
Corticosteroids for more than 3 months 1.42 0.97-2.08 0.0679
Actual smoker 142 1.03-1.98 0.0349
Physical activity practice 0.57 0.34-0.97 0.0375
Consumption of milk and/or milk products (3+ times per week) 0.85 0.72-0.99 0.0478
T-score<-1 179 1.28-2.50 0.0007

Table 3 - Characteristics associated with previous fragility fractures
(only in women)

4. Discussion

The retrospective study demonstrated a statistically significant association
between the risk of fragility fractures, T-Score <-1, and comorbidity. [13]
Furthermore, T-score <-1.0 coincides with the presence of previous
fragility fractures and weight less than 75kg. The date, in our significant
option, is the relation between T-score <-1 and CIRS co-morbidity index
>3. The identification of this cut off (CIRS >3) could be added to the
criteria for the implementation of primary prevention in osteoporosis [14]
[15].

Primary and secondary prevention of fragility fractures

Primary prevention should already start at a young age in order to reach an
appropriate mass peak through physical activity, diet and the abolition of
modifiable risk factors (ex. cigarette smoking). It should then continue
into adulthood by identifying those at risk. Equally important is secondary
prevention with the administration of calcium, vitamin D,
bisphosphonates, monoclonal antibodies and anti-irritants associated with
rehabilitative treatment and finally the tertiary one, limiting the risk of
falls for the prevention of new fractures. [16]

The elimination of modifiable risk factors should therefore be
recommended to all, while the use of osteoporosis drugs should be
conditioned by the evaluation of the risk / benefit ratio. After all, the
WHO establishes a diagnostic threshold based on the T-Score values
(presence of osteoporosis for T-Score <-2.5), but it does not identify it as
the only parameter for the prescription of drug treatment. In fact, the risk
of fracture expressed only by the densitometric data ignores other
important factors that, as we have seen before, contribute to determine the
fracture risk, that is the "clinical risk factors". [17]

For this purpose, different “computers” as the DeFra and the FRAX (the
most used) [18] have been established. The former calculates the
individual risk profile of a fracture integrating clinical risk factors with
bone density values (BMD), while the latter identifies it at ten years
through the anamnestic research of risk factors of bone fragility and falls
[19] [20]. The quantification of this risk provides an “instantaneous"
datum, which must be re-estimated in terms of “life-time long risk” or,
more conveniently, in “10 years’ fracture risk”.

Limitations of the study

It is important to define the strengths and limits of our study. Firstly, the
large sample size is an important strength as much as the numerous
variables included that evaluate the modifiable and not- modifiable
osteoporosis risk factors. The inclusion of densitometry within the
diagnostic exams and the use of the same Hologic Discovery QDR for all
the patients enrolled has to be considered an important strength.

The principal limitation of the study is that T-Score index could be
associated with the evaluation of dorso-lumbar radiography with Genant's
visual semiquantitative assessment for a more precise analysis of vertebral
fractures.



EUROMEDITERRANEAN BIOMEDICAL JOURNAL 2018,13 (35) 155-159 159

References

[1]. Sozen T, Ozisik L, and Basaran NC. An overview and management
of osteoporosis. European Journal of Rheumatology. 2017 Mar. 4 (1):
46-56.

[2]. Osteoporosis prevention, diagnosis, and therapy. NIH Consensus
Development Panel on Osteoporosis Prevention, Diagnosis, and Therapy.
JAMA. 2001. 285:785-95.

[3]. Adami S, Bertoldo F, Brandi ML, Cepollaro C, Filipponi P, Fiore E,
Frediani B, Giannini S, Gonnelli S, Isaia GC, Luisetto G, Mannarino E,
Marcocci C, Masi L, Mereu C, Migliaccio S, Minisola S, Nuti R, Rini G,
Rossini M, Varenna M, Ventura L, Bianchi G. Guidelines for the
diagnosis, prevention and treatment of osteoporosis, Italian Society of
osteoporosis, of mineral metabolism and diseases of the skeleton —
SIOMMMS. 2012.

[4]. Cooper C, Cole ZA, Holroyd CR, Earl SC, Harvey NC, Dennison
EM, Melton LJ, Cummings SR, Kanis JA. Secular trends in the incidence
of hip and other osteoporotic fractures. IOF CSA Working Group on
Fracture Epidemiology. Osteoporos Int. 2011 May. 22(5):1277-88.

[5]. Chang KP, Center JR, Nguyen TV, Eisman JA. Incidence of hip and
other osteoporotic fractures in elderly men and women: Dubbo
Osteoporosis Epidemiology Study. Bone Miner Res. 2004 Apr. 19
(4):532-6.

[6]. Joeris A, Hurtado-Chong A, Hess D, Kalampoki V, Blauth M.
Evaluation of the geriatric co-management for patients with fragility
fractures of the proximal femur (Geriatric Fracture Centre (GFC)
concept): protocol for a prospective multicentre cohort study. BMJ Open.
2017 Jul 12.

[7]. Incidence of vertebral fracture in Europe: results from the European
Prospective Osteoporosis Study (EPOS). The European Prospective
Osteoporosis Study (EPOS) Group. Journal of bone and mineral Research.
2002 Apr. 17 (4):716-24.

[8]. Masarykové L, Fulmekova M, Lehocka L, Durdik T. The quality of
life of patients suffering from the osteoporosis]. Ceska Slov Farm. 2015
Jun. 64 (3):72-8.

[9]. Porrino JA Jr, Maloney E, Scherer K, Mulcahy H, Ha AS, Allan C.
Fracture of the distal radius: epidemiology and premanagement
radiographic characterization. AJR Am J Roentgenol. 2014; 203: 551-9.
[10]. Blake G M and Fogelman 1. The role of DXA bone density scans in
the diagnosis and treatment of osteoporosis. Postgrad. Med. J. 2007 Aug.
83(982): 509-517.

[11]. Pisani P, Renna MD, Conversano F, Casciaro E, Di Paola M, Quarta
E, Muratore M, Casciaro S. Major osteoporotic fragility fractures: Risk
factor updates and societal impact. World J Orthop. 2016 Mar 18. 7(3):
171-181.

[12]. Aguado-Maestro I, Panteli M, Garcia-Alonso M, Bafiuelos-Diaz A,
Giannoudis PV. Incidence of bone protection and associated fragility
injuries in patients with proximal femur fractures. Injury. 2017 Dec. 48
Suppl 7: S27-S33.

[13]. Brown JP,Morin S, Leslie W, Papaioannou A, Cheung
AM, Davison KS et al. Bisphosphonates for treatment of osteoporosis.
Expected benefits, potential harms, and drug holidays. Can Fam
Physician. 2014 Apr; 60(4): 324-333.

[14]. Richy F, Ethgen O, Bruyere O, Mawet A, Reginster JY. Primary
Prevention of Osteoporosis: Mass Screening Scenario or Prescreening
With Questionnaires? An Economic Perspective. J Bone Miner Res. 2004
Dec;19(12):1955-60.

[15]. Zhiyun F, Shumei Z, Yue W, Zhiyun Z, Zhong C. Bisphosphonates
for the Prevention and Treatment of Osteoporosis in Patients with
Rheumatic Diseases: A Systematic Review and Meta-Analysis; Editor
PLoS One. 2013; 8(12).

[16]. Sunyecz J A. The use of calcium and vitamin D in the management
of osteoporosis. Ther Clin Risk Manag. 2008 Aug; 4(4): 827-836.

[17]. Pecina JL, Romanovsky L, Merry SP, Kennel KA, Thacher TD.
Comparison of Clinical Risk Tools for Predicting Osteoporosis in \WWomen
Ages 50 — 64. J Am Board Fam Med. March-April 2016. Vol. 29: 2 233-
239.

[18]. Cipriani C, Pepe J, Bertoldo F, Bianchi G, Cantatore FP, Corrado A,
Di Stefano M, Frediani B, Gatti D, Giustina A, Porcelli T, Isaia G, Rossini
M, Nieddu L, Minisola S, Girasole G, Pedrazzoni M. The epidemiology
of osteoporosis in Italian postmenopausal women according to the
National Bone Health Alliance (NBHA) diagnostic criteria: a multicenter
cohort study. Journal of Endocrinological Investigation. April 2018.
Volume 41, Issue 4, pp 431-438.

[19]. Papaioannou A, Kennedy CC, Cranney A, Hawker G, Brown JP,
Kaiser SM, Leslie WD, O'Brien CJ, Sawka AM, Khan A, Siminoski K,
Tarulli G, Webster D, McGowan J, Adachi JD. Risk factors for low BMD
in healthy men age 50 years or older: a systematic review. Osteoporosis
International April 2009, Volume 20, Issue 4, pp 507-518.
[20]. Van den Bergh JP, Van Geel TA, Lems WF,
Assessment of Individual Fracture Risk: FRAX and Beyond. Current
Osteoporosis Reports September 2010, Volume 8, Issue 3, pp 131-137.

Geusens PP.


https://www.ncbi.nlm.nih.gov/pubmed/?term=S%2526%2523x000f6%253Bzen%2520T%255BAuthor%255D&cauthor=true&cauthor_uid=28293453
https://www.ncbi.nlm.nih.gov/pubmed/?term=%2526%2523x000d6%253Bz%2526%2523x00131%253B%2526%2523x0015f%253B%2526%2523x00131%253Bk%2520L%255BAuthor%255D&cauthor=true&cauthor_uid=28293453
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ba%2526%2523x0015f%253Baran%2520N%2526%2523x000c7%253B%255BAuthor%255D&cauthor=true&cauthor_uid=28293453
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5335887/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cooper%20C%5BAuthor%5D&cauthor=true&cauthor_uid=21461721
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cole%20ZA%5BAuthor%5D&cauthor=true&cauthor_uid=21461721
https://www.ncbi.nlm.nih.gov/pubmed/?term=Holroyd%20CR%5BAuthor%5D&cauthor=true&cauthor_uid=21461721
https://www.ncbi.nlm.nih.gov/pubmed/?term=Earl%20SC%5BAuthor%5D&cauthor=true&cauthor_uid=21461721
https://www.ncbi.nlm.nih.gov/pubmed/?term=Harvey%20NC%5BAuthor%5D&cauthor=true&cauthor_uid=21461721
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dennison%20EM%5BAuthor%5D&cauthor=true&cauthor_uid=21461721
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dennison%20EM%5BAuthor%5D&cauthor=true&cauthor_uid=21461721
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dennison%20EM%5BAuthor%5D&cauthor=true&cauthor_uid=21461721
https://www.ncbi.nlm.nih.gov/pubmed/?term=Melton%20LJ%5BAuthor%5D&cauthor=true&cauthor_uid=21461721
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cummings%20SR%5BAuthor%5D&cauthor=true&cauthor_uid=21461721
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kanis%20JA%5BAuthor%5D&cauthor=true&cauthor_uid=21461721
https://www.ncbi.nlm.nih.gov/m/pubmed/?term=Chang%2520KP%255BAuthor%255D&sort=ac&from=/15005838/ac
https://www.ncbi.nlm.nih.gov/m/pubmed/?term=Center%2520JR%255BAuthor%255D&sort=ac&from=/15005838/ac
https://www.ncbi.nlm.nih.gov/m/pubmed/?term=Nguyen%2520TV%255BAuthor%255D&sort=ac&from=/15005838/ac
https://www.ncbi.nlm.nih.gov/m/pubmed/?term=Eisman%2520JA%255BAuthor%255D&sort=ac&from=/15005838/ac
https://www.ncbi.nlm.nih.gov/pubmed/?term=Masarykov%C3%A1%20L%5BAuthor%5D&cauthor=true&cauthor_uid=26400230
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fulmekov%C3%A1%20M%5BAuthor%5D&cauthor=true&cauthor_uid=26400230
https://www.ncbi.nlm.nih.gov/pubmed/?term=Porrino%20JA%20Jr%5BAuthor%5D&cauthor=true&cauthor_uid=25148157
https://www.ncbi.nlm.nih.gov/pubmed/?term=Maloney%20E%5BAuthor%5D&cauthor=true&cauthor_uid=25148157
https://www.ncbi.nlm.nih.gov/pubmed/?term=Scherer%20K%5BAuthor%5D&cauthor=true&cauthor_uid=25148157
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mulcahy%20H%5BAuthor%5D&cauthor=true&cauthor_uid=25148157
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ha%20AS%5BAuthor%5D&cauthor=true&cauthor_uid=25148157
https://www.ncbi.nlm.nih.gov/pubmed/?term=Allan%20C%5BAuthor%5D&cauthor=true&cauthor_uid=25148157
https://www.ncbi.nlm.nih.gov/pubmed/?term=Pisani%20P%5BAuthor%5D&cauthor=true&cauthor_uid=27004165
https://www.ncbi.nlm.nih.gov/pubmed/?term=Renna%20MD%5BAuthor%5D&cauthor=true&cauthor_uid=27004165
https://www.ncbi.nlm.nih.gov/pubmed/?term=Conversano%20F%5BAuthor%5D&cauthor=true&cauthor_uid=27004165
https://www.ncbi.nlm.nih.gov/pubmed/?term=Casciaro%20E%5BAuthor%5D&cauthor=true&cauthor_uid=27004165
https://www.ncbi.nlm.nih.gov/pubmed/?term=Di%20Paola%20M%5BAuthor%5D&cauthor=true&cauthor_uid=27004165
https://www.ncbi.nlm.nih.gov/pubmed/?term=Quarta%20E%5BAuthor%5D&cauthor=true&cauthor_uid=27004165
https://www.ncbi.nlm.nih.gov/pubmed/?term=Quarta%20E%5BAuthor%5D&cauthor=true&cauthor_uid=27004165
https://www.ncbi.nlm.nih.gov/pubmed/?term=Quarta%20E%5BAuthor%5D&cauthor=true&cauthor_uid=27004165
https://www.ncbi.nlm.nih.gov/pubmed/?term=Muratore%20M%5BAuthor%5D&cauthor=true&cauthor_uid=27004165
https://www.ncbi.nlm.nih.gov/pubmed/?term=Casciaro%20S%5BAuthor%5D&cauthor=true&cauthor_uid=27004165
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4794536/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Brown%20JP%5BAuthor%5D&cauthor=true&cauthor_uid=24733321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Morin%20S%5BAuthor%5D&cauthor=true&cauthor_uid=24733321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Leslie%20W%5BAuthor%5D&cauthor=true&cauthor_uid=24733321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Papaioannou%20A%5BAuthor%5D&cauthor=true&cauthor_uid=24733321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cheung%20AM%5BAuthor%5D&cauthor=true&cauthor_uid=24733321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cheung%20AM%5BAuthor%5D&cauthor=true&cauthor_uid=24733321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cheung%20AM%5BAuthor%5D&cauthor=true&cauthor_uid=24733321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Davison%20KS%5BAuthor%5D&cauthor=true&cauthor_uid=24733321
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4046542/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4046542/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4046542/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Richy%20F%5BAuthor%5D&cauthor=true&cauthor_uid=15537437
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ethgen%20O%5BAuthor%5D&cauthor=true&cauthor_uid=15537437
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bruyere%20O%5BAuthor%5D&cauthor=true&cauthor_uid=15537437
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mawet%20A%5BAuthor%5D&cauthor=true&cauthor_uid=15537437
https://www.ncbi.nlm.nih.gov/pubmed/?term=Reginster%20JY%5BAuthor%5D&cauthor=true&cauthor_uid=15537437
https://www.ncbi.nlm.nih.gov/pubmed/15537437
https://www.ncbi.nlm.nih.gov/pubmed/?term=Feng%2520Z%255BAuthor%255D&cauthor=true&cauthor_uid=24324644
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zeng%2520S%255BAuthor%255D&cauthor=true&cauthor_uid=24324644
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wang%2520Y%255BAuthor%255D&cauthor=true&cauthor_uid=24324644
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zheng%2520Z%255BAuthor%255D&cauthor=true&cauthor_uid=24324644
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chen%2520Z%255BAuthor%255D&cauthor=true&cauthor_uid=24324644
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3855695/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sunyecz%2520JA%255BAuthor%255D&cauthor=true&cauthor_uid=19209265
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2621390/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Pecina%20JL%5BAuthor%5D&cauthor=true&cauthor_uid=26957380
https://www.ncbi.nlm.nih.gov/pubmed/?term=Romanovsky%20L%5BAuthor%5D&cauthor=true&cauthor_uid=26957380
https://www.ncbi.nlm.nih.gov/pubmed/?term=Merry%20SP%5BAuthor%5D&cauthor=true&cauthor_uid=26957380
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kennel%20KA%5BAuthor%5D&cauthor=true&cauthor_uid=26957380
https://www.ncbi.nlm.nih.gov/pubmed/?term=Thacher%20TD%5BAuthor%5D&cauthor=true&cauthor_uid=26957380
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cipriani%20C%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Pepe%20J%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bertoldo%20F%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bianchi%20G%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cantatore%20FP%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Corrado%20A%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Di%20Stefano%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Frediani%20B%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Gatti%20D%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Giustina%20A%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Porcelli%20T%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Isaia%20G%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Rossini%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Rossini%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Rossini%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nieddu%20L%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Minisola%20S%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Girasole%20G%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Pedrazzoni%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28956296
https://www.ncbi.nlm.nih.gov/pubmed/?term=Papaioannou%20A%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kennedy%20CC%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cranney%20A%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hawker%20G%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Brown%20JP%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kaiser%20SM%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Leslie%20WD%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=O'Brien%20CJ%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sawka%20AM%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Khan%20A%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Siminoski%20K%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tarulli%20G%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Webster%20D%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=McGowan%20J%5BAuthor%5D&cauthor=true&cauthor_uid=18758880
https://www.ncbi.nlm.nih.gov/pubmed/?term=Adachi%20JD%5BAuthor%5D&cauthor=true&cauthor_uid=18758880

