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Abstract

with diabetes in Canada.

Background: Individuals with diabetes have been found previously to be at increased risk of non-traumatic fracture.
However, it is unclear if these individuals are being identified and treated for osteoporosis.

Methods: 7753 Canadians over 50 years of age were followed prospectively for 10 years. 606/7753 (7.8%) of had
diabetes; 98 were insulin-dependent and 508 were not. Using a cox proportional hazards model, we assessed the
association between diabetes status and incident non-traumatic fracture. Using logistic regression we identified
factors associated with bisphosphonate use over the 10 year period of study.

Results: Mean (SD) age of participants was 66.7(9.4) years and 72% were female. Those with diabetes had

higher BMD T-scores at baseline, with a mean (SD) femoral neck T-Score of —0.97 (1.06), compared to —1.24

(0.99) in the general cohort. The adjusted hazard ratio (HR) for incident non-traumatic fracture in individuals

with insulin-dependent diabetes over the 10 year study period was 2.50 (95% confidence interval [Cl] 1.60,

3.90; p < 0.001). Despite this increased fracture rate, individuals with diabetes (insulin-dependent or non-insulin-
dependent) were less likely to be on bisphosphonate therapy at any point over 10 years of prospective follow up
compared to other CaMos subjects (odds ratio [OR]: 0.59; 95% Cl 0.46-0.75, p < 0.001).

Conclusions: Despite the increased risk of non-traumatic fracture associated with insulin-dependent diabetes,
we that found individuals with diabetes are less likely to be treated with a bisphosphonate than those without
diabetes. These findings point to a possible care gap in the treatment of non-traumatic fractures in individuals
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Background

Osteoporosis is a common condition in Canada, affect-
ing 21% of women and 5% of men over the age of 50 years
[1]. Multiple observational studies have been performed
around the world showing that diabetes (both type 1 and
type 2) is associated with an increased risk of non-
traumatic fracture. Non-traumatic, or “fragility” fractures
are fractures that occur with minimal trauma, such as a
fall from standing height or less [2,3]. A prior fracture is
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an important risk factor for having future fractures [4].
Recent meta-analyses indicate an increased relative risk
for hip fracture in type 2 diabetics of 1.4 to 1.7 and in type
1 diabetics of 6.3 to 6.9 [5,6]. Other skeletal sites have also
been found to be at increased risk of fracture in the dia-
betic population [7,8].

In the only Canada-wide study performed to-date,
Hanley et al. examined prevalent vertebral deformities,
as measured by spinal radiographs, and found no signifi-
cant increase in individuals with type 1 diabetes (OR: 1.24;
95% CI 0.68,2.51) or type 2 diabetes (OR: 0.91; 0.67,1.25)
[9]. However, no study to-date has prospectively examined
non-traumatic clinical fractures (both vertebral and non-
vertebral) in the diabetic population in Canada. Similarly,
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to the best of our knowledge, there are no published stud-
ies looking at osteoporosis treatment rates amongst the
diabetic population. Given the osteoporosis treatment
“care gap” that has been identified in the general popula-
tion [10,11], we hypothesize that an even greater care gap
exists within the diabetic population. The primary object-
ive of this study was to evaluate the relationship between
diabetes and incident non-traumatic fracture, with the
secondary aim of evaluating associated bisphosphonate
treatment over a 10 year period, in a large population-
based longitudinal cohort study, including men and women
with insulin-dependent and non-insulin-dependent diabetes
in Canada.

Methods

The Canadian Multicenter Osteoporosis Study (CaMos)
is an on-going population-based cohort study looking at
osteoporosis and fracture risk in community dwelling
Canadians. Baseline questionnaires were completed in
1995-1997. The institutional review boards of all sites
participating in CaMos approved the study and informed
consent was obtained from all participants. The study
has been described in detail elsewhere [12], but areas
relevant to this study are summarized below. Data from
years O through 10 were used for this study and all
women and men aged 50 years or older were included in
the analyses.

Review Boards that approved the CaMos study:

McGill University Health Centres-Montreal General
Hospital Research Ethics Committee.

Conjoint Health Research Ethics Board of the Faculty
of Medicine, University of Calgary.

St. Joseph’s Healthcare, McMaster University Research
Ethics Board.

Queen’s University Research Ethics Board.

Memorial University of Newfoundland, Human
Investigations Committee.

University of Saskatchewan Advisory Committee on
Ethics in Human Experimentation.

St. Michael’s Hospital Research Ethics Board (Toronto).
Capital Health Research Ethics Board (Halifax).

The University of British Columbia Clinical Research
Ethics Board.

Centre hospitalier de I'Université Laval Comite
d’Ethique de la Recherche Clinique.

Study participants

Participants were recruited from within 50-kilometers of
one of 9 study centers across Canada (St. John’s, Halifax,
Quebec City, Toronto, Hamilton, Kingston, Saskatoon,
Calgary and Vancouver). 9,423 individuals (6,539 females
and 2,884 males) aged 25 years and older, representing
an age-stratified-, sex-, and region-specific sample, were
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identified from lists of random telephone numbers over
an 18 month period.

Data collection

An interviewer-administered questionnaire was per-
formed at baseline, and at years 3, 5 and 10 of the study.
Diabetes status was captured in the baseline question-
naire where participants were asked if they had insulin
dependent diabetes mellitus (IDDM) or non-insulin
dependent diabetes mellitus (NIDDM). All past medical
history was by patient report. At baseline, year 5, and 10,
bone mineral density (BMD) testing was performed. At
years 1, 2, 4, 6, 7, 8 and 9, a two-page questionnaire was
mailed to participants which included questions about
bone-related medications. All participant medications
were documented in detail during the interviewer-
administered questionnaires.

Bone mineral density and fractures

BMD of the hip and lumbar spine (L1-L4) were measured
by dual-energy X-ray absorptiometry (DXA) using Hologic
QDR 1000, 2000, 4500 or Lunar DPX machines. Densi-
tometers were calibrated daily, and quality assurance was
performed following a standard daily and weekly schedule.
Initially, cross-calibration of the machines was performed
at the nine centers using a European Spine Phantom.
After this, the Bone Fide phantom was performed at base-
line and in the year of every examination. Reports indicat-
ing bone density (g/cm2), and T-scores were sent to each
participant, a physician named by the participant, or both
depending on the centre [13]. All clinically recognized
non-traumatic fractures were included in the analysis (hip
fractures, clinical vertebral fractures, non-vertebral frac-
tures). Any fracture associated with trauma or described
as a fall from more than standing height was excluded. At
baseline, previous fractures were obtained by self-report,
but subsequent fractures were reported by patients and
confirmed by medical or radiographic reports.

Statistical analysis

All analyses were restricted to CaMos participants >
50 years of age. Baseline characteristics were described
using mean (standard deviation) for continuous variables
and count (percentage) for nominal variables. The pri-
mary objective of determining the association between
diabetes (insulin-dependent and non-insulin dependent)
and incident non-traumatic fracture was examined using
a Cox Proportional Hazards regression model, adjusting
for age, gender, baseline femoral neck T-score, history of
previous non-traumatic fracture, body mass index (BMI),
bisphosphonate use and past use of corticosteroids. Age was
divided into 10-year categories (50-59, 60—69, 70-79, >80).
Age 50-59 was used as the reference category in the
analyses. Diabetes was defined as either insulin-dependent
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diabetes mellitus (IDDM) or non-insulin-dependent dia-
betes mellitus (NIDDM). BMD was divided into femoral
neck T-scores of > -1.0, <-1.0 to > -2.5, and < -2.5. BMI
was divided into categories including: <18.5, > 18.5
to <25, 225 to <30, 230 to <35, and > 35. Bisphospho-
nate use (any of: alendronate, clodronate, etidronate,
pamidronate, risedronate, and zoledronic acid) at any
time point over the 10 year study was included. Past
corticosteroid use included ever daily use of IV or oral
corticosteroids for at least one month. All independent
variables adjusted for in the model were selected be-
cause they are risk factors that have previously been
identified as having important associations with fracture
risk. Proportional hazard assumptions were tested using
Schoenfeld residual test. Logistic regression modeling
was used to determine factors associated with bisphos-
phonate use. “Ever bisphosphonate use” (ie. patient re-
ported being on a bisphosphonate at any time point
during the 10 years studied) was the dependent variable
and diabetes status, age, gender, femoral neck T-score,
rheumatoid arthritis, family history of osteoporosis, and
history of non-traumatic fracture at baseline, were covari-
ates. Sensitivity analysis using multiple imputation [14]
was performed for missing data to assess the robustness
of the model assuming the data are missing at random.
The criterion for statistical significance was set at alpha =
0.05. We used the Hosmer and Lemeshow test to assess
goodness-of-fit of logistic regression. Cox proportional
hazards modelling and Schoenfeld residual testing were
performed using SAS 9.2 (Cary, NC). Descriptive analysis,
logistic regression modeling, and multiple imputation
were performed using IBM SPSS version 19 (Ireland).

Results
Characteristics of the CaMos population over 50 years of
age (n="7753) and of participants with insulin-dependent
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diabetes (n=98) and non-insulin-dependent diabetes (n =
508) have been described previously and are shown in
Table 1 [15]. Most baseline characteristics were similar be-
tween all groups. The diabetic groups however, had higher
BMD values than the general CaMos population (Table 2).
Despite these higher values, individuals with diabetes were
more likely to have had a non-traumatic fracture at baseline
(39% of IDDM and 29% of NIDDM compared to 27% of
the general CaMos population). Individuals with IDDM re-
ported a longer duration of diabetes, 15 compared to
10 years in those with NIDDM.

Incident fractures occurred in 1098 non-diabetic indi-
viduals, with the site of first incident fracture being the
hip in 142 individuals and vertebrae in 117 individuals.
Among those with diabetes, 73 individuals sustained one
or more incident fractures over the 10 year period, 21
individuals with IDDM and 52 with NIDDM. Of these,
hip was the site of first incident fracture in 2 individuals
with IDDM and 10 individuals with NIDDM. Clinical
vertebral fracture accounted for first incident fracture in
3 participants with IDDM and 5 with NIDDM. The ad-
justed hazard ratio (HR) for incident non-traumatic frac-
ture in individuals with insulin-dependent diabetes over
the 10 year study period was 2.5 (95% CI 1.60, 3.90; p <
0.001) (Figure 1). Other variables associated with an in-
creased risk of fracture included: female gender, history
of prior fragility fracture, increased BMI, older age, lower
femoral neck T-score, corticosteroid use and bisphos-
phonate use (Table 3). Non-insulin-dependent diabetes
was not found to be associated with increased fracture
risk, HR: 1.02, 95%CI 0.77-1.35, p=0.869. Statistical
testing showed the proportional hazards assumption was
not violated. Individuals with diabetes were less likely to
be on bisphosphonate therapy during the 10 year study
period compared to other CaMos subjects (OR: 0.68;
95% CI 0.50, 0.93; p=0.016). In participants without

Table 1 Baseline characteristics of all CaMos participants over 50 years and of participants with diabetes [15]

All CaMos participants
>50 yrs (n=7753)

Insulin-dependent
diabetes (n =98)

Non-insulin-dependent
diabetes (n =508)

Age (years); mean (SD) 66.7 (9.4)
Gender (female) 71.8%
Femoral neck BMD T-score; mean (SD) —1.24 (0.99)
Caucasian 95.5%
Fracture at baseline (n;%) 2133 (27.5)
BMI; mean (SD) 27.1(478)
Years since diagnosis of diabetes; mean;(SD) N/A
Cigarette use;* n (%) 4163 (53.7)
Corticosteroid use;" n(%) 415 (44)
Alcohol use (per wk); mean (SD) 2.88 (5.85)

68.0 (9.0) 694 (8.8)
64.3% 65.7%
-0.97 (1.17) —0.97 (1.04)
93.9% 94.3%
38 (3838) 146 (28.7)
29.73 (545) 29.06 (5.24)
154 (11.28) 9.64 (9.60)
54 (55.1) 280 (55.1)
12 (12.24) 33 (6.50)
1.97 (545) 227 (6.79)

*ever use daily for > 6 months.
Toral or IV, ever use daily for > 1 month.

SD: standard deviation, BMD: bone mineral density, BMI: body mass index.
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Table 2 Baseline bone mineral density values, and proportion of individuals on bisphosphonates at baseline, in CaMos

participants with and without diabetes, by BMD Category

Femoral neck T-score No diabetes BP use Insulin-dependent diabetes BP use Non-insulin-dependent diabetes BP use
>-1.0 44.4% 02% 44.9% 0.0% 51.5% 0.0%
-1.0 to -2.5 48.3% 1.9% 48.7% 2.6% 43.2% 3.2%
<-25 7.3% 6.5% 6.4% 20% 53% 8.7%

BP: Bisphosphonate.

diabetes who suffered an incident fracture, 536 (48.8%)
reported bisphosphonate use during CaMOs, whereas 6
individuals (28.6%) with IDDM who sustained an inci-
dent fracture and 16 individuals (30.8%) with NIDDM
and incident fracture reported use. After multiple imput-
ation was performed for the variables: rheumatoid arth-
ritis, family history of osteoporosis and femoral neck
BMD; the relationship strengthened (OR: 0.59; 95% CI
0.46, 0.75; p<0.001) (Table 4). Other variables associ-
ated with decreased likelihood of bisphosphonate use
were older age and increased femoral neck T-score. Vari-
ables associated with increased bisphosphonate use in-
cluded: rheumatoid arthritis, family history of osteoporosis,
female gender, and history of non-traumatic fracture. When
insulin-dependent and non-insulin-dependent diabetes and
bisphosphonate use was examined, the results were not sta-
tistically significant prior to multiple imputation. However,
after multiple imputation for variables listed above, non-

insulin-dependent diabetes was found to be associated with
decreased use of bisphosphonates (OR: 0.59; 95% CI 0.45,
0.78, p<0.001), as was insulin-dependent diabetes (OR:
0.53; 95% CI 0.29, 0.95; p=0.034) as shown in Figure 2.
When the diabetic subgroup was examined, similar risk fac-
tors (steroid use, age, female gender, lower BMD, and past
fracture) were associated with bisphosphonate use.

Discussion

In our analysis, we found that Canadians with insulin-
dependent diabetes are more likely to sustain an incident
non-traumatic fracture than other Canadians over 50 years
of age. Despite this increased risk, Canadian diabetics in
CaMos (both insulin-dependent and non-insulin-dependent)
were 42% less likely than non-diabetics to be treated with a
bisphosphonate (first line therapy for prevention and treat-
ment of fragility fractures) over the 10 year study period;
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Table 3 Variables associated with risk of incident non-traumatic fracture over 10 years (multivariate analysis)
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Variable

Hazard ratio

95% Confidence interval

Significance (p-value)

Diabetes status

No diabetes

Non-insulin-dependent diabetes mellitus
Insulin-dependent diabetes mellitus
Gender

Male

Female

Age (years)

50-59

60-69

70-79

280

Body mass index

185 < BMI <25

BMI< 185

25 <BMI <30

30 <BMI< 35

BMI =35

Femoral neck BMD T-score (per SD increase)
BMD=-10

-25<BMD<~-10

BMD<-25

Previous history of fracture

No

Yes

Corticosteroid use”

No

Yes

Bisphosphonate use (ever use over the 10 year study)
No

Yes

reference
1.02
2.50

reference

1.54

reference
0.95
1.40
1.69

reference
0.82
1.09
1.28
135
0.69
reference
1.59
2.56

reference

1.58

reference

1.35

reference

1.56

0.77-1.35
1.60-3.90

1.30-1.82

0.80-1.13
1.17-1.67
1.30-2.19

0.50-1.37
0.94-1.26
1.06-1.54
1.02-1.80
0.64-0.76

1.35-1.88

2.04-3.21

1.39-1.79

1.07-1.69

1.36-1.79

0.864
<0.001

<0.001

0.551
<0.001
<0.001

0451
0.235
0.011
0.037
<0.001

<0.001

<0.001

<0.001

0.010

<0.001

*ever use daily for > 6 months.

Table 4 Variables associated with bisphosphonate use over the 10 year study period (after multiple imputation)

Variable Odds ratio 95% Confidence interval P-value
Diabetes 0.59 0.46-0.75 <0.001
Previous non-traumatic fracture 1.20 1.06-1.36 0.004
Age (per year) 0.99 0.98-0.99 <0.001
Femoral neck T-score (per SD increase) 0.39 0.36-042 <0.001
Rheumatoid arthritis 1.28 1.03-1.59 0.029
Family history of osteoporosis 1.24 1.06-1.44 0.008
Female gender 3.00 2.59-347 <0.001
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Percent (%) on Bisphosphonate

All CaMos
Participants over 50
years

NIDDM

Figure 2 CaMos participants on bisphosphonate therapy with at any time during a 10 year follow-up period.

IDDM

J

indicating a significant care-gap in skeletal care amongst
Canadians with diabetes.

The diabetic groups in CaMos had higher BMD values
than the general CaMos population. This finding is simi-
lar to other studies which have shown higher BMD
values in type 2 diabetics, likely on the basis of elevated
BMI which is a risk factor for developing type 2 diabetes
[6,16,17]. This difference in BMI was also evident in the
CaMos population (BMI of 27 vs. 29 in diabetic partici-
pants). The higher bone density values however did not
protect the participants with diabetes from fracturing.

At study baseline, we found an increased history of
non-traumatic fractures amongst all diabetics in CaMos,
this is in-keeping with previous literature showing this
population to be at elevated fracture risk [5,6]. Looking
prospectively, we found an increased risk of incident
non-traumatic fracture in diabetics on insulin, but we
did not demonstrate an increased risk in diabetics not
on insulin. In Canada, information about fracture risk in
those with diabetes has not been abundant. The only
study to-date, also performed in the CaMos population,
focused on prevalent vertebral deformities by radiograph
and showed no increased risk in type 1 or type 2 dia-
betes [9]. Our study shows an increase in clinical non-
traumatic fractures, at any body site, in individuals with
insulin-dependent diabetes at a national level. These
findings support previous, province-wide studies, show-
ing increased risk of hip fracture, as well as other osteo-
porotic fractures, in type 2 diabetics [18,19]. Similar to

our findings, studies done in other countries have shown
insulin use further increases the risk of fragility fractures
in individuals with diabetes, perhaps by acting as a
marker of disease severity [20-22]. Other explanations
for the association between insulin use and fracture in-
clude increased duration of type 2 diabetes, and the in-
clusion of individuals with type 1 diabetes [20]. Glycemic
control was not assessed in CaMos. It is not clear if our
finding of no increased risk of fracture in non-insulin-
dependent diabetics in CaMos relates to a lack of statis-
tical power needed to demonstrate a more subtle risk
increase in this population, or if this indeed signifies no in-
creased risk in this group. Given that we found those with
NIDDM had an increased prevalence of fragility fractures
at our study baseline (compared to the non-diabetic popu-
lation) and that previous studies have consistently re-
ported an increased fracture risk in this population, we
suspect a power issue is an important contributor to our
findings [5,6]. Our study was not designed to identify the
cause of increased fracture risk in diabetics; multiple dif-
ferent pathological mechanisms have been reported in the
literature in the past [23,24]. We did not have access to
measures of glycemic control, and therefore did not exam-
ine its influence on fracture risk.

We found that, despite having increased rates of non-
traumatic fractures, individuals with diabetes were less
likely to receive treatment with a bisphosphonate than
other CaMos participants. To our knowledge, this care-
gap has not been identified in the diabetic population
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previously. Within the general population however, it is
well known that a large care gap exists, with many pa-
tients not being diagnosed or treated for their osteopor-
osis. This care-gap has been documented both in Canada
and internationally [25,26]. Within the general CaMos
population there have been reports of a care-gap in men
and women with fragility fractures; approximately half of
women experiencing a new fragility fracture were found
to not be treated with a bone-specific medication [10] and
over 90% of men were untreated [11]. Considering osteo-
porosis treatment rates within the CaMos population are
low, our findings of an even larger care-gap amongst those
with diabetes within CaMos suggests a dire situation for
these patients. Moreover, we found that those with IDDM
were the most likely to have had a fracture in the past and
were at higher risk of having an incident fracture over the
10 year study period, yet were the least likely to receive
treatment with a bisphosphonate over the 10 years of the
study. Although large randomized control trials proving
the efficacy of bisphosphonate therapy for fracture pre-
vention in the setting of diabetes are lacking, a large obser-
vational study and a sub-group analysis of diabetic
participants in the Fracture Intervention Trial have
found that the improvement in BMD and the decrease
in fracture risk associated with bisphosphonate therapy
is not altered by the diagnosis of diabetes. Similarly, the
tolerability of Alendronate has been found to be no dif-
ferent in diabetic vs. non-diabetic women [27,28]. There
are no accepted theories as to why a diabetes-osteoporosis
care gap exists above the level of the baseline care-gap in
the general population. One possibility may be the higher
BMD values typically found in individuals with type 2 dia-
betes. Traditionally, most clinicians have used BMD scores
to diagnose and make treatment decisions around osteo-
porosis. This bias is reflected in past osteoporosis treat-
ment guidelines [29]. Although newer guidelines focus
more on fracture risk assessment, and less on BMD alone,
many clinicians still rely heavily on BMD when making
treatment decisions. It is therefore possible that the nor-
mal or elevated BMD values that are typically seen in type
2 diabetics make clinicians less likely to suspect, or treat,
osteoporosis. This highlights the need for education and
knowledge dissemination to diabetic practitioners about
the link between diabetes and fracture.

This study has several strengths including the large
population-based sample, prospective design allowing
10 years of follow-up, inclusion of both men and
women, detailed fracture data, and the ability to differ-
entiate between insulin-dependent and non-insulin-
dependent diabetes. There are however several limitations
to this study. All the CaMos questionnaires depended on
patient reporting (subject to recall bias and misunder-
standing), therefore the incidence of certain classically
underdiagnosed conditions (such as hyperglycemia) is
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likely underestimated. Similarly, individuals who were not
diabetic at study baseline but became so during the course
of the study, or diabetics who became insulin-dependent
later over the 10 year study, were not captured. However,
bias from undiagnosed diabetes (or insulin use) would be
expected to decrease the effect sizes found. All fractures
included in the analyses were clinical fractures; morpho-
metric vertebral fractures were not included. The CaMos
population is mostly of Caucasian ethnicity and therefore
results cannot be extrapolated to other race groups. Thia-
zolidinediones, implicated in increasing fracture risk
[30,31], were not included in our analysis because no
CaMos participants were on one of these medications at
study baseline.

We had originally hoped to perform this study with
diabetes broken down into type 1 and type 2, rather than
IDDM and NIDDM, as the pathophysiology and epi-
demiology of skeletal fragility is different in type 1 vs.
type 2 diabetes [23,24]. However, upon examination of
the self-reported age of diagnosis of “type 1 diabetes” in
the CaMos baseline questionnaire we found that only 10
individuals (9.6% of self-reported insulin-dependent dia-
betics) were under the age of 30 years when they were
diagnosed with diabetes. This led us to suspect that this
group consists mostly of type 2 diabetics who are insulin-
dependent (relative insulin deficiency) rather than type 1
diabetics (absolute insulin deficiency). Supporting this is
the high baseline BMI and BMD values found in both dia-
betic groups, which are more typical of type 2 diabetes
than type 1 [6]. In the past, diabetes was often divided into
“insulin-dependent diabetes” and “insulin-independent”
diabetes; terms that are not generally used in the medical
community today [32]. However, this often leads to confu-
sion amongst people with diabetes who obtained their dia-
betes education and diagnosis when these terms were
commonplace. We therefore decided to report our results
as IDDM and NIDDM, as we questioned the accuracy of
the typel/type 2 classification.

Conclusions

In summary, we found that Canadians with insulin-
dependent diabetes mellitus were more likely than non-
diabetics to sustain a non-traumatic fracture over a 10 year
period. Despite this increased risk, diabetics are less likely
to receive fracture prevention therapy with a bisphospho-
nate. Clinicians that treat individuals with diabetes (espe-
cially those treated with insulin) should be taught to
incorporate fracture prevention into the current list of
interventions they offer to diabetic patients. Future studies
are needed to clarify if individuals with non-insulin-
dependent diabetes are at increased fracture risk, to valid-
ate fracture risk assessment tools within the diabetic
population and to test fracture prevention strategies and
therapies specifically in the diabetic population.



Fraser et al. BMC Musculoskeletal Disorders 2014, 15:201
http://www.biomedcentral.com/1471-2474/15/201

Competing interests

LAF: speakers bureau for Amgen; AP: consultant/speaker for: Amgen, Aventis,
Eli Lilly, Merck Frosst, Novartis, Procter & Gamble, Servier, and Wyeth-Ayerst;
conducted clinical trials for: Eli Lilly, Merck Frosst, Novartis, Procter & Gamble,
and Sanofi-Aventis; and received unrestricted grants from: Amgen, Eli Lilly,
Merck Frosst, Procter & Gamble, and Sanofi-Aventis; JDA: research support
and consultant: Amgen, Astra Zeneca, Eli Lilly, GlaxoSmithKline, Merck,
Novartis, Nycomed, Pfizer, Procter and Gamble, Roche, Sanofi Aventis,
Servier, Warner Chilcott, Wyeth; JM: no disclosures; LT: no disclosures.

Authors’ contributions

LAF was involved with the concept and design of this study as well as the
analysis and interpretation of data. She also wrote the manuscript. AP and
JDA participated in the study design, data acquisition, and revising of the
manuscript. JM was involved with data analysis and revising the manuscript.
LT participated in the study design, data analysis and revision of the
manuscript. All authors read and approved the final manuscript.

Acknowledgements

The authors thank all the participants in the CaMos study who's participation
made this research possible. The CaMos Research Group: David Goltzman
(co-principal investigator, McGill University), Nancy Kreiger (co-principal
investigator, Toronto), Alan Tenenhouse (principal investigator emeritus,
Toronto). CaMos Coordinating Centre, McGill University, Montreal, Quebec:
Suzette Poliquin (national coordinator), Suzanne Godmaire (research
assistant), Silvia Dumont (administrative assistant), Claudie Berger (study
statistician), Wei Zhou (statistician). Memorial University, St. John's
Newfoundland: Carol Joyce (director), Christopher Kovacs (co-director),
Emma Sheppard (coordinator). Dalhousie University, Halifax, Nova Scotia:

Susan Kirkland, Stephanie Kaiser (co-directors), Barbara Stanfield (coordinator).

Laval University,

Quebec City, Quebec: Jacques P. Brown (director), Louis Bessette (co-director),
Marc Gendreau (coordinator). Queen'’s University, Kingston, Ontario: Tassos
Anastassiades (director), Tanveer Towheed (co-director), Barbara Matthews
(coordinator). University of Toronto, Toronto, Ontario: Bob Josse (director),
Sophie Jamal (co-director), Tim Murray (past director), Barbara Gardner-Bray
(coordinator). McMaster University, Hamilton, Ontario: Jonathan D. Adachi
(director), Alexandra Papaioannou (co-director), Laura Pickard (coordinator).
University of Saskatchewan, Saskatoon, Saskatchewan: Wojciech P. Olszynski
(director), K. Shawn Davison (co-director), Jola Thingvold (coordinator).
University of Calgary, Calgary, Alberta: David A. Hanley (director), Jane Allan
(coordinator).University British Columbia, Vancouver, British Columbia:
Jerilynn C. Prior (director), Millan Patel (co-director), Yvette Vigna (coordinator),
Brian Lentle (radiologist).

The Canadian Multicentre Osteoporosis Study was funded by the Canadian
Institutes of Health Research (CIHR); Merck Frosst Canada Ltd,; Eli Lilly Canada
Inc.; Novartis Pharmaceuticals Inc; The Alliance: sanofi-aventis & Procter and
Gamble Pharmaceuticals Canada Inc; Servier Canada Inc; Amgen Canada
Inc,; The Dairy Farmers of Canada; and The Arthritis Society.

Author details

'Department of Medicine, University of Western Ontario, London, Ontario,
Canada. “Department of Epidemiology and Biostatistics, McMaster University,
Hamilton, Ontario, Canada. *Department of Medicine, McMaster University,
Hamilton, Ontario, Canada. “Division of Endocrinology and Metabolism, St.
Joseph's Hospital, 268 Grosvenor Street, London N6A 4 V2, Ontario, Canada.

Received: 17 July 2013 Accepted: 5 June 2014
Published: 11 June 2014

References

1. Berger C, Goltzman D, Langsetmo L, Joseph L, Kreiger N, Tenenhouse A,
Davison KS, Josse RG, Prior JC, Hanley DA, CaMos Research Group: Peak
bone mass from longitudinal data: implications for the prevalence,
pathophysiology, and diagnosis of osteoporosis. J Bone Miner Res 2010,
25:1948-1957.

2. Kanis JA, Oden A, Johnell O, Jonsson B, de Laet C, Dawson A: The burden
of osteoporotic fractures: a method for setting intervention thresholds.
Osteoporos Int 2001, 12:417-427.

20.

21.

22.

Page 8 of 9

Bessette L, Ste-Marie L-G, Jean S, Davison KS, Beaulieu M, Baranci M, Bessant
J, Brown JP: The care gap in diagnosis and treatment of women with a
fragility fracture. Osteoporos Int 2008, 19:79-86.

Kanis JA, Johnell O, De Laet C, Johansson H, Oden A, Delmas P, Eisman J,
Fujiwara S, Garnero P, Kroger H, McCloskey EV, Mellstrom D, Melton LJ, Pols
H, Reeve J, Silman A, Tenenhouse A: A meta-analysis of previous fracture
and subsequent fracture risk. Bone 2004, 35:375-382.

Janghorbani M, Van Dam RM, Willett WC, Hu FB: Systematic review of type
1 and type 2 diabetes mellitus and risk of fracture. Am J Epidemiol 2007,
166:495-505.

Vestergaard P: Discrepancies in bone mineral density and fracture risk in
patients with type 1 and type 2 diabetes-a meta-analysis. Osteoporos Int
2007, 18:427-444.

Vestergaard P, Rejnmark L, Mosekilde L: Relative fracture risk in patients
with diabetes mellitus, and the impact of insulin and oral antidiabetic
medication on relative fracture risk. Diabetologia 2005, 48:1292-1299.
Bonds DE, Larson JC, Schwartz AV, Strotmeyer ES, Robbins J, Rodriguez BL,
Johnson KC, Margolis KL: Risk of fracture in women with type 2 diabetes:
the Women'’s Health initiative observational study. J Clin Endocrinol Metab
2006, 91:3404-3410.

Hanley DA, Brown JP, Tenenhouse A, Olszynski WP, loannidis G, Berger C,
Prior JC, Pickard L, Murray TM, Anastassiades T, Kirkland S, Joyce C, Joseph L,
Papaioannou A, Jackson SA, Poliquin S, Adachi JD, Canadian Multicentre
Osteoporosis Study Research Group: Associations among disease
conditions, bone mineral density, and prevalent vertebral deformities in
men and women 50 years of age and older: cross-sectional results from
the Canadian Multicentre Osteoporosis study. J Bone Miner Res 2003,
18:784-790.

Fraser LA, loannidis G, Adachi JD, Pickard L, Kaiser SM, Prior J, Brown JP,
Hanley DA, Olszynski WP, Anastassiades T, Jamal S, Josse R, Goltzman D,
Papaioannou A, CaMos Research Group: Fragility fractures and the
osteoporosis care gap in women: the Canadian Multicentre Osteoporosis
study. Osteoporos Int 2011, 22:789-796.

Papaioannou A, Kennedy CC, loannidis G, Gao Y, Sawka AM, Goltzman D,
Tenenhouse A, Pickard L, Olszynski WP, Davison KS, Kaiser S, Josse RG,
Kreiger N, Hanley DA, Prior JC, Brown JP, Anastassiades T, Adachi JD, CaMos
Research Group: The osteoporosis care gap in men with fragility
fractures: the Canadian Multicentre Osteoporosis study. Osteoporos Int
2008, 19:581-587.

Kreiger N, Tenenhouse A, Joseph L, Mackenzie T, Poliquin S, Brown JP, Prior
JC, Rittmaster RS: The Canadian Multicentre Osteoporosis Study (CaMos):
Background, rationale, methods. Can J Aging 1999, 18:376-387.

Kingwell E, Prior JC, Ratner PA, Kennedy SM: Direct-to-participant feedback
and awareness of bone mineral density testing results in a population-
based sample of mid-aged Canadians. Osteoporos Int 2010, 21:307-319.
Rubin DB: Multiple Imputation. New York: John Wiley & Sons, Inc; 1989.
Fraser LA, Papaioannou A, Adachi R, Ma J, Thabane L: Risk factors for
fracture in diabetes: the Canadian MulticentreOsteoporosis study. ISRN
Epidemiology 2013, Article 1D 249874, 6 pages. http://dx.doi.org/10.5402/
2013/249874.

Hofbauer LC, Brueck CC, Singh SK, Dobnig H: Osteoporosis in patients with
diabetes mellitus. J Bone Miner Res 2007, 22:1317-1328.

Ma L, Qei L, Jiang L, Estrada K, Chen H, Wang Z, Yu Q, Zillikens MC, Gao X,
Rivadeneira F: Association between bone mineral density and type 2
diabetes mellitus: a meta-analysis of observational studies.

Eur J Epidemiol 2012, 27:319-332.

Lipscombe LL, Jamal SA, Booth GL, Hawker GA: The risk of hip fractures in
older individuals with diabetes: a population-based study. Diabetes Care
2007, 30:835-841.

Leslie WD, Lix LM, Prior HJ, Derksen S, Metge C, O'Neil J: Biphasic fracture
risk in diabetes: a population-based study. Bone 2007, 40:1595-1601.
Schwartz AV, Sellmeyer DE, Ensrud KE, Cauley JA, Tabor HK, Schreiner PJ,
Jamal SA, Black DM, Cummings SR, Study of Osteoporotic Features Research
Group: Older women with diabetes have an increased risk of fracture:

a prospective study. J Clin Endocrinol Metab 2001, 86:32-38.

Forsen L, Meyer HE, Midthjell K, Edna TH: Diabetes mellitus and the
incidence of hip fracture: results from the Nord-Trgndelag health survey.
Diabetologia 1999, 42:920-925.

Ivers RQ, Cumming RG, Mitchell P, Peduto AJ, Blue Mountains Eye Study:
Diabetes and risk of fracture: the Blue Mountains eye study.

Diabetes Care 2001, 24:1198-1203.



Fraser et al. BMC Musculoskeletal Disorders 2014, 15:201
http://www.biomedcentral.com/1471-2474/15/201

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

McCabe LR: Understanding the pathology and mechanisms of type 1
diabetic bone loss. J Cell Biochem 2007, 102:1343-1357.

Merlotti D, Gennari L, Dotta F, Lauro D, Nuti R: Mechanisms of impaired
bone strength in type 1 and 2 diabetes. Nutr Metab Cardiovasc Dis 2010,
20:683-690.

Papaioannou A, Giangregorio L, Kvern B, Boulos P, loannidis G, Adachi JD:

The osteoporosis care gap in Canada. BVC Musculoskelet Disord 2004, 5:11.

Giangregorio L, Papaioanou A, Cranney A, Zytaruk N, Adachi JD: Fragility
fractures and the osteoporosis care gap: an international phenomenon.
Semin Arthritis Rheum 2006, 35:293-305.

Keegan THM, Schwartz AV, Bauer DC, Sellmeyer DE, Kelsey JL: Effect of
alendronate on bone mineral density andbiochemical markers of bone
turnover in type 2 diabetic women: the fracture intervention trial.
Diabetes Care 2004, 27:1547-1553.

Vestergaard P, Rejnmark L, Mosekilde L: Are antiresorptive drugs effective
against fractures in patients with diabetes? Calcif Tissue Int 2011,
88:209-214.

Brown JP, Josse RG, Scientific Advisory Council of the Osteoporosis Society
of Canada: 2002 clinical practice guidelines for the diagnosis and
management of osteoporosis in Canada. CMAJ 2002, 167(Suppl):S1-S34.
Vestergaard P: Bone metabolism in type 2 diabetes and role of
thiazolidinediones. Curr Opin Endocrinol Diabetes Obes 2009, 16:125-131.
Kahn SE, Zinman B, Lachin JM, Haffner SM, Herman WH, Holman RR, Kravitz
BG, Yu D, Heise MA, Aftring RP, Viberti G, Diabetes Outcome Progression
Trial (ADOPT) Study Group: Rosiglitazone associated fractures in type 2
diabetes: an analysis from A Diabetes Outcome Progression Trial
(ADOPT). Diabetes Care 2008, 31:845-851.

Abduelkarem AR, Sackville MA, Morgan RM, Hildreth AJ: Is it time to
change diabetic disease nomenclature? Pharm World Sci 2004, 26:3-5.

doi:10.1186/1471-2474-15-201

Cite this article as: Fraser et al: Fractures are increased and
bisphosphonate use decreased in individuals with insulin-dependent
diabetes: a 10 year cohort study. BMC Musculoskeletal Disorders 2014
15:201.

Page 9 of 9

Submit your next manuscript to BioMed Central
and take full advantage of:

¢ Convenient online submission

¢ Thorough peer review

* No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

* Research which is freely available for redistribution

Submit your manuscript at
www.biomedcentral.com/submit

( BiolVied Central




	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study participants
	Data collection
	Bone mineral density and fractures
	Statistical analysis

	Results
	Discussion
	Conclusions
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


