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Abstract

Background: Due to low mortality rate of musculoskeletal disorders (MSK) less attention has been paid to MSK as
underlying cause of death in the general population. The aim was to examine trend in MSK as underlying cause of
death in 58 countries across globe during 1986-2011.

Methods: Data on mortality were collected from the WHO mortality database and population data were obtained
from the United Nations. Annual sex-specific age-standardized mortality rates (ASMR) were calculated by means of
direct standardization using the WHO world standard population. We applied joinpoint regression analysis for trend
analysis. Between-country disparities were examined using between-country variance and Gini coefficient. The
changes in number of MSK deaths between 1986 and 2011 were decomposed using two counterfactual scenarios.

Results: The number of MSK deaths increased by 67% between 1986 and 2011 mainly due to population aging. The
mean ASMR changed from 17.2 and 26.6 per million in 1986 to 18.1 and 25.1 in 2011 among men and women,
respectively (median: 7.3% increase in men and 9.0% reduction in women). Declines in ASMR of 25% or more were
observed for men (women) in 13 (19) countries, while corresponding increases were seen for men (women) in 25 (14)
countries. In both sexes, ASMR declined during 1986-1997, then increased during 1997-2001 and again declined over

2001-2011. Despite decline over time, there were substantial between-country disparities in MSK mortality and its

temporal trend.

Conclusions: We found substantial variations in MSK mortality and its trends between countries, regions and also
between sex and age groups. Promoted awareness and better management of MSK might partly explain reduction in
MSK mortality, but variations across countries warrant further investigations.

Background

Musculoskeletal disorders (MSK) cover a wide range of
disorders affecting joints, bones, muscles and soft tissues.
Many MSK are recurrent or lifelong disorders [1]. The
main consequences of MSK are typically long term pain,
physical disability, loss of independence, reduced social
interaction, and a decline in quality of life [2]. Globally,
18.5% of years lived with disability was attributed to MSK
in 2015 (68% increase from 1990) [3]. When taking into
account both death and disability, all MSK combined
accounted for 6.0% of the total global disability-adjusted
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life years [4]. Population growth, ageing, obesity, increased
sedentary lifestyles, and work-related issues imply that the
number of people suffering from MSK (and, thus the bur-
den from MSK) will increase dramatically worldwide over
the coming decades [5].

Increased risk of mortality may be another conse-
quence of MSK, even though for the majority of MSK
the mortality rate is low. Despite this, to have an accur-
ate estimation of burden of MSK, mortality associated
with MSK must also be measured [1]. Previous studies
reported higher risk of mortality among people with
some MSK including rheumatoid arthritis (RA) and
osteoarthritis (OA) compared with the general popula-
tion possibly due to increased risk of cardiovascular
disease and infection [6—10]. However, due to low
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mortality rate less attention has been paid to MSK as
underlying cause of death in the general population.

To our best knowledge, only a recent study investi-
gated temporal trend in mortality with MSK as under-
lying cause in Sweden [11]. MSK mortality has been
influenced by the emergence of new advances in MSK
management including introduction of biological agents
for RA. For example, previous studies reported that bio-
logical agents are associated with increased risk for ser-
ious infectious events and declined risk of cardiovascular
events [12—14]. Considering this new advances and also
scarcity of study on MSK mortality, an update on the
trends in MSK mortality is needed. In addition, we
quantified the magnitude of the absolute and relative
between-country disparities in MSK mortality which has
important policy implications. Furthermore, we decom-
posed changes in number of MSK deaths into demo-
graphic and epidemiologic changes which are important
in health systems policy making. The aim of the current
study was to investigate the trends in MSK mortality
rates and associated between-country disparities using
data from the World Health Organization (WHO) mor-
tality database.

Methods

Data sources

Annual data on all-cause mortality and mortality due to
MSK as underlying cause of death during 1986-2011
were obtained from the WHO mortality database
(http://www.who.int/healthinfo/mortality_data/en/,
accessed April 2016). This database provides annual data
on underlying cause of death by age, sex, and cause of
death as submitted by national death registration systems.
International Classification of Diseases (ICD) codes were
used to extract data on MSK mortality (ICD-8 and ICD-9
codes 710-740, and ICD-10 codes M00-M99). Several
countries used different codes for MSK deaths which was
taken into account in extracting the data. Due to low
number of MSK deaths, we only included countries with
more than one million population in 2010. In total, 58
countries (United Kingdom included as three countries:
England & Wales, Northern Ireland, and Scotland) had re-
quired data for our analysis and were included. The appli-
cation of ICD revisions varied across countries during the
study period (Additional file 1: Table S1).

While there were no missing data for 49 countries, in 9
countries missing data points ranged from one in
Kazakhstan and Dominican Republic to 6 in Panama
resulting in a total of 42 missing values out of 3016 sex-
country-year data points. Missing values were imputed
using multiple imputation (10 imputations) applying Pois-
son regression model adjusted for year, sex, age group,
and ICD revision with population as exposure (number of
deaths was used as dependent variable). Population data
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by sex and age were obtained from the United Nations
Population Prospects database (http://esa.un.org/unpd/
wpp/). Moreover, we grouped these countries in 10 re-
gions according to the United Nations Statistics Division
(http://unstats.un.org/unsd/methods/m49/m49regin.htm):
Asia (n=7), Eastern Europe (n=8), Northern Europe
(n=11), Southern Europe (n = 6), Western Europe (n =6),
Caribbean (# = 4), Central America (n = 4), South America
(n = 8), North America (# = 2), and Oceania (n = 2).

Trend analysis

We computed age-standardized mortality rates per mil-
lion population by means of direct standardization using
the WHO Reference Population [15]. Age-standardized
rates per million population were calculated for each
country/region and year for each sex. We also computed
women to men age-standardized rate ratio and its 95%
confidence interval (CI). The percent change was calcu-
lated as the difference between the rate of 1986 and
2011 divided by the rate of 1986.

Temporal trends in age-standardized mortality rate
were analyzed by joinpoint regression using the Join-
point Regression Program version 4.2.0.2 from the Sur-
veillance Research Program of the US National Cancer
Institute (http://surveillance.cancer.gov/joinpoint). Join-
point regression identifies points with a significant
change in trend (“joinpoints”) and determined linear
trends between joinpoints. In the software a series of
permutation tests is applied to compute the number of
joinpoints to best fit the data [16]. For each joinpoint an
annual percentage change (APC) is estimated by fitting a
regression line to the natural logarithm of the age-
standardized rates, using calendar year as a predictor.
The average annual percent change (AAPC) as the
weighted average of APCs was computed to provide a
summary measure of the trend for the whole time period
[17]. Since recent trends are possibly the best predictor
of mortality rates in coming years and also to avoid
biases caused by differences in ICD revision, we add-
itionally computed the percentage changes and AAPCs
for period 2001-2011.

Between-country disparity

We used between-country variance (BCV) to examine the
trend in absolute between-country disparity in MSK mortal-
ity. The BCV was calculated using following formula [18].

/ 2
BCV = py(y#)
=1

Where p; is country j’s proportion of the total popula-
tion, y is country js age-standardized MSK mortality
rate, and p is the pooled age-standardized MSK mortal-
ity rate of all countries.
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Gini coefficient was used for examining changes in
relative between-country disparities. Gini coefficient is a
commonly used disparity measure [18] and is based on
the Lorenz curve which plots the cumulative share of
population ranked by health variable, in an increasing
order, against the cumulative share of health variable.
The Gini coefficient is equal to twice the area between
the Lorenz curve and diagonal. Its value ranges from 0
(perfect equality) to one (maximum possible inequality).

Decomposition analysis

We decomposed the drivers of changes in the number
of MSK deaths between 1986 and 2011 into three com-
ponents using two counterfactual scenarios [19]: 1)
population growth scenario using the number of popula-
tion in 2011 and the age-sex structure and MSK death
rates in 1986, 2) population growth and aging scenario
using the number of population and the age-sex struc-
ture in 2011 and MSK death rates in 1986. Difference
between the actual number of deaths in 1986 and those
estimated from the population growth scenario is the
change due to population growth. The difference be-
tween the population growth scenario and population
growth and aging scenario is the change due to popula-
tion aging. The difference between the actual number of
deaths in 2011 and the population growth and aging sce-
nario is the change due to epidemiologic changes. The
epidemiologic changes are changes in the age-, sex-, and
cause-specific rates of death and include all changes in
mortality that cannot be explained by population growth
and aging. The actual change in the number of deaths
between 1986 and 2011 is equal to the net change in
these three components.

Results

Number of deaths and proportion of all causes deaths

In total, 192 666 069 men and 177 582 994 women died
in 58 countries during 1986-2011, of these 419 848 men
and 956 011 women died with MSK as underlying cause.
About 70 and 75% of all MSK deaths were observed in
men and women aged 65 years and older, respectively. On
average, MSK deaths constituted 0.22% (ranging from
0.02% in Romania to 0.48% in Spain) and 0.54% (ranging
from 0.05% in Romania to 1.28% in Spain) of all-cause
deaths among men and women, respectively. Among
men, MSK deaths increased from 11861 deaths in 1986
(0.18% of all-cause deaths) to 22380 deaths in 2011 (0.28%
of all-cause deaths, Additional file 2: Figure S1), represent-
ing an increase of 89% (ranging from 85.3% reduction in
Romania to 2600% increase in Greece). Among women,
MSK deaths increased from 28 272 in 1986 (0.46% of all-
cause deaths) to 44 652 in 2011 (0.61% of all-cause
deaths), corresponding to an increase of 58% (ranging
from 71.9% reduction in Romania to 552.9% increase in
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Greece). Across regions, the highest reduction in the
number of MSK deaths between 1986 and 2011 was seen
in Eastern Europe for men and in Northern Europe for
women. South America had the highest increases in the
number of MSK deaths for both sexes.

Age-standardized mortality rate

The pooled age-standardized MSK mortality rates were
17.7 and 26.5 deaths per million person-years among
men and women, respectively (women to men rate ratio
of 1.5). The mean MSK mortality rates ranged from 2.6
deaths per million person-years in Romania to 45.3 in
Trinidad and Tobago for men, and from 4.4 in Bulgaria
to 68.9 in Trinidad and Tobago for women (Fig. 1). In
all countries but Guatemala and Greece, women had sta-
tistically significantly higher MSK mortality rate than
men (Additional file 1: Table S2). Among regions, the
highest and lowest MSK mortality rates for both sexes
were observed in Central America and Eastern Europe,
respectively (Additional file 3: Figure S2).

The mean MSK mortality rate increased from 17.2
deaths per million person-years in 1986 to 18.1 in 2011
for men, representing a 5.3% increase (ranging from an
86% reduction in Panama to a 1325% increase in Greece
with a median of 7.3% increase, Table 1). Mortality reduc-
tions of 25% or more were observed in 13 countries, while
increases of 25% or more were seen in 25 countries. The
absolute change in MSK mortality rate ranged from about
50 less deaths per million person-years in Guatemala to
about 19.5 more deaths in Greece between 1986 and
2011. Across regions, the highest MSK mortality decline
was observed in Central America (28% reduction) and the
highest increase in Caribbean (58% increase). Between
1986 and 2011, age-specific MSK mortality rate declined
in men 0-19 years and 65-74 years and increased in all
other age groups (Fig. 2).

For women, the mean MSK mortality rate declined
from 26.6 deaths per million person-years in 1986 to
25.1 in 2011, representing a 5.6% reduction (ranging
from a 76.5% reduction in Singapore to a 233% increase
in Greece with a median of 9.0% reduction). Mortality
decreases of 25% or more were observed in 19 countries,
while corresponding increase were seen in 14 countries.
The absolute change ranged from 30.5 less MSK deaths
per million person-years in England & Wales to about
34 more deaths in Colombia between 1986 and 2011.
Across regions, the highest MSK mortality decline was
seen in Northern Europe (41.1% reduction) and the
highest increase in South America (40.5% increase).
Age-specific MSK mortality rates declined in most age
groups with the highest decline and increase for 0-9
years and 25-29 years age groups, respectively.

In 39 out of 58 countries women experienced more
favorable changes (ie., either more reductions or less
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Fig. 1 The mean age-standardized musculoskeletal disorders mortality rates per million person-years, 1986-2011

increases) compared with men. In addition, the absolute
differences in MSK mortality between women and men de-
clined from 9.4 deaths per million person-years in 1986 to
6.9 deaths in 2011. Corresponding women to men rate ratio
(95% CI) declined from 1.54 (1.51 to 1.58) to 1.38 (1.36 to
1.40) during the same period. Moreover, in 15 out of 18 age
groups, women experienced more favorable changes in
age-specific MSK mortality rates compared with men.

Joinpoint Regression analysis

The pooled MSK mortality rate decreased between 1986
and 1997, then increased during 1997-2001 and again
decreased thereafter in both sexes (with lower rate of in-
crease and higher rate of decrease for women compared
with men, Table 1 and Fig. 3). Moreover, while the trend
for whole period revealed statistically non-significant an-
nual changes during 1986-2011 (0.2% annual increase
and 0.3% annual decrease for men and women, respect-
ively), the recent trend (2001-2011) showed a statisti-
cally significant reduction of 0.3% and 1.2% per year
among men and women, respectively. However, there
were substantial between-country variations in temporal
trend (Additional file 4: Figure S3 and Additional file 1:
Table S3). During 1986-2011, the highest annual reduc-
tion was observed in Romania and highest annual in-
crease in Greece for both sexes. On the other hand,
during the most recent decade the highest reduction was
observed among women in Republic of Moldova (9.9%
annual reduction) and the highest increase among men
in Czech Republic (15.0% annual increase).

Between-country disparities

The between-country variance in MSK mortality declined
from 131.4 and 207.2 death per million person-years in
1986 to 73.3 and 181.6 in 2011 among men and women,
respectively (Fig. 4). In all study years, the magnitude of
the between-country variance was higher among women
compared with men. The relative between-country dispar-
ity measured by Gini coefficient declined from 0.33 and
0.28 in 1986 to 0.25 and 0.26 in 2011 among men and
women, respectively. While during 1986-1999, the magni-
tude of relative between-country disparities were higher
among men compared with women, there were lower dis-
parities among men thereafter.

Decomposition analysis of the number of MSK deaths
In 2011, the number of MSK deaths increased by 67%
compared to 1986 and this was mainly due to popula-
tion aging (Fig. 5). In six regions the number of MSK
deaths increased due to population growth and aging
and declined due to epidemiologic changes, but only in
Northern Europe this led to an actual decline in the
number of MSK deaths. In Eastern Europe the combin-
ation of increase in the number of MSK deaths due to
aging population and declines due to population growth
and epidemiologic changes translated into a 9% reduc-
tion in the number of MSK deaths. In Caribbean, South
America, and North America number of MSK deaths
due to all three components increased.

Across countries, the number of MSK deaths due to
population growth, aging and epidemiologic changes
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Fig. 2 Percent change in age-specific musculoskeletal mortality rates per million person-years between 1986 and 2011

increased in 26 countries (Additional file 1: Table S4).
In twenty countries despite the declines due to popu-
lation growth (4 countries) or epidemiologic change
(16 countries), the total number of MSK deaths
increased between 1986 and 2011. A total of 12 co-
untries presented reductions in the total number of
MSK deaths which caused due to either epidemiologic
change (Singapore, Poland, Finland, England & Wales,
Guatemala, and Panama) or population growth (Estonia) or
both (Republic of Moldova, Romania, Russian Federation,
Ukraine, and Lithuania).

Discussion

From 1986 to 2011, on average across all countries, the
total number of MSK deaths and its proportion from all-
cause deaths increased in both sexes and this increase
was mainly due to population aging. In addition, the
age-standardized MSK mortality rate increased by 5.3%
in men and declined by 5.6% in women during the same
period. Although more women died from MSK compared
with men, women experienced more favorable changes
during the study period. While there were substantial rela-
tive and absolute disparities in MSK mortality between
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Fig. 3 Temporal trend in age-standardized musculoskeletal mortality rates across regions, 1986-2011. Footnote: Symbols display observed values
and solid lines show fitted values from joinpoint regression
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Fig. 4 Changes in absolute and relative between-country disparities in musculoskeletal disorders mortality rate over time, stratified by sex

J
countries, these disparities have declined over time with We found substantial variations between regions/coun-
more profound reduction among men. tries not only in level of MSK deaths but also in temporal

The total number of MSK deaths increased due to  changes of MSK deaths. For example, MSK deaths in-
population growth and aging without a significant reduc-  creased in Southern Europe, Caribbean, Central America,
tion due to epidemiologic changes. Across regions while and South America over recent decade. Differences be-
MSK deaths due to epidemiologic changes declined in  tween regions/countries in availability and access to treat-
most regions, these reductions led to actual reductions in  ments, socioeconomic status, prevalence of MSK risk
MSK deaths only in Eastern and Northern Europe. These  factors including obesity, epidemiology of disease, quality
findings highlight importance of these demographic forces  of vital registration, and cause of death certification in-
particularly aging in MSK deaths which should be taken cluding transition from paper to electronic certification
into account by health policy-makers. It should be noted and from manual to automated coding system might par-
that changes in ICD revision and quality of vital reg- tially explain these disparities. Moreover, previous studies
istrations are included in epidemiologic changes and reported racial disparities in prevalence of musculoskeletal
might partly offset reductions due to other epidemiologic ~ disorders and access to treatment which might partially
changes including improvement in MSK management. explain the observed disparities in our study [20-22].

1 Change due to population growth ® Change due to population aging ® Change due to epidemiologic changes
120

100
8
6
4

2

-20

Percentage change due to each component
(=] =] (=] S (=]
I |
|
=
!
I
i
=
|
i
S
i 1
S
]
S
L
§ |

40

-60

o3 P o Y L 4 o yd ol g
& & K X S & & & & & &
& v $ S S s & & & & &
S < < < < & $ § $ &
§ Q& & & & > . A h o4
S & & & $ < > ® >
v & & S & &£ S S
<F e@ C)0\) Q7 ol = =

Fig. 5 Percent change in number of musculoskeletal disorders deaths due to population growth, population aging, and epidemiologic
changes, 1986-2011




Kiadaliri et al. BMC Musculoskeletal Disorders (2017) 18:62

Furthermore, although both relative and absolute
between-country disparities have declined over time still
substantial disparities are present. This is particularly of
concern among women where compared with men the
relative inequality slightly declined between 1986 and
2011 (5% reduction among women vs. 24% reduction
among men). It should be noted that the observed dispar-
ity in recent decade cannot be attributed to between-
country differences in ICD revision since many countries
(46 out of 58 countries) were applying the same ICD revi-
sion during 2001-2011. Further analyses are required to
investigate these disparities in more details.

The observed increases in pooled MSK mortality rates
during 1997-2001 are possibly due to the introduction
of ICD-10 coding system in many countries (most coun-
tries introduced ICD-10 between 1995 and 2001) consid-
ering that a ICD-10 to ICD-9 comparability ratio greater
than 1 have been reported for MSK deaths [23-25].
While not case for all countries but we observed a jump
in MSK mortality rates in many countries in early years
of introducing ICD-10 revision. This suggests that taking
the impact of ICD-10 introduction into account would
be associated with a steady reduction in pooled MSK
mortality rates over the whole study period. Global focus
on MSK particularly since endorsement of the Bone and
Joint Decade 2000—2010 [26] by the United Nations and
the WHO might partly explain observed reduction in
MSK mortality rate. Moreover, new interventions par-
ticularly the biologic agents for RA, emergence of new
imaging technologies, and advances in the rapid surgical
procedures substantially changed the clinical manage-
ment of patients and might partially explain the ob-
served declining trend in MSK mortality rates [2]. This
decline in mortality rate alongside population aging
imply potential increases in burden of MSK in coming
years and health policy-makers should be aware of this.
Several strategies has been suggested in response to this
expected increase in burden of MSK including raising
patients’ awareness about importance of a healthy life
style, raising awareness of health professionals through
providing adequate training in MSK, early diagnosis and
treatment of MSK, improving access to MSK therapies
including rehabilitation, implementation of integrated
and patient-centred multi-disciplinary models of care,
and delivery of primary prevention initiatives at a popu-
lation level [6, 27-29].

Almost in all countries women had higher MSK mor-
tality rate compared with men. Several explanations have
been suggested for this sex disparity including higher
prevalence of MSK among women, sex differences in
biological and hormonal factors, in severity and remis-
sion from MSK, in access and responses to treatments,
and in susceptibility developing other complications
such as cardiovascular disease [30-35]. While sex
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disparity in MSK mortality declined over the study
period, substantial effort and resources are required to
close the observed gap. For example, if we naively as-
sume that men will continue to have an annual reduc-
tion of 0.3% observed in 2001-2011 until 2025, then the
annual reduction among women should be doubled
(from 1.2 to 2.6%) to close sex disparity in MSK mortal-
ity rate by 2025.

In interpreting the results of the current study, several
limitations should be considered. First, MSK are under-
reported as underlying cause of deaths on death certifi-
cates and the degree of underreporting might vary
between time and space that could bias our findings.
Similarly, there are between country/time variations in
presence of errors or incompleteness in death certificates
which might bias our results. Second, changes in the
death certification, coding process over time (e.g., a tran-
sition from paper to electronic certification, from man-
ual to automated coding system, from ICD-9 to ICD-10)
might bias the results of mortality trends. For example,
considering a ICD-10 to ICD-9 comparability ratio
above 1, our estimates for countries with declining
trends are possibly an underestimation of the magnitude
of the true trend, and for countries with increasing trend
our estimates could be either an overestimation of the
magnitude of the true trend or a bias in direction of
change. However, without knowing the country-specific
comparability ratios it is hard to quantify the size of
biases in our estimations. Furthermore, it should be
noted that this differences in ICD revision could not ac-
count for the observed disparities in most recent decade
since most countries were applying ICD-10 revision over
this period. Third, due to lack of data we were not able
to investigate mortality of MSK subcategories. For ex-
ample, only 29 (mostly European countries) out of 58
countries had the required data on mortality of RA over
the study period (in these countries RA constituted 22%
of all MSK deaths). Fourth, the countries included in
our study were mainly upper-middle and high income
countries with a reliable vital registration system and
available data on WHO mortality database and therefore
our results might not be generalizable to lower-middle
and low income countries. Fifth, the small number of
deaths in some countries might have limited the power
of our study to detect significant joinpoints over the
study period. In addition, direct age-standardization
method used in the study is sensitive to small number of
events and the results for countries with low number of
events should be interpreted with caution. It also should
be noted that the WHO standard population was devel-
oped in 2001 and might not reflect demographic
changes occurred since 2001. Furthermore, the disparity
measures applied in the study are sensitive to outliers
and cannot capture socioeconomic gradient in MSK
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mortality. Sixth, this is a descriptive aggregate-level study
and no causal inferences should be made from the find-
ings. Despite these limitations, to our best knowledge, this
is the first study to investigate temporal trend and
between-country disparities in MSK mortality across a
large number of countries. The results of the current
study might provide useful insights on epidemiological
status of MSK and can be used by policy-makers in plan-
ning MSK management at both national and global level.

Conclusion

The total number of MSK deaths and its proportion
from all-cause deaths increased between 1986 and 2011
and this was mainly due to population aging. On the
other hand, taking the potential impact of ICD-10 revi-
sion into account, the pooled mean age-standardized
MSK mortality rate declined over the study period with
a more favorable reduction among women. The highest
MSK mortality rates were observed in Central America
and the lowest in Eastern Europe. Between 1986 and
2011, the highest reduction in MSK mortality rate was
observed in women in Northern Europe and the highest
increase in men in Caribbean. Increases in MSK mo-
rtality rates in Southern Europe, Caribbean, Central
America, and South America during most recent decade
require further actions. Further investigations are re-
quired to explain substantial absolute and relative dis-
parities in MSK mortality rate and its temporal trend
between sexes, countries, and regions.

Additional files

Additional file 1: Excel file including all supplementary tables. (XLSX 41 kb)

Additional file 2: Figure S1. Proportion of musculoskeletal disorders
deaths from all-cause deaths 1986-2011, stratified by sex. (TIFF 578 kb)

Additional file 3: Figure S2. The mean age-standardized musculoskeletal
disorders mortality rates per million person-years by sex and region,
1986-2011. (TIFF 483 kb)

Additional file 4: Figure S3. Temporal trend in age-standardized
musculoskeletal mortality rates by sex and country, 1986-2011. Footnote:
Symbols display observed values and solid lines show fitted values from joinpoint
regression. Vertical line shows the year of the introduction of ICD-10 revision.
(PDF 156 kb)

Abbreviations

AAPC: Average annual percent change; APC: Annual percent change;

BCV: Between-country variance; Cl: Confidence interval; ICD: International
Classification of Diseases; MSK: Musculoskeletal disorders; WHO: World Health
Organization

Funding

This work was supported by Greta and Kocks Foundation, Crafoord
Foundation, the Swedish Research Council, the Faculty of Medicine Lund
University, Governmental Funding of Clinical Research within National Health
Service (ALF) and Region Skane. The funding sources had no influence on
the study design, collection, analysis and interpretation of data, in the
writing the manuscript, or in the decision to submit the manuscript for
publication.

Page 11 of 12

Availability of data and materials
All relevant raw data are freely available from the WHO mortality database
(http//www.who.int/healthinfo/mortality_data/en/).

Authors’ contributions

AAK participated in the design, analysis, and interpretation of results and
drafting the manuscript. ADW & ME participated in interpretation of results,
and revision of the manuscript for important intellectual content. All authors
approved the final manuscript.

Competing interests
ADW is a member of the Editorial Board of BMC Musculoskeletal Disorders.
The other authors declare that they have no conflict of interest.

Consent to publication
Not applicable.

Ethics approval and consent to participate
Not applicable (publicly available data were used).

Author details

1Departmem of Clinical Sciences Lund, Lund University, Faculty of Medicine,
Orthopaedics, Skane University Hospital, Clinical Epidemiology Unit,
Klinikgatan 22, SE-221 85 Lund, Sweden. Bone and Joint Research Group,
The Knowledge Spa, Royal Cornwall Hospital, Truro, UK. *Clinical
Epidemiology Research and Training Unit, Boston University School of
Medicine, Boston, MA, USA.

Received: 11 October 2016 Accepted: 23 January 2017
Published online: 02 February 2017

References

1. Woolf AD, Vos T, March L. How to measure the impact of musculoskeletal
conditions. Best Pract Res Clin Rheumatol. 2010;24(6):723-32.

2. Choong P, Brooks P. Achievements during the Bone and Joint Decade
2000-2010. Best Pract Res Clin Rheumatol. 2012;26(2):173-81.

3. GBD 2015 Disease and Injury Incidence and Prevalence Collaborators.
Global, regional, and national incidence, prevalence, and years lived with
disability for 310 diseases and injuries, 1990-2015: a systematic analysis for
the Global Burden of Disease Study 2015. Lancet. 2016;388(10053):1545-602.

4. GBD 2015 DALYs and HALE Collaborators. Global, regional, and national
disability-adjusted life-years (DALYs) for 315 diseases and injuries and
healthy life expectancy (HALE), 1990-2015: a systematic analysis for the
Global Burden of Disease Study 2015. Lancet. 2016;388(10053):1603-58.

5. March L, Smith EU, Hoy DG, Cross MJ, Sanchez-Riera L, Blyth F, Buchbinder
R, Vos T, Woolf AD. Burden of disability due to musculoskeletal (MSK)
disorders. Best Pract Res Clin Rheumatol. 2014;28(3):353-66.

6. Briggs AM, Cross MJ, Hoy DG, Sanchez-Riera L, Blyth FM, Woolf AD, March L.
Musculoskeletal Health Conditions Represent a Global Threat to Healthy
Aging: A Report for the 2015 World Health Organization World Report on
Ageing and Health. Gerontologist. 2016;56 Suppl 2:5243-55.

7. Dadoun S, Zeboulon-Ktorza N, Combescure C, Elhai M, Rozenberg S, Gossec
L, Fautrel B. Mortality in rheumatoid arthritis over the last fifty years:
systematic review and meta-analysis. Joint Bone Spine. 2013;80(1):29-33.

8. Nuesch E, Dieppe P, Reichenbach S, Williams S, Iff S, Juni P. All cause and
disease specific mortality in patients with knee or hip osteoarthritis:
population based cohort study. BMJ. 2011;342:d1165.

9. Widdifield J, Bernatsky S, Paterson JM, Tomlinson G, Tu K, Kuriya B, Thorne
JC, Pope JE, Hollands S, Bombardier C. Trends in Excess Mortality Among
Patients With Rheumatoid Arthritis in Ontario, Canada. Arthritis Care Res
(Hoboken). 2015,67(8):1047-53.

10.  Veronese N, Cereda E, Maggi S, Luchini C, Solmi M, Smith T, Denkinger M,
Hurley M, Thompson T, Manzato E, et al. Osteoarthritis and mortality: A
prospective cohort study and systematic review with meta-analysis. Semin
Arthritis Rheum. 2016:46(2):160-7.

11, Kiadaliri AA, Englund M. Mortality with musculoskeletal disorders as
underlying cause in Sweden 1997-2013: a time trend aggregate level study.
BMC Musculoskelet Disord. 2016;17(1):163.

12. Barnabe C, Martin BJ, Ghali WA. Systematic review and meta-analysis: anti-
tumor necrosis factor alpha therapy and cardiovascular events in
rheumatoid arthritis. Arthritis Care Res (Hoboken). 2011;63(4):522-9.


dx.doi.org/10.1186/s12891-017-1428-1
dx.doi.org/10.1186/s12891-017-1428-1
dx.doi.org/10.1186/s12891-017-1428-1
dx.doi.org/10.1186/s12891-017-1428-1
http://www.who.int/healthinfo/mortality_data/en/

Kiadaliri et al. BMC Musculoskeletal Disorders (2017) 18:62

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

35.

Greenberg JD, Kremer JM, Curtis JR, Hochberg MC, Reed G, Tsao P, Farkouh ME,
Nasir A, Setoguchi S, Solomon DH, et al. Tumour necrosis factor antagonist use
and associated risk reduction of cardiovascular events among patients with
rheumatoid arthritis. Ann Rheum Dis. 2011;70(4):576-82.

Keyser FD. Choice of Biologic Therapy for Patients with Rheumatoid
Arthritis: The Infection Perspective. Curr Rheumatol Rev. 2011;7(1):77-87.
Ahmad O, Boschi-Pinto C, Lopez A, Murray C, Lozano R, Inoue M. Age
standardization of rates: a new WHO standard. Geneva: In. World Health
Organization; 2001.

Kim HJ, Fay MP, Feuer EJ, Midthune DN. Permutation tests for joinpoint
regression with applications to cancer rates. Stat Med. 2000;19(3):335-51.
Clegg LX, Hankey BF, Tiwari R, Feuer EJ, Edwards BK. Estimating average
annual per cent change in trend analysis. Stat Med. 2009;28(29):3670-82.
Harper S, Lynch J. Measuring health inequalities. In: Oakes JM, Kaufman JS,
editors. Methods in Social Epidemiology. USA: John Wiley & Sons; 2006.
Roth GA, Forouzanfar MH, Moran AE, Barber R, Nguyen G, Feigin VL,
Naghavi M, Mensah GA, Murray CJ. Demographic and epidemiologic drivers
of global cardiovascular mortality. N Engl J Med. 2015;372(14):1333-41.
Greenberg JD, Spruill TM, Shan Y, Reed G, Kremer JM, Potter J, Yazici Y,
Ogedegbe G, Harrold LR. Racial and ethnic disparities in disease activity in
patients with rheumatoid arthritis. Am J Med. 2013;126(12):1089-98.
Barbour KE, Helmick CG, Theis KA, Murphy LB, Hootman JM, Brady TJ,
Cheng YJ. Prevalence of doctor-diagnosed arthritis and arthritis-attributable
activity limitation-United States, 2010-2012. MMWR Morb Mortal Wkly Rep.
2013,62(44):869-73.

Ibrahim SA. Racial variations in the utilization of knee and hip joint
replacement: an introduction and review of the most recent literature. Curr
Orthop Pract. 2010,21(2):126-31.

Geran L, Tully P, Wood P, Thomas B. Comparability of ICD-10 and ICD-9 for
Mortality Statistics in Canada. In. Ontario, Canada: Statistics Canada. 2005.
Office for National Statistics. Comparability Ratios for major causes of death,
by sex, England and Wales. (Available at: http://webarchive.nationalarchives.
gov.uk/20160105160709/http://www.ons.gov.uk/ons/guide-method/
classifications/international-standard-classifications/icd-10-for-mortality/
comparability-ratios/indexhtml). Accessed 26 May 2016.

Australia Bureau of Statistics. Comparability of statistics over time. (Available
at: http://www.abs.gov.au/ausstats/abs@.nsf/Previousproducts/3303.
0Appendix12007?opendocument&tabname=Notes&prodno=3303.0&issue=
2007&num=8&view=). Accessed 26 May 2016.

Woolf AD. The bone and joint decade 2000-2010. Ann Rheum Dis.
2000,59(2):81-2.

Mody GM, Brooks PM. Improving musculoskeletal health: global issues. Best
Pract Res Clin Rheumatol. 2012;26(2):237-49.

Al Maini M, Adelowo F, Al Saleh J, Al Weshahi Y, Burmester GR, Cutolo M, Flood J,
March L, McDonald-Blumer H, Pile K, et al. The global challenges and
opportunities in the practice of rheumatology: white paper by the World Forum
on Rheumatic and Musculoskeletal Diseases. Clin Rheumatol. 2015;34(5):819-29.
Speerin R, Slater H, Li L, Moore K, Chan M, Dreinhofer K, Ebeling PR, Willcock
S, Briggs AM. Moving from evidence to practice: Models of care for the
prevention and management of musculoskeletal conditions. Best Pract Res
Clin Rheumatol. 2014;28(3):479-515.

Smith E, Hoy DG, Cross M, Vos T, Naghavi M, Buchbinder R, Woolf AD, March L.
The global burden of other musculoskeletal disorders: estimates from the
Global Burden of Disease 2010 study. Ann Rheum Dis. 2014;73(8):1462-9.
Cross M, Smith E, Hoy D, Nolte S, Ackerman |, Fransen M, Bridgett L,
Williams S, Guillemin F, Hill CL, et al. The global burden of hip and knee
osteoarthritis: estimates from the global burden of disease 2010 study. Ann
Rheum Dis. 2014;73(7):1323-30.

Cross M, Smith E, Hoy D, Carmona L, Wolfe F, Vos T, Williams B, Gabriel S,
Lassere M, Johns N, et al. The global burden of rheumatoid arthritis:
estimates from the global burden of disease 2010 study. Ann Rheum Dis.
2014;73(7):1316-22.

Kvien TK, Uhlig T, Odegard S, Heiberg MS. Epidemiological aspects of
rheumatoid arthritis: the sex ratio. Ann N 'Y Acad Sci. 2006;1069:212-22.
Forslind K, Hafstrom I, Ahlmen M, Svensson B, Group BS. Sex: a major predictor
of remission in early rheumatoid arthritis? Ann Rheum Dis. 2007,66(1):46-52.
Veronese N, Trevisan C, De Rui M, Bolzetta F, Maggi S, Zambon S,
Musacchio E, Sartori L, Perissinotto E, Crepaldi G, et al. Association of
Osteoarthritis With Increased Risk of Cardiovascular Diseases in the Elderly:
Findings From the Progetto Veneto Anziano Study Cohort. Arthritis
Rheumatol. 2016,68(5):1136-44.

Page 12 of 12

Submit your next manuscript to BioMed Central
and we will help you at every step:

* We accept pre-submission inquiries

e Our selector tool helps you to find the most relevant journal

* We provide round the clock customer support

e Convenient online submission

* Thorough peer review

e Inclusion in PubMed and all major indexing services

e Maximum visibility for your research

Submit your manuscript at

www.biomedcentral.com/submit () BiolVled Central



http://webarchive.nationalarchives.gov.uk/20160105160709/http://www.ons.gov.uk/ons/guide-method/classifications/international-standard-classifications/icd-10-for-mortality/comparability-ratios/index.html
http://webarchive.nationalarchives.gov.uk/20160105160709/http://www.ons.gov.uk/ons/guide-method/classifications/international-standard-classifications/icd-10-for-mortality/comparability-ratios/index.html
http://webarchive.nationalarchives.gov.uk/20160105160709/http://www.ons.gov.uk/ons/guide-method/classifications/international-standard-classifications/icd-10-for-mortality/comparability-ratios/index.html
http://webarchive.nationalarchives.gov.uk/20160105160709/http://www.ons.gov.uk/ons/guide-method/classifications/international-standard-classifications/icd-10-for-mortality/comparability-ratios/index.html
http://www.abs.gov.au/ausstats/abs@.nsf/Previousproducts/3303.0Appendix12007?opendocument&tabname=Notes&prodno=3303.0&issue=2007&num=&view
http://www.abs.gov.au/ausstats/abs@.nsf/Previousproducts/3303.0Appendix12007?opendocument&tabname=Notes&prodno=3303.0&issue=2007&num=&view
http://www.abs.gov.au/ausstats/abs@.nsf/Previousproducts/3303.0Appendix12007?opendocument&tabname=Notes&prodno=3303.0&issue=2007&num=&view

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Data sources
	Trend analysis
	Between-country disparity
	Decomposition analysis

	Results
	Number of deaths and proportion of all causes deaths
	Age-standardized mortality rate
	Joinpoint Regression analysis
	Between-country disparities
	Decomposition analysis of the number of MSK deaths

	Discussion
	Conclusion
	Additional files
	Abbreviations
	Funding
	Availability of data and materials
	Authors’ contributions
	Competing interests
	Consent to publication
	Ethics approval and consent to participate
	Author details
	References

