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Introduction

Osteoporosis is defined as “a systemic skeletal disease charac-
terized by low bone mass and deterioration of the
microarchitecture of bone tissue with a consequent increase in
bone fragility and susceptibility to fracture” [1]. It is the most
common bone disease in humans [2], with symptoms not pre-
senting until the onset of complications, occurring mainly in
older age groups [3]. Metabolic or hormonal problems, ageing,
genetic predisposition, ethnicity, systemic inflammatory

response syndrome, low physical activity, smoking and vitamin
D deficiency [4], among others, are identified as the main risk
factors for its development.

Different studies place the prevalence of the disease in the
world as one of the main challenges to public health. The work
of Wade et al. (2014) [5] suggests that approximately 24 to 49
million people aged 50 and over in the USA, Canada, France,
Germany, Italy, Spain, the UK, Japan and Australia had oste-
oporosis in 2010. In Europe, in 2010, it was estimated that 22
million women and 5.5 million men had osteoporosis [6].

Fragility fractures are the main clinical consequence of
osteoporosis. Defined by the World Health Organization as
“a fracture caused by an injury that would be insufficient to
fracture a normal bone; the result of reduced resistance to
compression and/or torsion of the bone” [7], currently, fragil-
ity fractures constitute the main reason for loss of quality of
life for patients with osteoporosis. The scientific literature has
focused mainly on fractures of the hip, spine and wrist [8–14],
although fractures of the humerus, pelvis, rib, distal femur,
tibia and clavicle are also analysed in relation to osteoporosis.
The prevalence and incidence of fractures vary greatly
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depending on the geographic region of study [5, 15–17], and
bone density does not always explain these differences [10].
For example, Cummings andMelton (2002) state that by 2050
there could be as many as 21 million people worldwide with
hip fractures [18]. One of the main challenges at present is the
prevention of secondary fractures [19, 20], as there is a con-
siderably increased probability of new fractures immediately
following the first fracture [21–23].

The increase in life expectancy in the world, and more
particularly in developed countries, has made osteoporosis
and associated fragility fractures of unusual economic interest.
The costs are widely studied in the literature, and especially in
the USA, where different studies were carried out in the 1980s
and 1990s to evaluate the cost of osteoporosis [24–27].
Johnell’s work (1997) [28] estimated that by 1990 the cost
of hip fractures worldwide amounted to 34,900million dollars
(34.9 US billion dollars), with an approximate cost per patient
of 21,000 dollars for the first year, and projected worldwide
costs of 131,500 million dollars (131.5 US billion dollars) for
the year 2050. Burge et al. (2007) [29] estimated the costs of
fragility fractures in 2005 for the USA to be 16,916 million
dollars (16.91 US billion dollars), projecting expenditure
would rise to 25,268 million dollars (25.26 US billion dollars)
for the year 2025. In Europe, Ström et al. (2011) [30] carried
out an extensive study of costs for Germany, France, Italy,
Spain, the UK and Sweden for the year 2010, not only
analysing the cost of fractures but also the value of lost
QALYs, bringing the total cost for the six countries to
77,700 million Euros (77.7 US billion Euros). In line with
the aforementioned study, but across the 27 countries in the
European Union, Hernlund et al. (2013) [6], also for the year
2010, puts the figure for the whole of the European Union at
97,778 million Euros (97.77 US billion Euros), a figure which
includes the value of QALYs and projects expenditure, by
2025, would reach 120,000 million Euros (120 US billion
dollars) in Europe.

Depending on the methodology, each study addresses dif-
ferent costs of osteoporosis and fragility fractures in particular
and can come to different consequences (see Table 1). It
should be noted however that very few address the analysis
of the indirect and/or social costs of the disease which are
generally understood as those linked to absenteeism [31, 32]
or productivity losses [33] due to injury, instead of those based
essentially on direct costs.

The aim of this work is to review the scientific studies on
the indirect and/or social costs of fragility fractures, through a
review of the literature available on the main databases.

Method

A systematic review is based on the following [34, 35]: (a) the
best scientific evidence, (b) rigour in the quality criteria of the Ta
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selected publications, (c) focusing on a delimited question that
corresponds to a real problem and (d) being exhaustive; the
aim is to locate as many studies on the subject as possible. The
systematic method seeks to eliminate biases in the selection of
articles.

In order to meet the above criteria, (a) only articles based
on humans, published in journals, articles or reviews that fol-
low the peer review procedure – peer reviewed – have been
selected; (b) only articles based on empirical studies (or re-
views thereof) published in English or Spanish have been
selected; (c) only papers that clearly deal with indirect and/
or social costs have been selected; and (d) the main databases
have been reviewed with the most relevant search criteria and
keywords, and those documents that do not meet the selection
criteria, or were repeated in different searches within a data-
base or on different databases (see Fig. 1), have been progres-
sively eliminated.

In this case, the research question is: What are the indirect
or social costs of fragility fractures in terms of their typology?

The sources of information and review were the most
relevant bibliographic databases for literature on health
economics: Cochrane, Scopus and Pubmed. No reviews
were found in a Cochrane search. The selected search
period is from 1998 to 2019. Searches were conducted
from 1 to 22 June 2019.

Studies were selected in an iterative process (see Fig. 1).
After the initial findings, and applying this selection criteria,
works that were best suited to answer the research question
were selected.

The keywords used for the first search (see Fig. 1, Phase I)
were the following: “Fragility”, “Fragility Fracture”, “Indirect
costs”, “Social Costs”, “Osteoporosis”, “Hip Fracture”,
“Dependency” and “Burden”. The articles found the search
threads, and the number of references found can be found in
Tables 2 and 3. The Boolean operators used between key-
words were always AND. In the case of “indirect costs” and
“social costs,” it was always OR.

Phase I identified and obtained articles that had the search
terms in their title, abstract or keywords. In phase II, all articles
that were repeated in the different search sequences, or in
more than one database, were eliminated so that only individ-
ual articles remained.

In phase III, the studies to be reviewed were determined. In
phase IV, the titles and abstracts which refer to indirect cost
studies were classified, although those dealing with direct
costs were more numerous. Since the objective of the review
focuses on studies of indirect or social costs, in phase V, those
that did not include costs of this type were rejected.

In phase VI, a complete reading of the selected articles was
performed. Those that did not meet the criteria of presenting a
methodology of empirical studies, that focused on the cost
analysis of a drug or intervention, that after review were con-
sidered not to be cost studies, did not clearly determine their

data source or did not determine how they had calculated
indirect costs were discarded.

Finally, in phase VII, articles that were identified as an-
swering the research question and had all the quality criteria
that allowed their acceptance, were left and analysed.

Results

After a systematic review of the literature addressing indirect
or social costs related to fragility fractures, it is notable that
primarily most of them are focused essentially on osteoporosis
fractures generically (62.5%), followed by those addressing
multiple fractures and those focusing on hip fractures.
Despite the quality of life consequences that these injuries
cause, only in 7 of the 16 (43.75%) studies that meet the
selection characteristics included analysis measurements on
quality of life. Works that consider the population of the
Mediterranean area are very scarce (if Portugal is included,
because it is on the Iberian Peninsula, there is only one).
Similarly, studies that include some measurements of depen-
dence are very rare (see Table 4).

In 50% of the studies, the analysis of primary data was
chosen, understood as data obtained by researchers through
questionnaires or interviews directly with patients. This is
followed by cases in which data was obtained from existing
databases (31.25%). In two cases (12.5%), there is no empir-
ical data. This is either because it is a simulation using a
Markov model [41] or because it is based on data from other
studies, carried out using the same projections [47].

Profile of the persons on whom the studies are
carried out

The age group on which the studies are centred is, on the
whole, over 50. The average risk at 50 years of age of an
osteoporotic fracture has been estimated between 40 and
50% for women and 13 and 22% for men [51]; however, the
majority of cases occurs between 65 years of age and older.

While in all studies both female and male populations are
studied, injury occurrences are more prevalent in women.
There is however a difference depending on the type of injury.
In one of the included articles [52], in which a review of the
literature was performed, it is stated that forearm injuries occur
five times more in women, while vertebral injuries are also
higher; they do not amount to twice as much in women in
comparison with men.

There are not many studies that include socioeconomic
factors; however, some authors point out the existence of a
greater risk of fractures among people with low family in-
comes and high levels of comorbidity [32].

Osteoporos Int (2020) 31:1205–1216 1207



Fig. 1 Process for the selection of papers

1208 Osteoporos Int (2020) 31:1205–1216



Ta
bl
e
2

K
ey
w
or
ds
,s
ea
rc
h
eq
ua
tio

ns
an
d
re
fe
re
nc
es

fo
un
d
in

Sc
op
us

K
ey
w
or
ds

N
°
R
ef
er
en
ce
s

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

“F
ra
gi
lit
y
F
ra
ct
ur
e”

“I
nd
ir
ec
tc
os
ts
”

“S
oc
ia
lC

os
ts
”

34

S
ea
rc
h
eq
ua
tio

n

(T
IT
L
E
-A

B
S-
K
E
Y
(“
fr
ag
ili
ty
fr
ac
tu
re
”)
A
N
D
T
IT
L
E
-A

B
S-
K
E
Y
(“
In
di
re
ct
co
st
s”
)O

R
T
IT
L
E
-A

B
S
-K

E
Y
(“
S
oc
ia
lc
os
ts
”)
)A

N
D
(L
IM

IT
-T
O
(D

O
C
T
Y
P
E
,“
ar
”)
O
R
L
IM

IT
-T
O
(D

O
C
T
Y
P
E
,“
re
”)
)A

N
D

(L
IM

IT
-T
O
(L
A
N
G
U
A
G
E
,“
E
ng
lis
h”
)
O
R
L
IM

IT
-T
O
(L
A
N
G
U
A
G
E
,“
Sp

an
is
h”
))

K
ey
w
or
ds

N
°
R
ef
er
en
ce
s

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

“F
ra
gi
lit
y
F
ra
ct
ur
e”

“O
st
eo
po
ro
si
s”

“I
nd
ir
ec
tc
os
ts
”

“S
oc
ia
lC

os
ts
”

30

K
ey
w
or
ds

(T
IT
L
E
-A

B
S-
K
E
Y
(“
F
ra
gi
lit
y
fr
ac
tu
re
”)

A
N
D
T
IT
L
E
-A

B
S
-K

E
Y
(“
os
te
op
or
os
is
”)

A
N
D
T
IT
L
E
-A

B
S
-K

E
Y
(“
In
di
re
ct
co
st
s”
)
O
R
T
IT
L
E
-A

B
S
-K

E
Y
(“
S
oc
ia
lc
os
ts
”)
)
A
N
D
(L
IM

IT
-T
O
(D

O
C
T
Y
PE

,
“a
r”
)
O
R
L
IM

IT
-T
O
(D

O
C
T
Y
P
E
,“
re
”)
)
A
N
D
(L
IM

IT
-T
O
(L
A
N
G
U
A
G
E
,“
E
ng
lis
h”
)
O
R
L
IM

IT
-T
O
(L
A
N
G
U
A
G
E
,“
Sp

an
is
h”
))

K
ey
w
or
ds

N
°
R
ef
er
en
ce
s

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

“H
ip

F
ra
ct
ur
e”

O
st
eo
po
ro
si
s

“I
nd
ir
ec
tc
os
ts
”

“S
oc
ia
lC

os
ts
”

38

S
ea
rc
h
eq
ua
tio

n

(T
IT
L
E
-A

B
S-
K
E
Y
(“
hi
p
fr
ac
tu
re
”)
A
N
D
T
IT
L
E
-A

B
S-
K
E
Y
(o
st
eo
po
ro
si
s)
A
N
D
T
IT
L
E
-A

B
S-
K
E
Y
(“
In
di
re
ct
co
st
s”
)
O
R
T
IT
L
E
-A

B
S
-K

E
Y
(“
S
oc
ia
lc
os
ts
”)
)
A
N
D
(L
IM

IT
-T
O
(D

O
C
T
Y
P
E
,“
ar
”)
O
R

L
IM

IT
-T
O
(D

O
C
T
Y
PE

,“
re
”)
)A

N
D
(L
IM

IT
-T
O
(E
X
A
C
T
K
E
Y
W
O
R
D
,“
H
um

an
”)
O
R
L
IM

IT
-T
O
(E
X
A
C
T
K
E
Y
W
O
R
D
,“
O
st
eo
po
ro
si
s”
)O

R
L
IM

IT
-T
O
(E
X
A
C
T
K
E
Y
W
O
R
D
,“
H
ip
Fr
ac
tu
re
”)
O
R

L
IM

IT
-T
O
(E
X
A
C
T
K
E
Y
W
O
R
D
,“
H
um

an
s”
)
O
R
L
IM

IT
-T
O
(E
X
A
C
T
K
E
Y
W
O
R
D
,“
A
rt
ic
le
”)
)
A
N
D
(L
IM

IT
-T
O
(L
A
N
G
U
A
G
E
,“
E
ng
lis
h”
)
O
R
L
IM

IT
-T
O
(L
A
N
G
U
A
G
E
,“
S
pa
ni
sh
”)
)

K
ey
w
or
ds

N
°
R
ef
er
en
ce
s

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

“H
ip

F
ra
ct
ur
e”

F
ra
gi
lit
y

“I
nd
ir
ec
tC

os
ts
”

“S
oc
ia
lC

os
ts
”

21

S
ea
rc
h
eq
ua
tio

n

(T
IT
L
E
-A

B
S-
K
E
Y
(“
H
ip

fr
ac
tu
re
”)

A
N
D
T
IT
L
E
-A

B
S
-K

E
Y
(f
ra
gi
lit
y)

A
N
D
T
IT
L
E
-A

B
S
-K

E
Y
(“
In
di
re
ct
co
st
s”
)
O
R
T
IT
L
E
-A

B
S
-K

E
Y
(“
S
oc
ia
lc
os
ts
”)
)
A
N
D
(L
IM

IT
-T
O
(D

O
C
T
Y
PE

,“
ar
”)

O
R

L
IM

IT
-T
O
(D

O
C
T
Y
PE

,“
re
”)
)A

N
D
(L
IM

IT
-T
O
(E
X
A
C
T
K
E
Y
W
O
R
D
,“
H
um

an
”)
O
R
L
IM

IT
-T
O
(E
X
A
C
T
K
E
Y
W
O
R
D
,“
O
st
eo
po
ro
si
s”
)O

R
L
IM

IT
-T
O
(E
X
A
C
T
K
E
Y
W
O
R
D
,“
H
ip
Fr
ac
tu
re
”)
O
R

L
IM

IT
-T
O
(E
X
A
C
T
K
E
Y
W
O
R
D
,“
Fr
ag
ili
ty

Fr
ac
tu
re
”)
)

K
ey
w
or
ds

N
°
R
ef
er
en
ce
s

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

“F
ra
gi
lit
y
F
ra
ct
ur
es
”

“D
ep
en
de
nc
y”

“I
nd
ir
ec
tc
os
ts
”

“S
oc
ia
lc
os
ts
”

0

S
ea
rc
h
eq
ua
tio

n

(T
IT
L
E
-A

B
S-
K
E
Y
(“
F
ra
gi
lit
y
fr
ac
tu
re
s”
)
A
N
D
T
IT
L
E
-A

B
S-
K
E
Y
(d
ep
en
de
nc
y)

A
N
D
T
IT
L
E
-A

B
S-
K
E
Y
(“
In
di
re
ct
co
st
s”
)
O
R
T
IT
L
E
-A

B
S
-K

E
Y
(“
S
oc
ia
lc
os
ts
”)
)

K
ey
w
or
ds

N
°
R
ef
er
en
ce
s

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d
4

“H
ip

F
ra
ct
ur
e”

F
ra
gi
lit
y

B
ur
de
n

In
di
re
ct
co
st
O
R
S
oc
ia
lc
os
t

13

S
ea
rc
h
eq
ua
tio

n

(T
IT
L
E
-A

B
S-
K
E
Y
(“
H
ip

fr
ac
tu
re
s”
)
A
N
D
T
IT
L
E
-A

B
S-
K
E
Y
(f
ra
gi
lit
y)

A
N
D
T
IT
L
E
-A

B
S
-K

E
Y
(b
ur
de
n)

A
N
D
T
IT
L
E
-A

B
S
-K

E
Y
(“
In
di
re
ct
co
st
s”
)
O
R
T
IT
L
E
-A

B
S
-K

E
Y
(“
S
oc
ia
lC

os
ts
”)
)
A
N
D

(L
IM

IT
-T
O
(D

O
C
T
Y
PE

,“
ar
”)

O
R
L
IM

IT
-T
O
(D

O
C
T
Y
P
E
,“
re
”)
)
A
N
D
(L
IM

IT
-T
O
(L
A
N
G
U
A
G
E
,“
E
ng
lis
h”
)
O
R
L
IM

IT
-T
O
(L
A
N
G
U
A
G
E
,“
S
pa
ni
sh
”)
)

Osteoporos Int (2020) 31:1205–1216 1209



Ta
bl
e
3

K
ey
w
or
ds
,s
ea
rc
h
eq
ui
at
io
ns

an
d
re
fe
re
nc
es

fo
un
d
in

Pu
bM

ed

K
ey
w
or
ds

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

N
°
R
ef
er
en
ce
s

“H
ip

F
ra
ct
ur
e”

O
st
eo
po
ro
si
s

“I
nd
ir
ec
tc
os
ts
”

“S
oc
ia
lC

os
ts
”

34

Se
ar
ch

eq
ua

ti
on

(i
nd
ir
ec
tc
os
t[
T
itl
e/
A
bs
tr
ac
t]
O
R
in
di
re
ct
co
st
s[
T
itl
e/
A
bs
tr
ac
t]
)
O
R
(s
oc
ia
lc
os
t[
T
itl
e/
A
bs
tr
ac
t]
O
R
so
ci
al
co
st
s[
T
itl
e/
A
bs
tr
ac
t]
)
A
N
D
(“
hi
p
fr
ac
tu
re
s”
[M

eS
H
T
er
m
s]
O
R
(“
hi
p”
[A

ll
F
ie
ld
s]
A
N
D

“f
ra
ct
ur
es
”[
A
ll
Fi
el
ds
])
O
R
“h
ip
fr
ac
tu
re
s”
[A

ll
F
ie
ld
s]
O
R
(“
hi
p”
[A

ll
F
ie
ld
s]
A
N
D
“f
ra
ct
ur
e”
[A

ll
Fi
el
ds
])
O
R
“h
ip
fr
ac
tu
re
”[
A
ll
Fi
el
ds
])
A
N
D
(o
st
eo
po
ro
si
s[
A
ll
Fi
el
ds
]O

R
os
te
op
or
os
is
’[
A
ll
Fi
el
ds
]O

R
os
te
op
or
os
is
’s
[A

ll
F
ie
ld
s]
O
R
os
te
op
or
os
is
,[
A
ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
26
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
a5
bi
rz
u[
A
ll
F
ie
ld
s]
O
R
os
te
op
or
os
is
as
so
ci
at
ed
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
ba
n[
A
ll
F
ie
ld
s]
O
R

os
te
op
or
os
is
bo
ne
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
ce
nt
er
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
in
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
n[
A
ll
F
ie
ld
s]
O
R
os
te
op
or
os
is
os
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
ra
[A

ll
Fi
el
ds
]
O
R

os
te
op
or
os
is
s[
A
ll
F
ie
ld
s]
O
R
os
te
op
or
os
is
w
er
e[
A
ll
Fi
el
ds
])
A
N
D
“h
um

an
s”
[M

eS
H
T
er
m
s]

K
ey
w
or
ds

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

N
°
R
ef
er
en
ce
s

“H
ip

F
ra
ct
ur
e”

O
st
eo
po
ro
si
s

“d
ir
ec
tc
os
ts
”

53

Se
ar
ch

eq
ua

ti
on

(d
ir
ec
tc
os
t[
T
itl
e/
A
bs
tr
ac
t]
O
R
di
re
ct
co
st
s[
T
itl
e/
A
bs
tr
ac
t]
)
A
N
D
(“
hi
p
fr
ac
tu
re
s”
[M

eS
H
T
er
m
s]
O
R
(“
hi
p”
[A

ll
F
ie
ld
s]
A
N
D
“f
ra
ct
ur
es
”[
A
ll
F
ie
ld
s]
)
O
R
“h
ip
fr
ac
tu
re
s”
[A

ll
F
ie
ld
s]
O
R
(“
hi
p”
[A

ll
Fi
el
ds
]

A
N
D
“f
ra
ct
ur
e”
[A

ll
F
ie
ld
s]
)
O
R
“h
ip

fr
ac
tu
re
”[
A
ll
Fi
el
ds
])
A
N
D
(o
st
eo
po
ro
si
s[
A
ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
’[
A
ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
’s
[A

ll
F
ie
ld
s]
O
R
os
te
op
or
os
is
,[
A
ll
F
ie
ld
s]
O
R

os
te
op
or
os
is
26
[A

ll
F
ie
ld
s]
O
R
os
te
op
or
os
is
a5
bi
rz
u[
A
ll
F
ie
ld
s]
O
R
os
te
op
or
os
is
as
so
ci
at
ed
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
ba
n[
A
ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
bo
ne
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
ce
nt
er
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
in
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
n[
A
ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
os
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
ra
[A

ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
s[
A
ll
Fi
el
ds
]
O
R
os
te
op
or
os
is
w
er
e[
A
ll
Fi
el
ds
])
A
N
D

“h
um

an
s”
[M

eS
H
T
er
m
s]

K
ey
w
or
ds

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

N
°
R
ef
er
en
ce
s

F
ra
gi
lit
y
Fr
ac
tu
re

In
di
re
ct
co
st
s

8

Se
ar
ch

eq
ua

ti
on

(F
ra
gi
lit
y[
A
ll
F
ie
ld
s]
A
N
D
(“
fr
ac
tu
re
s,
bo
ne
”[
M
eS
H
T
er
m
s]
O
R
(“
fr
ac
tu
re
s”
[A

ll
Fi
el
ds
]
A
N
D
“b
on
e”
[A

ll
Fi
el
ds
])
O
R
“b
on
e
fr
ac
tu
re
s”
[A

ll
Fi
el
ds
]
O
R
“f
ra
ct
ur
e”
[A

ll
Fi
el
ds
])
)
A
N
D
(i
nd
ir
ec
t[
A
ll
Fi
el
ds
]

A
N
D
(“
co
st
s
an
d
co
st
an
al
ys
is
”[
M
eS
H
T
er
m
s]
O
R
(“
co
st
s”
[A

ll
Fi
el
ds
]
A
N
D
“c
os
t”
[A

ll
F
ie
ld
s]
A
N
D
“a
na
ly
si
s”
[A

ll
F
ie
ld
s]
)
O
R
“c
os
ts
an
d
co
st
an
al
ys
is
”[
A
ll
F
ie
ld
s]
O
R
“c
os
ts
”[
A
ll
Fi
el
ds
])
)
A
N
D

((
Jo
ur
na
lA

rt
ic
le
[p
ty
p]

O
R
R
ev
ie
w
[p
ty
p]

O
R
sy
st
em

at
ic
[s
b]
)
A
N
D
“h
um

an
s”
[M

eS
H
T
er
m
s]
A
N
D
(E
ng
lis
h[
la
ng
]
O
R
S
pa
ni
sh
[l
an
g]
))

K
ey
w
or
ds

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

N
°
R
ef
er
en
ce
s

Fr
ag
ili
ty

Fr
ac
tu
re

so
ci
al
co
st
s

20

Se
ar
ch

eq
ua

ti
on

(F
ra
gi
lit
y[
A
ll
Fi
el
ds
]
A
N
D
(“
fr
ac
tu
re
s,
bo
ne
”[
M
eS
H
T
er
m
s]
O
R
(“
fr
ac
tu
re
s”
[A

ll
F
ie
ld
s]
A
N
D
“b
on
e”
[A

ll
F
ie
ld
s]
)
O
R
“ b
on
e
fr
ac
tu
re
s”
[A

ll
F
ie
ld
s]
O
R
“f
ra
ct
ur
e”
[A

ll
F
ie
ld
s]
))
A
N
D
(s
oc
ia
l[
A
ll
Fi
el
ds
]

A
N
D
(“
co
st
s
an
d
co
st
an
al
ys
is
”[
M
eS
H
T
er
m
s]
O
R
(“
co
st
s”
[A

ll
Fi
el
ds
]
A
N
D
“c
os
t”
[A

ll
F
ie
ld
s]
A
N
D
“a
na
ly
si
s”
[A

ll
F
ie
ld
s]
)
O
R
“c
os
ts
an
d
co
st
an
al
ys
is
”[
A
ll
F
ie
ld
s]
O
R
“c
os
ts
”[
A
ll
Fi
el
ds
])
)
A
N
D

((
Jo
ur
na
lA

rt
ic
le
[p
ty
p]

O
R
R
ev
ie
w
[p
ty
p]

O
R
sy
st
em

at
ic
[s
b]
)
A
N
D
“h
um

an
s”
[M

eS
H
T
er
m
s]
A
N
D
(E
ng
lis
h[
la
ng
]
O
R
S
pa
ni
sh
[l
an
g]
))

K
ey
w
or
ds

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

N
°
R
ef
er
en
ce
s

“F
ra
gi
lit
y
F
ra
ct
ur
e”

“O
st
eo
po
ro
si
s”

“I
nd
ir
ec
tc
os
ts
”

“S
oc
ia
lC

os
ts
”

18

Se
ar
ch

eq
ua

ti
on

((
fr
ag
ili
ty
[A

ll
F
ie
ld
s]
A
N
D
(“
fr
ac
tu
re
s,
bo
ne
”[
M
eS
H
T
er
m
s]
O
R
(“
fr
ac
tu
re
s”
[A

ll
F
ie
ld
s]
A
N
D
“b
on
e”
[A

ll
F
ie
ld
s]
)
O
R
“b
on
e
fr
ac
tu
re
s”
[A

ll
Fi
el
ds
]
O
R
“f
ra
ct
ur
es
”[
A
ll
Fi
el
ds
])
)
A
N
D
(“
os
te
op
or
os
is
,

po
st
m
en
op
au
sa
l”
[M

eS
H
T
er
m
s]
O
R
(“
os
te
op
or
os
is
”[
A
ll
Fi
el
ds
]
A
N
D
“p
os
tm

en
op
au
sa
l”
[A

ll
F
ie
ld
s]
)
O
R
“p
os
tm

en
op
au
sa
lo

st
eo
po
ro
si
s”
[A

ll
Fi
el
ds
]
O
R
“o
st
eo
po
ro
si
s”
[A

ll
Fi
el
ds
]
O
R

“o
st
eo
po
ro
si
s”
[M

eS
H
T
er
m
s]
))
A
N
D
((
in
di
re
ct
[A

ll
F
ie
ld
s]
A
N
D
(“
co
st
s
an
d
co
st
an
al
ys
is
”[
M
eS
H
T
er
m
s]
O
R
( “
co
st
s”
[A

ll
Fi
el
ds
]
A
N
D
“c
os
t”
[A

ll
F
ie
ld
s]
A
N
D
“a
na
ly
si
s”
[A

ll
F
ie
ld
s]
)
O
R
“c
os
ts
an
d

1210 Osteoporos Int (2020) 31:1205–1216



T
ab

le
3

(c
on
tin

ue
d)

K
ey
w
or
ds

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

N
°
R
ef
er
en
ce
s

co
st
an
al
ys
is
”[
A
ll
Fi
el
ds
]
O
R
“c
os
ts
”[
A
ll
F
ie
ld
s]
))
O
R
(s
oc
ia
l[
A
ll
F
ie
ld
s]
A
N
D
(“
co
st
s
an
d
co
st
an
al
ys
is
”[
M
eS
H
T
er
m
s]
O
R
(“
co
st
s”
[A

ll
F
ie
ld
s]
A
N
D
“c
os
t”
[A

ll
Fi
el
ds
]
A
N
D
“a
na
ly
si
s”
[A

ll
Fi
el
ds
])

O
R
“c
os
ts
an
d
co
st
an
al
ys
is
”[
A
ll
Fi
el
ds
]
O
R
“c
os
ts
”[
A
ll
Fi
el
ds
])
))
A
N
D
((
Jo
ur
na
lA

rt
ic
le
[p
ty
p]

O
R
R
ev
ie
w
[p
ty
p]

O
R
sy
st
em

at
ic
[s
b]
)
A
N
D
“h
um

an
s”
[M

eS
H
T
er
m
s]
A
N
D
(E
ng
lis
h[
la
ng
]
O
R

Sp
an
is
h[
la
ng
])
)

K
ey
w
or
ds

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

N
°
R
ef
er
en
ce
s

“H
ip

F
ra
ct
ur
e”

F
ra
gi
lit
y

“I
nd
ir
ec
tC

os
ts
”

“S
oc
ia
lC

os
ts
”

15

Se
ar
ch

eq
ua

ti
on

((
“h
ip
fr
ac
tu
re
s”
[M

eS
H
T
er
m
s]
O
R
(“
hi
p”
[A

ll
Fi
el
ds
]A

N
D
“f
ra
ct
ur
es
”[
A
ll
Fi
el
ds
])
O
R
“h
ip
fr
ac
tu
re
s”
[A

ll
Fi
el
ds
]O

R
(“
hi
p”
[A

ll
Fi
el
ds
]A

N
D
“f
ra
ct
ur
e”
[A

ll
Fi
el
ds
])
O
R
“h
ip
fr
ac
tu
re
”[
A
ll
F
ie
ld
s]
)A

N
D

fr
ag
ili
ty
[A

ll
F
ie
ld
s]
)
A
N
D
((
in
di
re
ct
[A

ll
Fi
el
ds
]
A
N
D
(“
co
st
s
an
d
co
st
an
al
ys
is
”[
M
eS
H
T
er
m
s]
O
R
(“
co
st
s”
[A

ll
Fi
el
ds
]
A
N
D
“c
os
t”
[A

ll
F
ie
ld
s]
A
N
D
“a
na
ly
si
s ”
[A

ll
F
ie
ld
s]
)
O
R
“c
os
ts
an
d
co
st

an
al
ys
is
”[
A
ll
Fi
el
ds
]
O
R
“c
os
ts
”[
A
ll
F
ie
ld
s]
))
O
R
(s
oc
ia
l[
A
ll
Fi
el
ds
]
A
N
D
(“
co
st
s
an
d
co
st
an
al
ys
is
”[
M
eS
H
T
er
m
s]
O
R
(“
co
st
s”
[A

ll
Fi
el
ds
]
A
N
D
“c
os
t”
[A

ll
Fi
el
ds
]
A
N
D
“a
na
ly
si
s”
[A

ll
Fi
el
ds
])
O
R

“c
os
ts
an
d
co
st
an
al
ys
is
”[
A
ll
Fi
el
ds
]
O
R
“c
os
ts
”[
A
ll
Fi
el
ds
])
))
A
N
D
((
Jo
ur
na
lA

rt
ic
le
[p
ty
p]

O
R
R
ev
ie
w
[p
ty
p]

O
R
sy
st
em

at
ic
[s
b]
)
A
N
D
“h
um

an
s”
[M

eS
H
T
er
m
s]
A
N
D
(E
ng
lis
h[
la
ng
]
O
R

Sp
an
is
h[
la
ng
])
)

K
ey
w
or
ds

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

N
°
R
ef
er
en
ce
s

“F
ra
gi
lit
y
F
ra
ct
ur
es
”

“D
ep
en
de
nc
y”

“I
nd
ir
ec
tc
os
ts
”

“S
oc
ia
lc
os
ts
”

1

Se
ar
ch

eq
ua

ti
on

((
fr
ag
ili
ty
[A

ll
F
ie
ld
s]
A
N
D
(“
fr
ac
tu
re
s,
bo
ne
”[
M
eS
H
T
er
m
s]
O
R
(“
fr
ac
tu
re
s”
[A

ll
F
ie
ld
s]
A
N
D
“b
on
e”
[A

ll
F
ie
ld
s]
)
O
R
“b
on
e
fr
ac
tu
re
s”
[A

ll
Fi
el
ds
]
O
R
“f
ra
ct
ur
e”
[A

ll
Fi
el
ds
])
)
A
N
D
(“
de
pe
nd
en
cy

(p
sy
ch
ol
og
y)
”[
M
eS
H
T
er
m
s]
O
R
(“
de
pe
nd
en
cy
”[
A
ll
Fi
el
ds
]
A
N
D
“(
ps
yc
ho
lo
gy
)”
[A

ll
Fi
el
ds
])
O
R
“d
ep
en
de
nc
y
(p
sy
ch
ol
og
y)
”[
A
ll
Fi
el
ds
]
O
R
“d
ep
en
de
nc
y”
[A

ll
F
ie
ld
s]
))
A
N
D
((
in
di
re
ct
[A

ll
Fi
el
ds
]

A
N
D
(“
co
st
s
an
d
co
st
an
al
ys
is
”[
M
eS
H
T
er
m
s]
O
R
( “
co
st
s”
[A

ll
Fi
el
ds
]
A
N
D
“c
os
t”
[A

ll
F
ie
ld
s]
A
N
D
“a
na
ly
si
s”
[A

ll
F
ie
ld
s]
)
O
R
“c
os
ts
an
d
co
st
an
al
ys
is
”[
A
ll
F
ie
ld
s]
O
R
“c
os
ts
”[
A
ll
Fi
el
ds
])
)
O
R

(s
oc
ia
l[
A
ll
Fi
el
ds
]A

N
D
(“
co
st
s
an
d
co
st
an
al
ys
is
”[
M
eS
H
T
er
m
s]
O
R
(“
co
st
s”
[A

ll
Fi
el
ds
]A

N
D
“c
os
t”
[A

ll
F
ie
ld
s]
A
N
D
“a
na
ly
si
s”
[A

ll
Fi
el
ds
])
O
R
“c
os
ts
an
d
co
st
an
al
ys
is
”[
A
ll
F
ie
ld
s]
O
R
“c
os
ts
”[
A
ll

Fi
el
ds
])
))
A
N
D
((
Jo
ur
na
lA

rt
ic
le
[p
ty
p]

O
R
R
ev
ie
w
[p
ty
p]

O
R
sy
st
em

at
ic
[s
b]
)
A
N
D
“h
um

an
s”
[M

eS
H
T
er
m
s]
A
N
D
(E
ng
lis
h[
la
ng
]
O
R
Sp

an
is
h[
la
ng
])
)

K
ey
w
or
ds

K
ey
w
or
d
1

K
ey
w
or
d
2

K
ey
w
or
d
3

K
ey
w
or
d

N
°
R
ef
er
en
ce
s

“H
ip

F
ra
ct
ur
e”

F
ra
gi
lit
y

B
ur
de
n

In
di
re
ct
co
st
/S

oc
ia
lc
os
t

10

Se
ar
ch

eq
ua

ti
on

((
“h
ip
fr
ac
tu
re
s”
[M

eS
H
T
er
m
s]
O
R
(“
hi
p”
[A

ll
Fi
el
ds
]A

N
D
“f
ra
ct
ur
es
”[
A
ll
Fi
el
ds
])
O
R
“h
ip
fr
ac
tu
re
s”
[A

ll
Fi
el
ds
]O

R
(“
hi
p”
[A

ll
Fi
el
ds
]A

N
D
“f
ra
ct
ur
e”
[A

ll
Fi
el
ds
])
O
R
“h
ip
fr
ac
tu
re
”[
A
ll
F
ie
ld
s]
)A

N
D

fr
ag
ili
ty
[A

ll
F
ie
ld
s]
A
N
D
bu
rd
en

[A
ll
Fi
el
ds
])
A
N
D
((
in
di
re
ct
[A

ll
F
ie
ld
s]
A
N
D
(“
co
st
s
an
d
co
st
an
al
ys
is
”[
M
eS
H
T
er
m
s]
O
R
(“
co
st
s”
[A

ll
F
ie
ld
s]
A
N
D
“c
os
t”
[A

ll
F
ie
ld
s]
A
N
D
“a
na
ly
si
s”
[A

ll
Fi
el
ds
])
O
R
“c
os
ts
an
d
co
st
an
al
ys
is
”[
A
ll

F
ie
ld
s]
O
R
“c
os
ts
”[
A
ll
F
ie
ld
s]
))
O
R
(s
oc
ia
l[
A
ll
F
ie
ld
s]
A
N
D
(“
co
st
s
an
d
co
st
an
al
ys
is
”[
M
eS
H
T
er
m
s]
O
R
(“
co
st
s”
[A

ll
Fi
el
ds
]
A
N
D
“c
os
t”
[A

ll
F
ie
ld
s]
A
N
D
“a
na
ly
si
s”
[A

ll
F
ie
ld
s]
)
O
R
“c
os
ts
an
d
co
st

an
al
ys
is
”[
A
ll
Fi
el
ds
]
O
R
“c
os
ts
”[
A
ll
Fi
el
ds
])
))
A
N
D
((
Jo
ur
na
lA

rt
ic
le
[p
ty
p]

O
R
R
ev
ie
w
[p
ty
p]

O
R
sy
st
em

at
ic
[s
b]
)
A
N
D
“h
um

an
s”
[M

eS
H
T
er
m
s]
A
N
D
(E
ng
lis
h[
la
ng
]
O
R
Sp

an
is
h[
la
ng
])
)

Osteoporos Int (2020) 31:1205–1216 1211



On the other hand, adherence to anti-osteoporotic treat-
ments is indicated by some authors as low [32] despite studies
indicating that the treatments are cost-effective [32, 52].

Multiple fractures

Some studies have specifically ruled out patients with mul-
tiple fractures [36, 37, 39, 48, 50] (more than two bone
breaks), although most do not refer to this situation [31,
33, 38, 40–42, 44, 47, 49, 52]. Those that do consider the
effects of multiple fractures concur that the increased risk
that this implies in terms of mortality and morbidity [53],
loss of quality of life and greater absenteeism [32], result in
consequently higher costs [43, 46]. In the recent study by
Fujiwara et al. (2019) [32], the older age of people suffering
multiple fractures and their lower socioeconomic profile are
additionally noted.

Factors considered to evaluate indirect or social costs

In general, studies on indirect costs are performed from the
perspective or methodology of human capital, which essen-
tially assesses the loss of production or potential income as
a result of injury or illness. Thus, among the factors con-
sidered for the evaluation of indirect costs are those related
to loss of productivity [38] and due to absenteeism [36, 41,
42, 45, 46, 49]. In this case, it should be pointed out that
given that most of the people who suffer this type of injury
are of non-working age, these costs are not usually high,
except in a study carried out with the Ethiopian population
[42] in which the affected population with ages around 50
was proportionally higher than usual. In other studies, they
use the friction cost method [31, 40], which consists of
estimating a time (friction) equivalent to the time it takes
to replace the sick person with the fracture. Is employed
instead of the human cost method. In the study by
Eekman et al. (2014) [31], they estimate this period to be
22 weeks, although they do not justify clearly why they
choose this period.

Some authors include costs related to informal care and the
loss of leisure time in the calculation of indirect costs. In this
case, they use the methodology calculating replacement costs,
using as a reference the cost of home care [37, 42, 48, 50], or
they use the method calculating opportunity costs [37, 42, 48,
50] (see Table 5).

Other works calculate indirect costs by estimating a net
income plus taxes that are considered to be lost by the pa-
tient during the period in which they cannot work due to the
fracture [37]. In some studies, mortality costs [47, 49] are
added, i.e. the value of years lost due to premature deaths
linked to fractures.Ta
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Follow-up studies

Follow-up studies were performed at non-standardized pe-
riods. We find follow-ups at 3 [36]; at 4 and 12 [50]; at 4,
12 and 18 [37]; at 12 months [39] or in the second year after
the fracture [38].

The costs figures

The cost figures vary considerably depending on the method-
ology used, although the results do tend to indicate a higher
percentage of direct rather than indirect costs [36]. In a work
on hip fractures, the proportion of indirect costs is between 5
and 8% of the total costs [37]. Other studies indicate that it is
only at 2% in the first year after the fracture and is subsequent-
ly reduced [38]. In some cases, it is even stated that they have
not found significant differences in indirect costs due to the
type of fracture but on the basis of the number of fractures
[32]. On the other hand, in other works, indirect costs are
valued at around 24% [41], and in others indirect costs are
evaluated to be around 44.7%, of which 30.2% are attributed
to family care [44], or even 50% [42], rising to 81.9% of the
costs in the case of spinal fractures [31] (see Table 5).

Some authors have performed a review on the social bur-
den of osteoporosis fractures and have established the calcu-
lation of QALYs, from 5 dimensions of the perception of
health, pain, mobility, self-care, independence in routine task
and depression/anxiety, and posit that according to EU27 es-
timates, the QALYs lost in Europe by 2010 due to osteoporo-
sis were estimated at 1.180,000 QALYs [52], a figure that
other works put at 2.5 million QALYs [41] based on simula-
tions using Markov models.

A relevant value taken into account for the calculation of
costs in the human capital method is the number of days of
absenteeism. The work of Tarride et al. (2012) [43] on the
Canadian population estimates 3,123,298 days of absentee-
ism, of which 90% were days of hospitalization. However,
other studies [36] stress that the cost of absenteeism is low
given that most patients are over 65 years of age and are not in
active employment.

Conclusions

Although the direct costs of osteoporosis and the associated
fragility fractures have been analysed extensively in the sci-
entific literature, the interest in indirect costs has not been
subject to the same depth.

The works analysed in this study are sometimes different in
their objectives; they do not all address the same fractures;
they have been carried out at different times and with different
timelines; some evaluate costs at 3, 6, 12, 18 months or bian-
nually; and they are carried out in different countries, which in

many cases use different currencies. However, it can be con-
cluded that the direct costs associated with fragility fractures
generally far outweigh the indirect costs.

Apart from the few studies that incorporate indirect costs,
we consider that this review allows us to draw a series of
conclusions to be taken into account in future studies address-
ing the aforementioned cost dimension:

There is no one-size-fits-all approach to indirect costs. The
different studies analysed do not allow a direct comparison
because although they all include lost labour productivity as
the main cost associated with indirect costs, many of the studies
include informal care, early retirement, loss of the job, loss of
productivity from voluntary work and premature death. On the
other hand, some studies only take into account work days lost
due to hospital stays and do not include productivity loss due to
outpatient care or treatment. Undoubtedly, the availability of
data and the ease with which patients can be followed may be
the reason behind why some studies cover more concepts than
others.

There is a predominance of focus on the human capital
approach. The study of indirect costs can be carried out using
different methodological approaches (human capital, opportu-
nity costs, friction costs, replacement costs), although the pre-
dominant approach seems to be that of human capital, follow-
ed to a lesser extent by that of the friction cost. Following the
review of the work, only one [40] included both approaches.
Obviously, the friction cost analysis, which takes into account
the employer’s perspective, will represent lower indirect costs.
On the other hand, the difficulty of collecting information
from employers discourages the use of such an approach,
but perhaps in an environment of serious labour market im-
perfections and high unemployment, the friction cost ap-
proach could be considered an interesting alternative.

Generational change, gender perspective and retirement age
need to be considered. Given that indirect costs are predomi-
nantly composed of labour productivity, the labour situation and
the retirement age of the sick person greatly determine the
amount to which they can rise. In this context, most of the work
is carried out in developed countries, focusing on postmeno-
pausal women over 50 (when osteoporosis is most prevalent),
many of them housewives who have never entered the labour
market or have only done so partially, meaning that the indirect
costs estimated by these studies are often low. In the current
context, with a clear increase in population and life expectancy,
in a climate of generational change that brings with it a female
population more participative in the labour market, and with a
possible increase in retirement age, it is normal that if there is no
correct prevention and treatment of osteoporosis, indirect costs
will become very important in the very near future.

Studies in developing countries are lacking. In relation to
generational change, gender perspective and retirement age,
and taking into account the improvement in life expectancy in
developing countries, it would be interesting to carry out more
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studies that address the indirect costs of osteoporosis in these
countries, especially in those in which income distribution and
labour market conditions are more similar to the developed
world.

It is interesting to study the impact of indirect costs of
second and successive fractures. One of the main challenges
in osteoporosis is the prevention of a second fracture. With the
exception of one of the studies, carried out in Japan [32], no
study in which different treatments that would make it viable
to analyse the possible indirect cost savings that could be
made by avoiding second fragility fractures have been found.
Taking this into account would make it possible to address this
challenge with even more arguments. The timeline of the
studies and the number of patients may be hindering this anal-
ysis, but we believe it is interesting to tackle it in order to
evaluate the cost of the different treatments that can prevent
these second episodes.

It would be necessary to consider the dependency costs.
None of the studies reviewed include estimates of costs related
to the system of dependency care that some states offer.

Studies on treatments and indirect costs are lacking.
Finally, it should be pointed out that the scarcity of studies
that have linked indirect or social costs with the effects of
treatments and adherence to them is striking, more so when
some studies [48, 50] emphasize the positive cost-
effectiveness ratio of existing treatments.

Acknowledgements The authors wish to thank UCB Pharma, the
Research Group SEJ-393: Public Economy and Globalization at the
University of Granada, and the Dept. of Applied Economics for their
support. We also thank Kate Burton for helping us with the English
grammar.

Funding information This study was funded by UCB Pharma.

Compliance with ethical standards

Conflict of interest Manuel Ruiz-Adame and Manuel Correa declare
that they have no conflict of interest.

Ethical approval No specific approval was required for this bibliograph-
ic research study.

References

1. Consensus development conference (1993) Diagnosis, prophylaxis,
and treatment of osteoporosis. Am J Med 94(6):646–650

2. Sozen T, Ozisik L, Calik Basaran N (2017) An overview and man-
agement of osteoporosis. Eur J Rheumatol 4(1):46–56

3. World Health Organization. Who Scientific Group on the
Assessment of Osteoporosis At Primary Health. World Health.
2007;May(May 2004):1–13

4. Cosman F, de Beur SJ, LeBoff MS, Lewiecki EM, Tanner B,
Randall S, Lindsay R (2014) Clinician’s guide to prevention and
treatment of osteoporosis. Osteoporos Int 25(10):2359–2381

Osteoporos Int (2020) 31:1205–1216 1215

5. Wade SW, Strader C, Fitzpatrick LA, Anthony MS, O’Malley CD
(2014) Estimating prevalence of osteoporosis: examples from in-
dustrialized countries. Arch Osteoporos 9:182

6. Hernlund E, Svedbom A, Ivergård M, Compston J, Cooper C,
Stenmark J, McCloskey EV, Jönsson B, Kanis JA (2013)
Osteoporosis in the European Union: Medical management, epide-
miology and economic burden: a report prepared in collaboration
with the International Osteoporosis Foundation (IOF) and the
European Federation of Pharmaceutical Industry Associations
(EFPIA). Arch Osteoporos 8(1–2)

7. World_Health_Organization. Guidelines for preclinical evaluation
and clinical trials in osteoporosis. World Health Organization; 1998

8. Kanis JA (2002) Osteoporosis III: Diagnosis of osteoporosis and
assessment of fracture risk. Lancet. 359(9321):1929–1936

9. Kanis JA, Johnell O, Oden A, Borgstrom F, Johansson H, De Laet
C, Jönsson B (2005) Intervention thresholds for osteoporosis in
men and women: a study based on data from Sweden. Osteoporos
Int 16(1):6–14

10. Pisani P, RennaMD, Conversano F, Casciaro E, Di PaolaM, Quarta
E, Muratore M, Casciaro S (2016) Major osteoporotic fragility frac-
tures: risk factor updates and societal impact. World J Orthop 7(3):
171–181

11. Abrahamsen B, Van Staa T, Ariely R, Olson M, Cooper C (2009)
Excess mortality following hip fracture: a systematic epidemiolog-
ical review. Osteoporos Int 20(10):1633–1650

12. Elliot-Gibson V, Bogoch ER, Jamal SA, Beaton DE (2004) Practice
patterns in the diagnosis and treatment of osteoporosis after a fra-
gility fracture: a systematic review. Osteoporos Int 15(10):767–778

13. Giangregorio L, PapaioannouA, Cranney A, Zytaruk N, Adachi JD
(2006) Fragility fractures and the osteoporosis care gap: an interna-
tional phenomenon. Semin Arthritis Rheum 35(5):293–305

14. Kanis JA, Odén A, McCloskey EV, Johansson H, Wahl DA,
Cooper C (2012) A systematic review of hip fracture incidence
and probability of fracture worldwide. Osteoporos Int 23(9):
2239–2256

15. Ballane G, Cauley JA, Luckey MM, El-Hajj Fuleihan G (2017)
Worldwide prevalence and incidence of osteoporotic vertebral frac-
tures. Osteoporos Int 28(5):1531–1542

16. Cooper C, Cole ZA, Holroyd CR, Earl SC, Harvey NC, Dennison
EM, Melton LJ, Cummings SR, Kanis JA (2011) Secular trends in
the incidence of hip and other osteoporotic fractures. Osteoporos Int
22(5):1277–1288

17. Johnell O, Kanis JA (2006) An estimate of the worldwide preva-
lence and disability associated with osteoporotic fractures.
Osteoporos Int 17(12):1726–1733

18. Cummings SR, Melton LJ (2002) Epidemiology and consequences
of osteoporotic fractures. Lancet. 359:1761–1767

19. Åkesson K, Marsh D, Mitchell PJ, McLellan AR, Stenmark J,
Pierroz DD, Kyer C, Cooper C (2013) Capture the fracture: a best
practice framework and global campaign to break the fragility frac-
ture cycle. Osteoporos Int 24(8):2135–2152

20. Eisman JA, Bogoch ER, Dell R, Harrington JT, McKinney RE,
McLellan A, Mitchell PJ, Silverman S, Singleton R, Siris E
(2012)Making the first fracture the last fracture: ASBMR task force
report on secondary fracture prevention. J Bone Miner Res 27(10):
2039–2046

21. Klotzbuecher CM, Ross PD, Landsman PB, Abbott TA, Berger M
(2010) Patients with prior fractures have an increased risk of future
fractures: a summary of the literature and statistical synthesis. J
Bone Miner Res 15(4):721–739

22. Lindsay R, Cooper C, Hanley DA, Barton I, Broy SB, Flowers K
(2001) Risk of new vertebral fracture. J Am Med Assoc 285(3):7–
10

23. Johansson H, Siggeirsdóttir K, Harvey NC, Odén A, Gudnason V,
McCloskey E, Sigurdsson G, Kanis JA (2017) Imminent risk of
fracture after fracture. Osteoporos Int 28(3):775–780



24. Ray NF, Chan JK, Thamer M, Melton LJ (1997) Medical expendi-
tures for the treatment of osteoporotic fractures in the United States
in 1995: report from the National Osteoporosis Foundation. J Bone
Miner Res 12(1):24–35

25. Hoerger TJ, Downs KE, Lakshmanan MC, Lindrooth RC, Plouffe
LEO Jr, Wendling B, West SL, Ohsfeldt RL (1999) Healthcare use
among US women aged 45 and older: total costs and costs for
selected postmenopausal health risks. J Womens Health Gend
Based Med 8(8):1077–1089

26. Chrischilles E, Shireman T, Wallace R (1994) Costs and health
effects of osteoporotic fractures. Bone. 15(4):377–386

27. Phillips S, Fox N, Jacobs J, Wright WE (1988) The direct medical
costs of osteoporosis for American women aged 45 and older, 1986.
Bone. 9(5):271–279

28. Johnell O (1997) The socioeconomic burden of fractures today and
in the 21st century - the American journal of medicine. Am J Med
103(2):S20–S26

29. Burge R, Dawson-Hughes B, Solomon DH, Wong JB, King A,
Tosteson A (2007) Incidence and economic burden of
osteoporosis-related fractures in the United States, 2005-2025. J
Bone Miner Res 22(3):465–475

30. Ström O, Borgström F, Kanis JA, Compston J, Cooper C,
McCloskey EV, Jönsson B (2011) Osteoporosis: burden, health
care provision and opportunities in the EU. Arch Osteoporos 6(1–
2):59–155

31. Eekman DA, Ter Wee MM, Coupé VMH, Erisek-Demirtas S,
Kramer MH, Lems WF (2014) Indirect costs account for half of
the total costs of an osteoporotic fracture: a prospective evaluation.
Osteoporos Int 25(1):195–204

32. Fujiwara S, Zhao X, Teoh C, Jaffe DH, Taguchi Y (2019) Disease
burden of fractures among patients with osteoporosis in Japan:
health-related quality of life, work productivity and activity impair-
ment, healthcare resource utilization, and economic costs. J Bone
Miner Metab 37(2):307–318

33. Borgström F, Sobocki P, Ström O, Jönsson B (2007) The societal
burden of osteoporosis in Sweden. Bone. 40(6):1602–1609

34. Gisbert JP, Bonfill X. ¿Cómo realizar, evaluar y utilizar revisiones
sistemáticas y metaanálisis? Gastroenterol Hepatol. 2004;27(3):
129-149. https://doi.org/10.1016/S0210-5705(03)79110-9

35. Urrútia G, Bonfilll X (2013) La declaración prisma: Un paso
adelante en la mejora de las publicaciones de la revista Española
de salud pública. Rev Esp Salud Publica 87(2):99–102

36. Ng CS, Lau TC, Ko Y (2017) Cost of osteoporotic fractures in
Singapore. Value Heal Reg Issues 12:27–35

37. Jürisson M, Pisarev H, Kanis J, Borgström F, Svedbom A,
Kallikorm R, Lember M, Uusküla A (2016) Quality of life, re-
source use, and costs related to hip fracture in Estonia.
Osteoporos Int 27(8):2555–2566. Available from: https://doi.org/
10.1007/s00198-016-3544-4

38. Marques A, Lourenço, da Silva JAP (2015) The burden of osteo-
porotic hip fractures in Portugal: costs, health related quality of life
and mortality. Osteoporos Int 26(11):2623–2630

39. Qu B, Ma Y, Yan M, Wu HH, Fan L, Liao DF, Pan XM, Hong Z
(2014) The economic burden of fracture patients with osteoporosis
in western China. Osteoporos Int 25(7):1853–1860

40. Bleibler F, Rapp K, Jaensch A, Becker C, König HH (2014)
Expected lifetime numbers and costs of fractures in postmenopaus-
al women with and without osteoporosis in Germany: a discrete
event simulation model. BMC Health Serv Res 14(1):1–18

41. Bleibler F, Konnopka A, Benzinger P, Rapp K, König HH (2013)
The health burden and costs of incident fractures attributable to
osteoporosis from 2010 to 2050 in Germany - a demographic sim-
ulation model. Osteoporos Int 24(3):835–847

42. Bayray A, Enquselassie F, Gebreegziabher Z. Costs of osteoporosis
related fractures in hospital admitted patients, Tigrai, Northern
Ethiopia: a retrospective study. Ethiop Med J. 2013;51(3):177-
186. http://www.ncbi.nlm.nih.gov/pubmed/24669674. Accessed
29 Jan 2020

43. Tarride JE, Hopkins RB, Leslie WD, Morin S, Adachi JD,
Papaioannou A, Bessette L, Brown JP, Goeree R (2012) The bur-
den of illness of osteoporosis in Canada. Osteoporos Int 23(11):
2591–2600

44. Dimai HP, RedlichK, PeretzM, Borgström F, Siebert U,Mahlich J.
Economic burden of osteoporotic fractures in Austria. Health Econ
Rev. 2012;2(1):12. https://doi.org/10.1186/2191-1991-2-12

45. Dimai HP, Redlich K, Schneider H, Siebert U, Viernstein H,
Mahlich J (2012) Direct and indirect costs of fractures due to oste-
oporosis in Austria. Gesundheitswesen. 74(10):90–98

46. Pike C, Birnbaum HG, Schiller M, Sharma H, Burge R, Edgell ET
(2010) Direct and indirect costs of non-vertebral fracture patients
with osteoporosis in the US. Pharmacoeconomics. 28(5):395–409

47. Konnopka A, Jerusel N, König HH (2009) The health and econom-
ic consequences of osteopenia- and osteoporosis-attributable hip
fractures in Germany: estimation for 2002 and projection until
2050. Osteoporos Int 20(7):1117–1129

48. Ström O, Borgström F, Zethraeus N, Johnell O, Lidgren L, Ponzer
S, Svensson O, Abdon P, Ornstein E, Ceder L, Thorngren KG,
Sernbo I, Jönsson B (2008) Long-term cost and effect on quality
of life of osteoporosis-related fractures in Sweden. Acta Orthop
79(2):269–280

49. Dzajkovska B, Wertheimer AI, Mrhar A (2007) The burden-of-
illness study on osteoporosis in the Slovenian female population.
Pharm World Sci 29(4):404–411

50. Borgström F, Sobocki P, Ström O, Jönsson B. The societal burden
of osteoporosis in Sweden. Bone. 2007;40(6):1602-1609. https://
doi.org/10.1016/j.bone.2007.02.027

51. Johnell O, Kanis J. Epidemiology of osteoporotic fractures.
Osteoporos Int. 2005;16(S02):S3-S7. https://doi.org/10.1007/
s00198-004-1702-6

52. Fox C, EdwardsMH, Dennison EM, Cooper C (2015) Personal and
societal burden of osteoporotic fractures. Clin Rev Bone Miner
Metab 13(2):53–60

53. Boonen S, Singer AJ (2008) Osteoporosis management: impact of
fracture type on cost and quality of life in patients at risk for fracture
I. Curr Med Res Opin 24(6):1781–1788

Publisher’s note Springer Nature remains neutral with regard to jurisdic-
tional claims in published maps and institutional affiliations.

1216 Osteoporos Int (2020) 31:1205–1216

https://doi.org/10.1016/S0210-5705(03)79110-9
https://doi.org/10.1007/s00198-016-3544-4
https://doi.org/10.1007/s00198-016-3544-4
http://www.ncbi.nlm.nih.gov/pubmed/24669674
https://doi.org/10.1186/2191-1991-2-12
https://doi.org/10.1016/j.bone.2007.02.027
https://doi.org/10.1016/j.bone.2007.02.027
https://doi.org/10.1007/s00198-004-1702-6
https://doi.org/10.1007/s00198-004-1702-6

	A systematic review of the indirect and social costs studies in fragility fractures
	Abstract
	Introduction
	Method
	Results
	Profile of the persons on whom the studies are carried out
	Multiple fractures
	Factors considered to evaluate indirect or social costs
	Follow-up studies
	The costs figures

	Conclusions
	References


