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Abstract

Background: Despite knowing better how to screen older adults, understanding how frailty progression might
be modified is unclear. We explored effects of modifiable and non-modifiable factors on changes in frailty in
community-dwelling adults aged 50+ years who participated in the Canadian Multicentre Osteoporosis Study
(CaMos).

Methods: Rates of change in frailty over 10 years were examined using the 30-item CaMos Frailty Index (CFl).
Incident and prevalent low-trauma fractures were categorized by fracture site into hip, clinical vertebral and
non-hip-non-vertebral fractures. Multivariable generalized estimating equation models accounted for the time
of frailty assessment (baseline, 5 and 10 years), sex, age, body mass index (BMI, kg/m?), physical activity, bone
mineral density, antiresorptive therapy, health-related quality of life (HRQL), cognitive status, and other factors
for frailty or fractures. Multiple imputation and scenario analyses addressed bias due to attrition or missing
data.

Results: The cohort included 5566 women (mean =+ standard deviation: 66.8 + 9.3 years) and 2187 men (66.3 £
9.5 years) with the mean baseline CFI scores of 0.15+0.11 and 0.12 +0.10, respectively. Incident fractures and
obesity most strongly predicted frailty progression in multivariable analyses. The impact of fractures differed
between the sexes. With each incident hip fracture, the adjusted mean CFl accelerated per 5 years by 0.07 in
women (95% confidence interval [Cl]: 0.03 to 0.11) and by 0.12 in men (95% Cl: 0.08 to 0.16). An incident
vertebral fracture increased frailty in women (0.05, 95% Cl: 0.02 to 0.08) but not in men (0.01, 95% ClI: -0.07 to
0.09). Irrespective of sex and prevalent fractures, baseline obesity was associated with faster frailty progression:
a 5-year increase in the adjusted mean CFl ranged from 0.01 in overweight (BMI: 25.0 to 29.9 kg/m?) to 0.10
in obese individuals (BMI: = 40 kg/m?). Greater physical activity and better HRQL decreased frailty over time.
The results remained robust in scenario analyses.

Conclusions: Older women and men with new vertebral fractures, hip fractures or obesity represent high-risk
groups that should be considered for frailty interventions.
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Background

The segment of the population aged 60 years or older is
the fastest growing. It is expected to double by 2050
(from 901 million in 2015 to 2.1 billion), representing
22% of the global population [1]. However, longevity
may not be associated with healthy aging, but with frailty
[2, 3]. Frailty results from the accumulation of age-
related deficits in different physiological systems and is a
clinical state that leads to greater risks of adverse health
outcomes, such as falls, fractures, hospitalizations, loss
of independence, and death [4-8]. Several screening
tools for frailty have also been validated [9, 10]. How-
ever, understanding how frailty progression may be
modified remains unclear. Cross-sectional studies have
demonstrated the impact of risk factors such as physical
activity [6-8]; but, a gap persists regarding important
modifiable and non-modifiable predictors of frailty
change over time. We explored the effects of low-
trauma fractures, obesity and other modifiable and non-
modifiable factors on changes in frailty over time in
Canadians aged 50 years and older.

Methods

Setting and study population

The Canadian Multi-centre Osteoporosis Study (CaMos)
is a population-based study primarily designed to delin-
eate the impact and prevention of osteoporosis in Canada
[11]. A random age-, sex-, and region-specific
community-dwelling sample of 9423 adults (71% women),
aged 25 years and older, able to communicate in English,
French or Chinese was recruited in 1995/6 across seven
provinces and nine urban and rural cities [11]. Over 60%
were followed prospectively for 20 years (until 2016), and
examined comprehensively every 5 years using question-
naires and in-person clinical assessments, bone mineral
density (BMD) tests and radiographs [12]. We conducted
a longitudinal analysis of the currently accessible 10-year
data for a cohort of women and men aged 50 years and
older, regardless of their history of fracture. Ethics ap-
proval was granted through the Research Ethics Board of
academic institutions associated with each CaMos centre.

Main exposure and covariates

Prevalent clinical fractures were reported at baseline and
incident fractures were reported at annual follow-ups and
confirmed by structured interviews via telephone or in-
person [12]. The questionnaires included information
related to fracture site, fracture number, circumstance,
treatment, and radiographs or medical reports. Incident
fractures were defined as any new low-trauma fracture ex-
cluding head, toe and finger fractures. Our main analyses
categorized low-trauma fractures by location, which in-
cluded hip, clinical vertebral, and non-hip non-vertebral
(NHNV) fractures (e.g., leg not hip, pelvis, rib, shoulder,
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scapula, upper arm, wrist/forearm, and hand). We also ex-
amined the effects of prevalent (prior to baseline) and new
single or multiple fractures where multiple fractures rep-
resented more than one event of any clinical low-trauma
fracture (same or different type). Incident fractures were
analyzed as time-varying predictors accounting for the
presence of a new event in two time periods, between
years 1 and 5 and years 6 and 10. Individuals without frac-
tures represented the reference group.

All analyses were adjusted for baseline age and time of
frailty assessment. We categorized age into three groups:
50—<65[reference], 65-<80 and >80 years; the time vari-
able represented the duration of follow-up at which frailty
was measured: baseline [reference, 1996], years 5 and 10
(2006). We explored the effects of sex and baseline body
mass index (BMI, in kg/m?) on changes in frailty. BMI was
categorized as: underweight (<18.49), normal weight
(18.5-24.99, reference), overweight (25.0-29.9), obese class
I/ (30.0-39.9), and pathologically obese-class III (> 40.0)
[13]. Our models also included: 1) socio-demographic fac-
tors: ethnicity (Caucasian vs. other), education (university
or higher degrees vs. no university), employment history
(employed full time or part time [reference], retired,
homemaker, unemployed), and living arrangement (living
alone: yes/no); 2) anthropometrics and lifestyle: excessive
weight loss (> 10 pounds), physical activity related to
strenuous, vigorous or moderate exercise reported in kilo-
cals/week (changes in frailty analyzed per 1000 kilocals/
week, equivalent to 3—-6 METs [14, 15]), sedentary lifestyle
(hours/day), smoking (never, past and current[reference]),
and daily alcohol consumption (=3 drinks, 1-<3, >0 to <1,
and none); 3) bone health: femoral neck BMD T-score,
history of falls (past month: yes/no), bed rest
(immobilization: yes/no), antiresorptive therapy (baseline:
yes/no), and total daily calcium and vitamin D intakes
from food and supplements (changes in frailty analyzed
per 1200 mg/day and 800 IU/day, respectively); 4) health-
related quality of life (HRQL) measured by the physical
and mental health subscales of the Medical Outcomes
Trust SF-36 Health Survey (changes in frailty analyzed per
a 5-point change in SF-36 scores); 5) cognitive status mea-
sured by the Mini Mental State Examination (MMSE),
assessed in participants aged 65+ (changes in frailty ana-
lyzed per a 3.72-point change in MMSE scores). All ana-
lyses were also adjusted for the use of antiresorptives at
year 10 due to substantial changes in their availability over
time (1996: etidronate; 2006: etidronate, alendronate,
clodronate, risedronate, pamidronate, zoledronate).

Outcome

Frailty was measured by the 30-item CaMos Frailty Index
(CFI). The construction and validation of the CFI is de-
scribed in detail elsewhere [16]. In brief, it was developed
in the CaMos cohort aged 25 to 103 years (N =9423)
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using a cumulative deficits framework [17]. It included 30
variables related to a wide range of deficits in biologic sys-
tems (e.g., signs, symptoms, disease states and disabilities)
that accumulated but did not saturate quickly with age,
and had <5% of missing data [16]. Thus, it included the
following comorbidities: osteoarthritis, rheumatoid arth-
ritis, thyroid disease, breast cancer, uterine/prostate can-
cer, inflammatory bowel disease, hypertension, heart
disease (e.g., heart attack), stroke, thrombophlebitis,
neuromuscular disease, diabetes type 1 or type 2, and kid-
ney disease. It also included variables related to: general
health, change in general health, feelings of having energy
and tiredness, as well as deficits in: vision, hearing, walk-
ing, dexterity, cognition, pain, daily work, social activities,
and limitations in: in moderate activities (e.g., moving
table, vacuuming, golf, bowling), lifting or carrying grocer-
ies, climbing a flight of stairs, bending, kneeling, stooping,
bathing or dressing (Additional file 1). Total CFI scores
ranged from O to 1, with higher values indicating greater
frailty; the upper limit was 0.66 and the mean rate of def-
icit accumulation per year of age was 0.04 (i.e., a minimal
clinically important difference) [16].

Statistical analysis

In descriptive analyses, categorical variables were
expressed as percentages and continuous data by means
and standard deviations (SD). Generalized estimating
equations models with an autoregressive correlation
structure were used to analyze repeated measurements
and associations between rates of change in frailty over
time and predictors. Regression estimates generated in
unadjusted and adjusted analyses indicated increases or
decreases in the mean CFI score per 5 years (i.e., rates of
change in frailty) for a unit change in a predictor (e.g.,
each new fracture). All models were adjusted for a statis-
tically significant age-time interaction (p <0.0001) indi-
cating differences in changes in frailty for different age
groups. We also confirmed the modifying effects of sex
(p = 0.0005), prevalent hip (p =0.006) and clinical verte-
bral fractures (p = 0.03), and developed the following five
models: one for each sex for the whole sample (women,
n =5566; men, n = 2187), one for each sex for the sample
without prior fractures (women, n=4348; men, n=
1814), and one for the participants with prior fractures
(n =1574) as the rate of change was not significantly dif-
ferent between women and men with prior fractures (p
=0.62). We examined bias due to missing data or attri-
tion using multiple imputations and worst-case scenar-
jos. In the worst-case scenarios, for participants
dropping out at years 5 and 10, we imputed the highest
CFI value estimated for hip fractures (i.e., CFI=0.268)
or the highest upper limit reported in the literature (CFI
=0.70) [17]. Statistical significance was set at an alpha-
level of 0.05. Analyses were performed using SAS 9.4
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(SAS Institute, Inc, NC). Additional results are

presented in Additional file 2.

Results

The cohort included 7753 CaMos participants (5566
women) aged 50 years and older. Of these, 6162 partici-
pants (4348 women) reported no fractures, and 1574
participants had prior (prevalent) low-trauma fractures
(1206 women). Table 1 presents their demographic, an-
thropometric, and lifestyle characteristics, comorbidities,
bone health, HRQL and cognitive status. The mean
baseline age (+SD) for all participants was 66.7 + 9.4 years
(women: 66.8 +9.3; men: 66.3 +9.5); for those without
prevalent fractures, it was 66.2 + 9.3 years, and for those
with prior fractures, it was 68.9 + 9.2 years. Participants
aged 80+ comprised 9.0% of the sample without prior
fractures and 11.4% of the sample with prior fractures.
The mean baseline BMI was 27.1 kg/m? and at least one
in five participants was obese (class I to III). Participants
expended on average 4160 to 4900 kcal weekly on exer-
cise, the majority including moderate physical activities
such as brisk walking. Also, 34% of participants without
prior fractures and 41% of those with prior fractures re-
ported up to four comorbidities at baseline. Approxi-
mately 20% of the participants used antiresorptives at
baseline, and up to 36% used them at year 10.

Over 10 years, 893 incident low-trauma fractures oc-
curred in women and 151 in men (Additional file 2:
Table S1). They occurred in 7.4% of participants over
the first 5 years (women: 8.7%, men: 3.9%) and in 8.1%
of participants over the next 5 years (women: 9.5%; men:
4.2%). About 2.0-2.5% of adults reported new hip or
clinical vertebral fractures during 10 years (1%: prevalent
fractures). A NHNV fracture was the most frequent
(12%: prevalent, reported at baseline; 8%: incident).
Among NHNYV fractures, wrist or forearm fractures were
the most frequent (e.g., 44% of all prevalent fractures).
Less than 1% of the sample had incident multiple frac-
tures during 10 years.

The mean baseline CFI (+ SD) was 0.14+ 0.11 in par-
ticipants without prevalent fractures (women: 0.15*
0.11, men: 0.12+0.10). It was higher (0.17 £0.12) in
those with prior fractures (women: 0.18 +0.12, men:
0.13+0.10) (Table 2). Changes in frailty over time
appeared to be nonlinear: the mean CFI increased on
average by 0.03 +£0.08 over the first 5 years, but it
slightly decreased by 0.02+0.08 in the next 5 years.
Frailty progression was the greatest in women aged 65+
and men aged 80+ years (Table 3).

In unadjusted and multivariable-adjusted analyses, the
progression of frailty was substantially affected by frac-
ture site (Table 3; Additional file 2: Tables S2-S4; S8-
§12). The impact differed between two sexes. In the
sample including all participants (Table 3 & Additional



Page 4 of 14

Gajic-Veljanoski et al. BMC Geriatrics (2018) 18:4

9€0) (eoLl) (6991) (9'8060) (l9zol) (SLesl) (52480 (0zvol) (£86/1)
yavi L'€9L 90¢€ YyL6 1'90C ceey 5956 §961L €Ly (@s) uesiy
(feamy/[edo|y) buml| 1ybiam ‘buljproys
‘2InHuINy AABSY BUIAOW- 9SI1D49X SNOJODIA
(9500) (7 0€8) (€1vzL) (L'SpSL) (99v8) (£soLL) (YUY (STP8) OFeLL) (@S) eS| :(f23m/[e0]1Y) BUIIWIMS ‘SIUUS)
6619 r'861 1'86¢ re6y €6cc £90¢ Gtls geee S0€e ‘BulpAdIg ‘BuIbbof -3s1pIexd snonuailg
(1619) (rL1€) (08£€) (EVSPP) (6051€) (1'665€) (8'185) (€951€) (67€9¢5) (@s) uesiy
€505 ¥'/88¢ €ly eLl6Y /81y [4dV 44 8Le6h yecly PA#194 {pfeam/[ed0lp) as121x |[e ‘Auaide [edishyd
(¥S) L6l (¥S) €59 (¥S) 058 (1¥) €78 (09) €61¢C (6¥) 9c0¢ (8¥) €vOL (15) ¥S8¢ (05) £68¢ (%) Joquinu :spunod Q1 50| Jon3
(Le (e)8€ (CaYR74 (90) OL @ (18 (O3 (1) €6 (1) 90l 00V 2 Al ssep “Ausaqo
81) $9 (ce) €L€ (c0) tee (#07) 09 (€0) Lv6 (¢0) L0gL 00) Lty (€0) L121 (¢0) 1oL 0'0F> 0} 0'0€ (Il SSep "Aussqo
(¢s)eel (Ov)oov (€¥) 259 (56) v/8 (£€) 78Sl (1¥) 9s¥¢C (05) 6901 (8€) 9¥0¢C (1¥) SLLe 00€> 01 0'GC ‘IINg ybIMISAQ
0 L6 (€0) 19 (L€) 0Ly (£:80) 905 (£€) 6VS1 (¥€) sS0C (82) €09 (9€) 9z61 (¥€) 625¢C 0'GZ> 01 G'8L “IWg yblom [ewION
(e ®1) e ©0 oy (60) 91 @vL (@ 06 (1) 8L (@il @ o<l §'81L > [INg Ayblamiapun
(9) Joqwinu :(,u/By) xapu| ssely Apog
(8¢ 0/¢ (c9) L'LT (6¥) L'/C 0¥ ¢Le (06) 04T (ty) 1/ (0v) LT (1'6) 0T ©8v) L'/C (@s) uesy “NE\Q ‘lwg] xapuj ssew Apog
510108} 9|A15941| pue dpdwodolyiuy
(S0) 26 O) 8¢S (0¥) 0€9 (€0 Ly (5¢) 8zs1 (1e) 6€61 (€20) ¥0S (£€) 690C (€€) €£5¢ (%) U :auoje BuIAr]
(89) ST (€€) OF (C¥) $9 @zl (%) 081 (S) z6e ©) L£1 (¥) 0CC (9) £5€ Jaupo “Ajiqesip ‘pakojduwaun
(1'79) 9¢¢C (899) 589 (5'89) LT6 (59)s8L 1 (6Y) 9€lT (¥S) Lzee (s9) oLl (15) 9¢8¢ (SS) 0S¢y paiiloy
o0 (r'S0) 90¢ (v'61) 90€ (10 0¢ 0 6LLL 81 1zt (e 00) Levl (81) cevl 19PWaWIOH
(1'620) £0L (S¥1) S/L (6'21) T8C (820) S1S (L) L6 (€2) 9wl (82) ¥29 (61) £801 (€@ L1s1 (1d '14) pakojdw3
(%) U uswAojdw
(r's6) 1€ (€'86) S8LL (9°£6) 9¢S1 (€6) 8891 (96) ¥9L¥ (S6) 7585 (€6) ¥70C (96) 19¢5 (96) SOV (%) u sueiseone)
(cve) 9cL (S¥20) s6C (890) Ltv (€€) S09 (00) 148 (¥20) 9pL (€€) €€/ (l2) 9911 (¥2) 6681 (%) U :(13yB1y 10 ANSISAIUN BUIOS) UoleINP3
o (0ol) 90zl (£2) 90t o (001) 8¥€ (L2) 8vev 0o (/) 9955 (¢4) 9955 (%) U :S9lewa4
(S6) ¢ ©L) vyl L) 61 ©) 191 (6) 9L¢€ ©) L£S (©) L61 (6) €S ©) e 08<
O8p) 6/1 (S£9) €69 (r's9) ¢/8 (8Y) £98 (8¥) 080 (8Y) Lv6C (8v) 80l (09) 08£¢ (6v) 88¢ 08> 01 59
©'1¥) ¥S1 (90¢€) 69€ (cee) €¢s (€¥) 082 (€v) z68l1 (€v) 8£9¢C (€v) Tv6 (L) €92C (¢v) soce §9> 01 0§
(%) u :dnoib aby
(¥'6) 999 (c6) 689 (€6) 89 (§6) 799 (ce) 99 (€6) 799 (S6) €99 (€6) 899 (r'6) £99 (@s) ueapy sieak ‘oby
soispRIdRIRYD Dlydeibows
(89€=N) (901 =N) qWZSL=N) (FL18L=N) (8YEr =N) (C919=N) (£81T=N) (9965 =N) o(€SLL=N)
EN] USWOAA |exo) EN] USWOAA |eo) SEN] USWIOAA |exo]

(251 =N) 21n1del) sond Yum

2inioel) Joud oN

S|dwies sjoym

Solislio1oeieyd auljoseg

SHOY0D paulwexa sy} JO SDIsUaIdeIRYD duljdseg | djqeL



Page 5 of 14

Gajic-Veljanoski et al. BMC Geriatrics (2018) 18:4

(1289) (0°£gs1) (8.€1) 07€8) (cLeol) (1'¢88) (0°£8¢9) O£511) (#'€001) (@s) ues :(Aep/n1)
9vec 6'6CY 0¢8e 8'80¢ S0€ 89/¢ glLc 6'lee 1'86¢ syuawa|ddns pue pooy ‘g ulwelA
(99¢€9) (9/¢€9) 06£9) (149 (@ze9) (S'119) (C€89) (8'5¢9) (8419 (@s) ueay :(fep/bw)
€86 LLLLL 81801 6668 9810l 1’5001 6€L6 1'¢901 90c0L sjusWwia|ddns ;g pooj ‘Selul winijed
(10) 8L (¢0) 19T ©'10) S @ L1e (L1) S8 (1) zoL (€1) s6C (1) vsL (€1) 6v0L (%)u ‘pazijiqoww|
(') L€ (1) €6 (GYAR74! (6'9) L0L (¥9) tLe (¢9) 6LE (09) 8¢l (02) 95¢ (09) €05 (9%) U “(yruow 1sed) sjjeq
(s (¥) ov (€ 1S (1) £L (€) €CL @ ol (1) ¢ (€) 691 (€ L6l B3
(e 9Ll (€¥) v¢s (1¥) 0¥9 (L) 88¥ (£€) 9091 (v€) ¥60C (82) 909 (8¢) 9¢€ 1T (S€) evLe v
(se) 6CL (0€) 65¢ (1€) 88y (¥e) £19 (€9) cavl (€¢) 6€0¢C (¥e) ovL (¢ce) s8L1 (€€) 1€SC L
(ce) 8Ll (€0) 1Lt (S7) s6€ (8¢) 69 (L0) L611 (1€) 6881 (L€) €18 (£D) 9LvL (62) 68CC 9UON
(%) U 3UN0D ‘,S2NIPICIOWOD)
(@s) uesy
anet FolL sl (RN €Dl €n el €L (€N alL €n el ',591IPIGIOWOD JO USqUInU UeSy
(%) U :s2in1oely
19buly pue 301 ‘peay buipnpxe
(0o1) 89¢ (0o1) 90l (0ol) v£51 VN VN VN (£1) 89¢ (o) 901 00) w51 '2in1del) BLNEI} MO| SUl|seq
(@S) uea :dulseq
(S80) ¥'L— oot onsL- 80 Tl- on9L- onvi- 80 Tl- on9L- oS- 03U [eI0Wa) Y3 18 310S-1 NG
Yi[eay ||eJan0 pue auog
(S9) v¢ (S8l (VrdRay (1'2) 6Tl ©0) L (57) 951 (1) ¥S1 (1) ¥ (€) 661 193
0C0 18 (G1L) 6€EL (Ov1) 0ce (C€a) oy (€C1) €€s (SS1) €56 (€0) 20S @) v£9 (S 9LLL ol
(cov)srl 96€)LLy (£'6€)5C9 (rov)ses (£6€) veLL (8'6€) TSie (Ov) 8.8 (ov) voce (0v) ¢80¢ 1-0
(€1e)stl (€Lv)TLs (L€v)/89 (960)L€S (S°£¥) ¥90C (Cty) 109¢ (0€) €59 (8Y) €¥9¢C (cv) 96C€ SUON
(9%)u Aep sad uonduinsuod [oyod|y
(€SY) @910 (£'960) (oL (890¢€) O'Lvb) ©110 (610€)
¥'S9¢C 9801 494 (8€) S¥/¢C #7001 161 €eLe L'colL 70SL 1eaA Jad syunp ‘uopdwinsuod [oyodly
(L1) 29 (1) 891 (s1) ogz 1) 16C (1) €85 (1) ¥/8 1) €s¢ (1) ¥SL (1) £0L1 190w Jualing
(€9)561 (e€)zov (8€)L6S (5S)oo0L (€€) 05¥1 (Ov) 0S¢ (sS) 6Ll (€€) 9581 (6€) ¥S0¢ 190Ws 1sed
0g)0LL (€9) 9¢€9 (L¥) oL (60) €8 (€9) viee o) Le8C (60) v€9 (€9) 956 (9%) 065¢€ 193OWs-UON
(%) u :Bupows
(5'89¢¢) 81€L0) (99987) (1°€S0€) (Fve8a) (5°€060) (£'£80€) (£T187) (8%687)
8'195¢ 6'5CS¢E 144393 10949 CHEYAS '€99¢ 6'890¢ (44043 L1€9¢ (@s) uesw
‘(reamy/eo)
Buiuapieb ‘Buymoq ‘buiyob ‘Bupjiem
YL SIOMISNOY -3S1D19X 91eISPOI
(89€ =N) 90zl =N) oPLSL=N) 18l =N) (8rer =N) (@919=N) (/81T=N) (9955 =N) o(€5LL=N)
VEI] USWOAN |e10| VEI] USWOAN |e10| VEI] USWOAN |e10|

(P£G1 =N) 21ndeuy sond Yim

ain1oeyy Joud oN

o|duwes oy

SDlsLIORIRYD BUlPsey

(PaNUIU0D) SLOYOD PaULLIBXS Y3 JO SDNSLIDRIBYD duljaseg | ajqel



Page 6 of 14

Gajic-Veljanoski et al. BMC Geriatrics (2018) 18:4

s1eak +69 abe syueddinied ul passasse ‘Uoleulwexg 91e1S [eIUSN Ul FSWI ‘seasip Aaupiy pue ‘g 9dA) 1o | 9dA) se1aqgelp ‘Oseasip Jejndsnwoinau ‘siiga|ydoquiolyy ‘o)oils
‘aseasip ueay ‘uoisualadAy ‘aseasip [9moq Alolewweljul ‘Jadued d1e1soid/aunaln Jadued 1sealq ‘asessip ploJAYl ‘siiIyLIe piolewnay) ‘siIYLIe091SO :Xapu| Ajiedq (soeD) Apnis sisoiodosisQ 41uadn Ny uelipeue) ayl
ul papnppul sanipigIowo), ‘3jgediidde Jou )y ‘uoneirsp piepuess gs ‘syuedidilied Jo Jaguinu U isainidely 301 pue Jabuly ‘peay Bulpn|dxs ‘saanidely JuspIdU-MO| Yum jdwies  ‘sainidely pauodal jje buipnpur sjduwes,

(0¢) 81t (c0 18t (Fo) 18 Q0 91t (€0 1'8C (¥'0) 08 (LD 91/t (€7 L'8T (Vo g/t (@s) uea 21035 €103 IS
(69) €56 (ce) 9€s (£8) OFS 61 9vS (88) '€ (99 €5 (821) L VS (6'8) '€ (98 8¢5 (@S) ues 21035 9edsgNs Y1jesy [RIUSIA ‘O¢-4S
©6) ¥or (UL ey (oL Lty (L6) 8Ly (¥rol) €9% (col) Loy (t6) 9Ly Q0ol) £6¥ (rol) oy (QS) uea|y 21035 3[easgns [edISAYd ‘9€-4S
3j1] Jo Aujenb paie|ay-uijeaH
(Lz1) €z (€¥) 8¢ (¥'9€) L0€ v'1) 69 (€'8€) 066 (1:0€) 6501 (8) 26 (6€) 69C1 (L€) 1961 (%) <01 1eak 'sbrup aandiosainue Jo asn
e
¥50) ¢ (7:50) 90€ (961) 80¢ (c0) € (80) vicl (00) £12L (¢0) § (£0) Tesl1 (02) L2s1 :duljeseq ‘sbnup aandiosainue 4o ssn
(89€ =N) 90zl =N) oPLSL=N) 18l =N) (8rer =N) (@919=N) (/81T=N) (9955 =N) o(€5LL=N)
US| USWOM |exo] US|\ USWIOM |10 US| USWOM [e1o]
(£S5 1 =N) 2imdedy Joud YU ain1oeyy Joud oN o|duwes oy SD11SH910RIRYD SUlj9Seq

(PaNUIU0D) SLOYOD PaULLIBXS Y3 JO SDNSLIDRIBYD duljaseg | ajqel



Gajic-Veljanoski et al. BMC Geriatrics (2018) 18:4

Page 7 of 14

Table 2 The Canadian Multicentre Osteoporosis Study (CaMos) Frailty Index scores: Baseline, year 5, and year 10

All participants

Participants with no prior fractures

Participants with prior fractures

CFl score Total Women Men Total Women Men Total Women Men
Mean (SD)  Mean (SD)  Mean (SD) Mean (SD)  Mean (SD)  Mean (SD)  Mean (SD)  Mean (SD) Mean (SD)
[range; n] [range; n] [range; n] [range; n] [range; n] [range; n] [range; n] [range; n] [range; n]

Baseline 0.14 (0.11) 0.15 (0.11) 0.12 (0.10) 0.14 (0.11) 0.15 (0.11) 0.12 (0.10) 0.17 (0.12) 0.18 (0.12)  0.13 (0.10)
[0.00-0.66;  [0.00-0.66; [0.00-0.53; [0.00-066; [0.00-0.66; [0.00-0.53; [0.00-0.60; [0.00-0.60; [0.00-045;
7753] 5566] 2187] 6162] 4348] 1814] 1574] 1206] 368]

Year 5 0.16 (0.12) 0.17 (0.12) 0.14 (0.11) 0.16 (0.11) 0.17 (0.12) 0.13 (0.10) 0.18 (0.12) 0.19(0.12)  0.15(0.12)
[0.00-0.65; [0.00-0.65; [0.00-0.57; [0.00-062; [0.00-0.61; [0.00-0.57; [0.00-0.65; [0.00-0.65; [0.00-0.54;
6200] 4544] 1656] 4961] 3590] 1371] 1227] 945] 282]

Year 10 0.12 (009 013 (0.10)  0.11(0.09) 0.12 (0.10) 012 (0.10) 0.0 (0.09)  0.14(0.10) 0.15(0.10) 0.11 (0.09)
[0.00-0.53; [0.00-0.53; [0.00—045, [0.00-0.52; [0.00-0.52;, [0.00-045, [0.00-0.53; [0.00-0.53; [0.00-0.40;
4345] 3233] 1112] 3514] 2583] 931] 8271 646] 181]

Absolute change: 0.03 (0.08) 0.03 (0.08) 0.03 (0.08) 0.03 (0.08) 0.03 (0.08) 0.03 (0.08) 0.03 (0.09) 0.03 (0.09) 0.04 (0.08)

baseline to year 5 [-032-043; [-032-037; [-030-043; [-0.28-043; [-0.26-0.37; [-0.28-043; [-032-043; [-032- [-0.30-
6200] 4544] 1656] 4961] 3590] 1371] 1227] 0.32;945]  043;282]

Absolute change: —0.02 (0.08) —0.02 (0.09) —0.01(0.08) —0.02 (0.08) —0.02 (0.08) —0.01(0.08) —0.01(0.09) —0.02 -0.02

year 5 to year 10 [-037-038; [-035-0.38; [-037-036; [-037-038; [-0.35-038; [-0.37-0.36; [-0.33-0.38; (0.09) (0.07)
4303] 4207] 1096] 3481] 2562] 919] 818] [-0.32- [-0.33-

038;641] 032, 177]

CFl CaMos Frailty Index, SD standard deviation, n sample size

file 2: Figure S1), the adjusted mean CFI score signifi-
cantly increased per 5 years after an incident hip fracture
by 0.07 in women (95% confidence interval [CI]: 0.03—
0.11) and by 0.12 in men (95% CI: 0.08-0.16). An inci-
dent clinical vertebral fracture was associated with a
similar 0.05 point increase in the adjusted mean CFI
score in women (95% CI: 0.02-0.08), and a much
smaller increase in men (0.01, 95% CI: -0.07-0.09). Also,
incident multiple fractures had larger detrimental effects
on frailty progression in women than in men (0.06, 95%
CI: 0.01-0.11 vs. 0.03, 95% CI: -0.05-0.06, Additional file
2: Table S8). In women without prior fracture, incident
hip and vertebral fractures increased the adjusted mean
CFI scores to similar extents (0.07, 95% CI: 0.01-0.13;
0.06, 95% CI: 0.02—0.10); however, in men, incident hip
and NHNV fractures variably affected the progression of
frailty, increasing the mean score by 0.11 (95% CI: 0.06—
0.16) and 0.05 (95% CI: 0.004—0.096) per 5 years, re-
spectively (Figs 1 and 2; Additional file 2: Table S9). In
participants with prior fracture, a new hip fracture was
the only low-trauma fracture associated with a signifi-
cantly faster frailty progression (0.07, 95% CI: 0.01-0.12,
Fig. 3 and Additional file 2: Table S11).

Baseline BMI was another important predictor of
frailty progression. In both women and men, the higher
baseline BMI was associated with a larger impact on
frailty (Table 3; Additional file 2: Tables S5-S12). This
was pronounced in adults without prior fractures (Add-
itional file 2: Table S9). In multivariable-adjusted models,
compared to participants with normal weight, over-
weight participants had a 5-year increase in the adjusted
mean CFI of 0.01, those with obesity class I-II had an in-
crease of 0.02, and those with morbid obesity had

increases of 0.01 to 0.10 (Additional file 2: Figure S1,
Figs 1, 2 and 3).

In addition to prior and incident fractures and obesity,
some other predictors affected the progression of frailty:
living alone (men: Additional file 2: Figure S1b and Fig. 2;
p <0.04), use of antiresorptives for 10 years (men: Add-
itional file 2: Figure S1b and Fig. 2; p <0.005), lower
baseline BMD T-scores (Fig. 3; p = 0.02), and unemploy-
ment (Fig. 3; p =0.03). Predictors that decelerated frailty
were greater physical activity (women: Additional file 2:
Figure Sla, Fig. 1 and both sexes: Fig. 3; p < 0.04), better
HRQL (both sexes: Additional file 2: Figure S1, Figs 1-3;
p<0.0001), Dbetter cognitive function (women:
Additional file 2: Figure Sla and Fig. 1; p < 0.05), univer-
sity education (men: Additional file 2: Figure Slb; p =
0.04), and low alcohol consumption (women: Additional
file 2: Figure Sla; p = 0.03).

Over 10 years, 3411 participants (44%) were lost to
follow-up. Compared to participants who remained in
the study, they were frailer (mean CFI: 0.18 +0.12),
older, more often men, more often retired and living
alone, more often underweight, less physically active,
more often smokers, with prior low-trauma fractures
and falls, with lower HRQL and cognitive scores (all p-
values < 0.05, Additional file 2: Table S13). As expected,
adults who died by year 10 had much greater CFI scores
than those who dropped out (Additional file 2: Table
S14). Our sensitivity analyses that addressed attrition or
missing data bias corroborated the main findings (Add-
itional file 2: Tables S15-S23), and also suggested a pro-
tective effect of non-smoking with the corresponding
frailty 5-year reduction of 0.01 to 0.03 in the adjusted
mean CFI (p < 0.01, Additional file 2: Tables S17-S23).
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