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Abstract
AIM: To determine the general and transplant-specific 
risk factors for fractures in kidney transplant recipients.

METHODS: We conducted a cohort study of all adults 
who received a kidney-only transplant (n  = 2723) in 
Ontario, Canada between 2002 and 2009. We used 
multivariable Cox proportional hazards regression to 
determine general and transplant-specific risk factors 
for major fractures (proximal humerus, forearm, hip, 
and clinical vertebral). The final model was established 
using the backward elimination strategy, selecting risk 
factors with a P -value ≤ 0.2 and forcing recipient age 
and sex into the model. We also assessed risk factors 
for other fracture locations (excluding major fractures, 
and fractures involving the skull, hands or feet). 

RESULTS: There were 132 major fractures in the 
follow-up (8.1 fractures per 1000 person-years). 
General risk factors associated with a greater risk 
of major fracture were older recipient age [adjusted 
hazard ratio (aHR) per 5-year increase 1.11, 95%CI: 
1.03-1.19] and female sex (aHR = 1.81, 95%CI: 
1.28-2.57). Transplant-specific risk factors associated 
with a greater risk of fracture included older donor age 
(5-year increase) (aHR = 1.09, 95%CI: 1.02-1.17) and 
end-stage renal disease (ESRD) caused by diabetes 
(aHR = 1.72, 95%CI: 1.09-2.72) or cystic kidney 
disease (aHR = 1.73, 95%CI: 1.08-2.78) (compared to 
glomerulonephritis as the reference cause). Risk factors 
across the two fracture locations were not consistent 
(major fracture locations vs  other). Specifically, general 
risk factors associated with an increased risk of other 
fractures were diabetes and a fall with hospitalization 
prior to transplantation, while length of time on dialysis, 
and renal vascular disease and other causes of ESRD 
were the transplant-specific risk factors associated with 
a greater risk of other fractures.

CONCLUSION: Both general and transplant-specific 
risk factors were associated with a higher risk of frac
tures in kidney transplant recipients. Results can be 
used for clinical prognostication.

Key words: Fracture; Risk factors; Kidney transplant 
recipient; Prognostication; Cohort study

© The Author(s) 2016. Published by Baishideng Publishing 
Group Inc. All rights reserved.

Core tip: We examined risk factors for major and 
other fractures in adult kidney transplant recipients. 
Increasing age and female sex were associated with 
an increased major fracture risk, while diabetes or 
cystic kidney disease as the cause of end-stage renal 
disease and increasing age of the kidney donor were 
the transplant-specific risk factors associated with an 
increased major fracture risk. Risk factors were variable 
across fracture locations (major vs  other fractures). 
General and transplant-specific risk factors for fracture 

should be considered when assessing fracture risk 
in kidney transplant recipients. Different risk factors 
may need to be considered depending on the fracture 
location.

Naylor KL, Zou G, Leslie WD, Hodsman AB, Lam NN, McArthur 

E, Fraser LA, Knoll GA, Adachi JD, Kim SJ, Garg AX. Risk 
factors for fracture in adult kidney transplant recipients. World J 
Transplant 2016; 6(2): 370-379  Available from: URL: http://www.
wjgnet.com/2220-3230/full/v6/i2/370.htm  DOI: http://dx.doi.
org/10.5500/wjt.v6.i2.370

INTRODUCTION
Kidney transplant recipients are at a higher risk of 
fracture compared to the general population[1-4]. Reasons 
for the increased fracture risk are multifactorial, and may 
include perturbations in bone and mineral metabolism 
that occur in renal bone disease, and the administration 
of glucocorticoids after transplantation[5]. However, 
the risk factors for fracture after transplant remain 
uncertain. In a recent systematic review many classical 
risk factors for fracture in the general population (e.g., 
older age, female sex) were inconsistently associated 
with fractures in kidney transplant recipients[6]. Unlike 
the transplant population, risk factors for fracture in 
the general population are well-established and are 
included in the World Health Organization’s (WHO) 
Fracture Risk Assessment tool (FRAX). FRAX is used 
to guide treatment decisions in the general population 
by incorporating age, sex, clinical risk factors (body 
mass index, parental hip fracture, glucocorticoid use, 
rheumatoid arthritis, smoking, alcohol intake ≥ 3 units 
per day), and hip bone mineral density (optional) to 
predict the 10-year probability of hip fracture or major 
osteoporotic fracture (proximal humerus, forearm, hip, 
or clinical vertebral)[7-9]. However, kidney transplant 
recipients may have different risk factors for fracture 
given the unique pathophysiology that underlies their 
bone disease[10]. For example, in a recent cohort study 
the only classical risk factor for fracture that reached 
statistical significance in kidney transplant recipients 
was high alcohol use[11]; however, this study had only 21 
fracture events and may have had inadequate statistical 
power to identify other risk factors[11]. The same study 
also found that FRAX may be a useful tool to predict 
fracture in kidney transplant recipients (area under the 
receiver operating curve 0.62); however, the authors 
hypothesized that incorporating transplant-specific risk 
factors for fracture may further improve the performance 
of FRAX[11]. 

The WHO has called for a global strategy on fracture 
prevention and management[12]. Such strategies require 
an understanding of well-validated fracture risk factors 
and prediction tools so populations at high risk can be 
targeted for diagnosis, treatment, and therapeutic trials. 
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Given that risk factors for fracture in kidney transplant 
recipients have not been well-established, we conducted 
this study to determine general risk factors (e.g., age, 
sex, previous fracture, previous fall) and transplant-
specific risk factors (e.g., length of time on dialysis 
prior to transplant) associated with major fractures 
(proximal humerus, forearm, hip, and clinical vertebral) 
in kidney transplant recipients. In an additional analysis 
we assessed risk factors for other fracture locations 
(excluding major fractures, and fractures involving the 
skull, hands or feet).

MATERIALS AND METHODS
Design and setting
We performed a population-based cohort study using 
healthcare databases held at the Institute for Clinical 
Evaluative Sciences (ICES) in Ontario, Canada. Ontario 
residents have universal access to hospital and phy
sician services. These datasets were linked using unique 
encoded identifiers and analyzed at ICES. This study 
was approved by the institutional review board at 
Sunnybrook Health Sciences Centre, Toronto, Canada. 

Data sources
We used several databases to obtain our study cohort, 
characteristics, risk factors, and outcome data. Infor
mation on all kidney transplant recipients who received 
their transplant in Ontario was provided by the Canadian 
Organ Replacement Register. Information on provincial 
physicians’ billing claims was provided by the Ontario 
Health Insurance Plan database. The Canadian Institute 
for Health Information Discharge Abstract Database 
provided information on diagnostic and procedural 
codes during Ontario hospitalizations and information 
on emergency room visits was provided by the National 
Ambulatory Care Reporting System. The Ontario 
Registered Persons Database provided information on 
vital status and demographics.

Cohort
We identified all first-time kidney-only transplants in 
Ontario from April 1st, 2002 to December 31st, 2009, 
restricting to individuals ≥ 18 years of age at the 
transplant date. We selected April 1st, 2002 as our 
cohort entry date as this was when Canada changed 
the International Classification of Disease (ICD) system 
from version 9 to 10. The cohort entry date (index 
date) was the date an individual received their kidney 
transplant. 

Risk factors
We assessed several general risk factors for fracture 
(e.g., age, sex, and prior major fracture) which are 
incorporated in FRAX. We also assessed other general 
risk factors found to increase fracture risk in the non-
transplant population, including: A fall with hospita
lization in the year prior to transplantation, race/eth

nicity, and diabetes (only type 1 diabetes is included 
in FRAX)[13-15]. We assessed several transplant-specific 
risk factors including: Length of time on dialysis prior to 
transplant (years), type of donor (living vs deceased), 
cause of end-stage renal disease [ESRD, e.g., diabetes 
mellitus, glomerulonephritis, renal vascular disease, 
cystic kidney disease, or other (i.e., any cause of ESRD 
not included in the aforementioned categories such 
as pyelonephritis)], pre-transplant dialysis modality 
(peritoneal, hemodialysis, or pre-emptive), and donor 
characteristics (age and sex).

Outcomes
We followed kidney transplant recipients from the date of 
transplant until first fracture, death, or end of follow-up 
(March 31st, 2013). We did not censor kidney transplant 
recipients if they returned to chronic dialysis or if they 
had another transplant during follow-up. Our primary 
outcome was major fractures which were defined as 
a composite of hip, forearm, proximal humerus, and 
clinical vertebral fractures. We chose to assess risk 
factors for major fractures with hospital presentation 
(emergency room visit or hospital admission) as these 
fracture locations are associated with excess morbidity 
and mortality in the general population[16-18]. We also 
assessed other fracture locations, defined as: Lower leg 
(ankle, tibia, fibula, patella), femoral shaft, rib/sternum/
trunk, scapula, clavicle, and pelvis fractures. These 
fractures as a whole were considered the secondary 
outcome as they may be more common in kidney 
transplant recipients[10]. For example, in prior studies 
ankle fractures were common in kidney transplant 
recipients[1,19]. We included both high and low trauma 
fractures because, similar to low-trauma fractures, 
high-trauma fractures occur more commonly when 
an individual has compromised bone strength[20]. We 
identified fracture events using the 10th version of the 
ICD system. To increase accuracy, diagnosis codes 
for hip, forearm, and femoral shaft fractures had to 
be accompanied by procedural codes identified from 
hospital encounters and physician billing codes[21]. 

Statistical analysis
We compared differences in baseline characteristics of 
recipients with and without a fracture using the Mann 
Whitney U test for continuous variables and the chi-
square test for categorical variables. We calculated 
the incidence rate of fracture (per 1000 person-years) 
censoring the observation period on the date of death, 
first fracture, or end of follow-up (March 31, 2013). 
We used the Cox proportional hazards model to assess 
effects of risk factors on the hazard of the first fracture. 
Prior to obtaining the adjusted hazard ratio (aHR) to 
quantify the effect of each risk factor, model assum
ptions such as the proportional hazards assumption and 
linearity of continuous factors (Martingale residuals) 
were assessed with a P-value < 0.05 used as criteria 
for a violation[22-24]. We used the backward elimination 
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RESULTS
Incidence of fracture
Of the 2723 kidney transplant recipients the total follow-
up was 16274 person-years (average 6 years), during 
which 402 (14.8%) died and 132 (4.8%) sustained a 
major fracture (8.1 fractures per 1000 person-years, 
95%CI: 6.8-9.6).

Baseline characteristics
Recipients who sustained a major fracture in follow-
up compared to recipients with no major fracture had 
a significantly higher median age (56.5 years vs 50.5 
years), were more likely to be women (48.5% vs 
35.8%), and were less likely to have glomerulonephritis 
as their cause of ESRD (29.6% vs 36.7%) (Table 1). 

Univariable analysis
We found older recipient age and female recipient 
sex were the general risk factors associated with an 
increased risk of major fracture (Table 2). For example, 

strategy to select risk factors that would be entered 
into the final model, with recipient age and sex forced 
into the model. To decrease the possibility of missing 
important risk factors for fracture post-transplant, a 
priori we chose a P-value of ≤ 0.2 to select variables 
for inclusion in the final model[25]. We assessed for multi
collinearity among variables prior to entering variables 
into the backward elimination model. We found limited 
concern for multicollinearity, since all variance inflation 
factors were less than 2[26]. There were missing data for 
the following variables: Donor age (2.2%), donor sex (< 
1%), cause of ESRD (11.6%), race (10.7%), and donor 
type (< 1%). We handled missing data by assigning 
values randomly selected from observed values with 
the exception of donor age for which we supplemented 
missing values with the median age. In the final model 
we interpreted two-sided P-values < 0.05 as statistically 
significant. We performed all analyses using Statistical 
Analysis Software, version 9.4 (www.sas.com). The 
statistical methods of this study were reviewed by a 
biostatistician, Guangyong Zou, PhD. 

Table 1  Characteristics of kidney transplant recipients classified by major fracture status1  n  (%)

No fracture (n  = 2591) Major Fracture (n  = 132) P -value

General risk factors
   Age (yr)    50.5 (41-61)     56.5 (45-63) 0.01
   Women   928 (35.8)      66 (48.5)   0.004
   Race/ethnicity 0.40
      White 1845 (71.2) 103 (78)
      Asian 208 (8.0)      8 (6.1)
      Black 198 (7.6)      7 (5.3)
      Other2   340 (13.1)      14 (10.6)
   Diabetes   673 (25.6)      40 (30.3) 0.27
   Fall with hospitalization in the year prior to the transplant date   92 (3.6)      8 (6.1) 0.15
   Major fracture prior to the transplant date3

Transplant specific risk factors
   Length of time on dialysis prior to transplant (measured in years)4        2.8 (1.2-5.4)           2.7 (0.92-5.1) 0.56
   Type of donor 0.47
      Deceased (vs living) 1458 (56.3)      70 (53.0)
   Cause of end-stage renal disease5   0.004
      Glomerulonephritis   951 (36.7)      39 (29.6)
      Cystic kidney disease   385 (14.9)      31 (23.5)
      Diabetes   560 (21.6)      37 (28.0) 
      Other   695 (26.8)      25 (18.9)
   Pre-transplant dialysis modality6 0.99
      Peritoneal dialysis   701 (27.1)      35 (26.5)
      Hemodialysis 1622 (62.6)      83 (62.9)
      Pre-emptive   268 (10.3)      14 (11.6)
   Donor characteristics
   Type of donor 0.47
      Deceased (vs living) 1458 (56.3)      70 (53.0)
   Donor age (yr)       46 (36-54)        48 (41-55) 0.16
   Donor sex 0.73
      Women 1295 (50.0)      68 (51.5)

Data are median (interquartile range) or n (%). 1Major fracture events were comprised of forearm (n = 81), hip (n = 22), proximal humerus (n = 18), and 
clinical vertebral fractures (n = 13); 2Other was defined as a composite of: Indian Sub-Continent, Pacific Islander, Aboriginal, Mid East/Arabian, Latin 
American, Other/Multiracial; 3Due to the small number of recipients with a prior major fracture this risk factor was not able to be assessed; 4Includes 
individuals who received a pre-emptive transplant where the time spent on dialysis was defined as 0 years; 5Due to the small number of recipients with a 
major fracture who had renal vascular disease as the cause of their ESRD this category was combined into the other category; 6We defined hemodialysis 
and peritoneal dialysis based on the modality the recipient first received. We defined pre-emptive transplant as no evidence of hemodialysis or peritoneal 
dialysis prior to transplant. ESRD: End-stage renal disease.
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female recipients had almost a two-fold greater risk of 
major fracture (HR = 1.65, 95%CI: 1.18-2.33). Due 
to the small number of recipients with a prior major 
fracture this risk factor was not able to be assessed. 
Regarding transplant-specific risk factors, cystic kidney 
disease (HR = 1.93, 95%CI: 1.20-3.08) and diabetes 
(HR = 1.80, 95%CI: 1.15-2.82) as the cause of ESRD 
(compared to glomerulonephritis as the reference 
cause) were both associated with a higher risk of major 
fracture. Each 5-year increase in donor age was also 
associated with a greater risk of major fracture (HR = 
1.11, 95%CI: 1.04-1.18).

Multivariable analysis
In the multivariable model, older recipient age (5-year 
increase) (aHR = 1.11, 95%CI: 1.03-1.19) and female 
recipient sex (aHR = 1.81, 95%CI: 1.28-2.57) were 
the general risk factors associated with a greater risk 
of major fracture (Table 2). Regarding transplant-
specific risk factors diabetes (aHR = 1.72, 95%CI: 

1.09-2.72) and cystic kidney disease (aHR = 1.73, 
95%CI: 1.08-2.78) as the cause of ESRD (compared to 
glomerulonephritis as the reference cause), and older 
donor age (5-year increase) (aHR = 1.09, 95%CI: 
1.02-1.17) were associated with a greater risk of major 
fracture.

Other fractures
When we assessed other fracture events (excluding 
the major fractures, and skull, hands, or feet) kidney 
transplant recipients had 141 fractures (8.7 fractures 
per 1000 person-years, 95%CI: 7.3-10.2). Recipients 
with vs without such fractures were significantly more 
likely to have diabetes (40.4% vs 25.4%) and were 
more likely to have had a fall with hospitalization in the 
year prior to transplant (7.1% vs 3.5%) (Table 3). In 
the multivariable model we found diabetes and a fall 
with hospitalization prior to transplantation were the 
general risk factors associated with an increased risk 
of fracture, while length of time on dialysis, and renal 

Table 2  Univariable and multivariable analysis of risk factors for major fracture in kidney transplant recipients

Risk factors Univariable analysis Multivariable analysis

HR (95%CI) HR (95%CI)
Age (per 5 yr increase) 1.13 (1.06-1.21) 1.11 (1.03-1.19)
Sex
   Men Reference
   Women 1.65 (1.18-2.33) 1.81 (1.28-2.57)
Race/ethnicity
   White Reference
   Asian 0.72 (0.35-1.47)
   Black 0.65 (0.30-1.39)
   Other1 0.78 (0.44-1.36)
   Diabetes (vs none) 1.40 (0.96-2.02)
   Fall with hospitalization in the year prior to the transplant date (vs none) 2.00 (0.98-4.09) 1.72 (0.84-3.50)
Major fracture prior to the transplant date2 (vs none)
   Length of time on dialysis prior to transplant (measured in years)3 1.06 (0.61-1.84)
Type of donor 
   Living 0.99 (0.70-1.39)
   Deceased Reference
Cause of end-stage renal disease4

   Glomerulonephritis Reference Reference
   Cystic kidney disease 1.93 (1.20-3.08) 1.73 (1.08-2.78)
   Diabetes 1.80 (1.15-2.82) 1.72 (1.09-2.72)
   Other 0.92 (0.56-1.53) 0.88 (0.53-1.46)
Pre-transplant dialysis modality5

   Hemodialysis Reference
   Peritoneal dialysis 0.99 (0.67-1.47)
   Pre-emptive 0.96 (0.54-1.68)
Type of donor 
   Living 0.99 (0.70-1.39)
   Deceased Reference
   Donor age (per 5 yr increase) 1.11 (1.04-1.18) 1.09 (1.02-1.17)
Donor sex
   Men Reference
   Women 1.03 (0.73-1.44)

1Other was defined as a composite of: Indian Sub-Continent, Pacific Islander, Aboriginal, Mid East/Arabian, Latin American, 
Other/Multiracial; 2Due to the small number of recipients with a prior major fracture this risk factor was not able to be assessed; 
3Includes individuals who received a pre-emptive transplant where the time spent on dialysis was defined as 0 years; 4Due to 
the small number of recipients with a major fracture who had renal vascular disease as the cause of their ESRD this category was 
combined into the other category; 5We defined hemodialysis and peritoneal dialysis based on the modality the recipient first 
received. We defined pre-emptive transplant as no evidence of hemodialysis or peritoneal dialysis prior to transplant. ESRD: End-
stage renal disease; HR: Hazard ratio.

Naylor KL et al . Fracture risk factors in kidney transplantation



375 June 24, 2016|Volume 6|Issue 2|WJT|www.wjgnet.com

vascular disease and other causes of ESRD were the 
transplant-specific risk factors associated with a greater 
risk of other fractures (Table 4).

DISCUSSION
Similar to the general population, we found increasing 
recipient age and female sex were associated with 
an increased major fracture risk in kidney transplant 
recipients. Unique to the kidney transplant population, 
we also found diabetes or cystic kidney disease as the 
cause of ESRD and increasing age of the kidney donor 
were associated with a significantly increased major 
fracture risk. However, risk factors were not consistent 
across fracture locations with increasing age and female 
sex not associated with an increased other fracture risk. 
Our findings suggest that both general and transplant-
specific risk factors for fracture should be considered 
by clinicians when assessing fracture risk in kidney 
transplant recipients. However, different risk factors 
may need to be taken into account when considering 
different fracture locations.

We previously published a study of 321 kidney 
transplant recipients from Manitoba, Canada and 
found that FRAX was able to modestly predict fracture 
and may be a useful tool for clinicians to use to help 
guide treatment decisions; the area under the receiver 
operating curve value was 0.62 and there was con
cordance in the observed vs predicted 10-year major 
osteoporotic fracture probability (6.3% vs 5.6%, 
respectively)[11]. However, the number of major os
teoporotic fracture events was small (n = 21), with 
correspondingly wide 95%CIs[11]. We hypothesized that 
a fracture prediction tool incorporating both general and 
transplant-specific risk factors may improve fracture 
prediction[11]. However, model updating may not be 
needed as the absolute fracture rate found in the current 
study was lower than previously reported, similar to other 
recently conducted studies[27,28]. Moreover, the strength 
of the transplant-specific risk factors was only moderate. 
Additionally, the large sample size needed to update a 
model and the reasonable performance of the original 
FRAX model in kidney transplant recipients further 
suggests model updating may not be needed. However, 

Table 3  Characteristics of kidney transplant recipients classified by other fractures status3  n  (%)

No fracture (n  = 2582) Other fracture (n  = 141) P -value

General risk factors
   Age (yr)       52 (42-61)     54 (44-61)   0.18
   Women   944 (36.6)   48 (34.0)   0.55
Race/ethnicity   0.33
   White 1838 (71.2) 110 (78.0)
   Asian 208 (8.1)   8 (5.7)
   Black 198 (7.8)   7 (5.0)
   Other1   338 (13.1)   16 (11.4)
   Diabetes   656 (25.4)   57 (40.4) < 0.001
   Fall with hospitalization in the year prior to the transplant index   90 (3.5) 10 (7.1)   0.03
   Major fracture prior to the transplant date5   69 (2.7) 13 (9.2) < 0.001
Transplant specific risk factors
   Length of time on dialysis prior to transplant (measured in years)2        2.7 (1.1-5.4)      3.0 (1.7-5.3)     0.068
Type of donor 
   Deceased 1439 (55.7)   89 (63.1)   0.09
Cause of end-stage renal disease     0.003
   Glomerulonephritis   958 (37.1)   32 (22.7)
   Cystic kidney disease   397 (15.4)   19 (13.5)
   Diabetes   555 (21.5)   42 (29.8)
   Renal vascular disease   294 (11.4)   23 (16.3)
   Other   378 (14.6)   25 (17.7)
Pre-transplant dialysis modality4   0.09
   Peritoneal dialysis   694 (26.7)   42 (29.8)
   Hemodialysis 1613 (62.5)   92 (65.3)
   Pre-emptive   275 (10.7)   7 (5.0)
Donor characteristics
Type of donor 
   Deceased 1439 (55.7)   89 (63.1)   0.09
   Donor age (yr)       46 (36-54)     48 (40-54)   0.13
   Donor sex 
      Women 1298 (50.3)   65 (46.1)   0.33

Data are median (interquartile range) or n (%). 1Other was defined as a composite of: Indian Sub-Continent, Pacific Islander, Aboriginal, Mid East/Arabian, 
Latin American, Other/Multiracial; 2Includes individuals who received a pre-emptive transplant where the time spent on dialysis was defined as 0 years; 
3Other fracture events were comprised of pelvis (n = 15), ankle (n = 37), patella (n = 8), tibia/fibula (n = 37), rib/sternum (n = 34), and other (femoral shaft, 
scapula, clavicle; n = 16); 4We defined hemodialysis and peritoneal dialysis based on the modality the recipient first received. We defined pre-emptive 
transplant as no evidence of hemodialysis or peritoneal dialysis prior to transplant; 5Prior major fracture had to occur from 1991 to cohort entry (date of 
transplant).
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to gain a more complete understanding of fracture 
risk, it is likely important for clinicians to consider some 
transplant-specific risk factors (e.g., cause of ESRD) in 
isolation, when assessing fracture risk. Future research 
should assess other potential transplant-specific risk 
factors (unavailable in our current analyses), including: 
Change in body mass index after transplantation (weight 
changes found to increase fracture risk in the general 
population) and fibroblast growth factor 23 (suppresses 
mineralization of the bone matrix)[29,30]. 

We found that risk factors for fracture may vary 
across fracture locations. For example, there were 
different risk factors for fracture between our two fra
cture classifications (major fracture locations vs other 
fracture locations). A possible explanation for this finding 
is that in the kidney transplant population risk factors for 
fractures are site specific. For example, similar to what 
some studies have found in the general population, in 
our study increasing recipient age and female recipient 
sex were both associated with an increased major 
fracture risk[31-33]. However, increasing recipient age and 
female sex were not associated with an increased risk 
of other fractures. This provides a potential explanation 
for the results of a previous systematic review which 
found risk factors for fracture in kidney transplant 

recipients were inconsistent; studies in the review 
included different fracture locations[6]. However, we 
cannot discount the possibility that the differences in risk 
factors across fracture locations found in this study were 
the result of a type Ⅱ error. Future studies with larger 
sample sizes should assess site-specific risk factors for 
fractures (e.g., ankle) in kidney transplant recipients.

Of concern, several of the risk factors for fracture 
identified in this study are becoming more common in 
recent eras of kidney transplant recipients. For example, 
we found diabetes as the cause of ESRD and older 
recipient age were significant risk factors for major 
fractures. The number of recipients with diabetes and 
the average recipient age has been increasing[34,35]. 
Similar to results found in a previous study[36], increasing 
donor age was also associated with an increased risk of 
major fracture. This is concerning as there has been an 
increase in the number of recipients receiving a kidney 
from older donors[37,38]. It is important to note that donor 
age may only be a surrogate measure for recipient age, 
with kidneys from older donors often being allocated 
to older recipients. Nevertheless, the increase in the 
aforementioned risk factors may have important 
implications for fracture risk in future recipients. 

Unfortunately, none of the risk factors for major 

Table 4  Univariable and multivariable analysis of risk factors for other fracture in kidney transplant recipients

Risk factor Univariable analysis Multivariable analysis

HR (95%CI) HR (95%CI)
Age (per 5 yr increase)   1.09 (1.02-1.17) 1.03 (0.96-1.10)
Sex
   Men Reference
   Women   0.99 (0.63-1.26) 0.97 (0.68-1.39)
Race/ethnicity
   White Reference
   Asian   0.67 (0.33-1.37) 0.67 (0.32-1.39)
   Black   0.59 (0.27-1.26) 0.47 (0.21-1.02)
   Other1   0.82 (0.49-1.39) 0.73 (0.43-1.26)
Diabetes (vs none)     2.2 (1.57-3.08) 2.19 (1.38-3.49)
   Fall with hospitalization in the year prior to the transplant date (vs none)   2.37 (1.25-4.52) 2.05 (1.07-3.93)
   Length of time on dialysis prior to transplant (measured in years)2   1.06 (1.00-1.12) 1.07 (1.01-1.14)
Type of donor 
   Living Reference
   Deceased   0.67 (0.47-0.92)
Cause of end-stage renal disease
   Glomerulonephritis Reference Reference
   Cystic kidney disease   1.4 (0.8-2.47) 1.35 (0.76-2.39)
   Diabetes   2.47 (1.56-3.91) 1.40 (0.78-2.49)
   Renal vascular disease   2.40 (1.41-4.10) 2.11 (1.22-3.65)
   Other   2.04 (1.21-3.44) 2.03 (1.20-3.45)
Pre-transplant dialysis modality3

   Hemodialysis Reference
   Peritoneal dialysis   1.06 (0.74-1.53)
   Pre-emptive 0.43 (0.2-0.92)
Donor age (per 5 yr increase)   1.07 (1.01-1.14) 1.06 (0.99-1.12)
Donor sex
   Men Reference
   Women 0.83 (0.6-1.16)

1Other was defined as a composite of: Indian Sub-Continent, Pacific Islander, Aboriginal, Mid East/Arabian, Latin American, 
Other/Multiracial; 2Includes individuals who received a pre-emptive transplant where the time spent on dialysis was defined 
as 0 years; 3We defined hemodialysis and peritoneal dialysis based on the modality they first received. We defined pre-emptive 
transplant as no evidence of hemodialysis or peritoneal dialysis prior to transplant.
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fractures found in this study are easily modifiable. 
However, a hospitalized fall in the year prior to transplant 
was a significant risk factor for other fractures; falls are 
potentially modifiable through the use of fall prevention 
programs[39-41]. This is an important finding given the 
commonality of falls in kidney transplant recipients 
with over 10% of women recipients aged ≥ 50 years 
sustaining a fall with hospitalization in the first 3-years 
after transplant[4]. The paucity of modifiable risk factors 
is concerning as one of the best ways to prevent 
fractures in the general population is to provide therapy 
(e.g., bisphosphonates); the efficacy of these therapies 
in kidney transplant recipients is unclear[42]. However, 
given that not many recipients sustained a fracture the 
lack of modifiable risk factors may be less of a concern.

Limitations of the study are noted. First, we were 
unable to assess drug use (e.g., glucocorticoids) as 
a potential risk factor for fracture; drug information 
in our databases was only available for a minority of 
kidney transplant recipients; therefore, our sample 
size would have been decreased, limiting statistical 
power. It is important to note that a previous study 
found that kidney transplant recipients who received 
early corticosteroid withdrawal had a 1.6% reduction in 
fracture compared to recipients who received standard 
corticosteroid based immunosuppression[43]. Future 
studies should explore this further, including measuring 
glucocorticoid use as a continuous variable and assessing 
the impact of reduced dose on fracture risk, with a 
consideration given to the impact this may have on 
long-term immunological outcomes (e.g., graft loss)[44]. 
Second, we were unable to assess several risk factors, 
such as body mass index and estimated glomerular 
filtration rate, due to a high proportion of missingness 
(> 50%). Third, the small number of fracture events 
may have limited statistical power and increased 
concerns about the validity of the model. However, we 
selected a liberal P-value in our backward elimination 
analysis to ensure we were not excluding potentially 
important variables. Additionally, it is unlikely there were 
type Ⅰ errors given there were at least 10 events per 
variable[45]. Finally, due to the small number of fracture 
events we were also not able to assess several of the 
other risk factors included in the FRAX algorithm (e.g., 
rheumatoid arthritis). Last, the generalizability of these 
results to other races/ethnic groups may be limited as 
the majority (72%) of our sample was White.

Both general and transplant-specific risk factors 
for fracture should be considered by clinicians when 
assessing fracture risk in this unique patient population; 
however, risk factors may be variable across fracture 
locations. Future studies with larger sample sizes should 
assess the ability of other transplant-specific risk factors 
to predict fracture.
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COMMENTS
Background
Compared to the general population kidney transplant recipients are at an 
increased risk of fracture due to a multitude of factors, including: Chronic kidney 
disease-mineral and bone disorder and glucocorticoid administration post-
transplant. However, risk factors for fracture are not well-established in the 
kidney transplant population. An understanding of risk factors for fracture is 
important to target high risk recipients for treatment and therapeutic trials.

Research frontiers
To determine the general and transplant-specific risk factors for fractures in 
kidney transplant recipients.

Innovations and breakthroughs
General and transplant-specific risk factors for fracture should be considered by 
clinicians when assessing fracture risk in kidney transplant recipients. However, 
different risk factors may need to be taken into account when considering 
different fracture locations. Unfortunately, none of the risk factors for major 
fractures found in this study are easily modifiable. However, a hospitalized fall in 
the year prior to transplant was a significant risk factor for other fractures; falls 
are potentially modifiable through the use of fall prevention programs. This is an 
important finding given the commonality of falls in kidney transplant recipients.

Applications
The risk factors for fracture identified in this study are useful for clinical 
prognostication.

Terminology
Major fractures were defined as a composite of hip, forearm, proximal humerus, 
and clinical vertebral fractures. Other fracture locations were defined as a 
composite of lower leg (ankle, tibia, fibula, patella), femoral shaft, rib/sternum/
trunk, scapula, clavicle, and pelvis fractures.

Peer-review
This is a well written study on an important topic in transplantation as the risk of 

Naylor KL et al . Fracture risk factors in kidney transplantation

 COMMENTS



378 June 24, 2016|Volume 6|Issue 2|WJT|www.wjgnet.com

bone fractures after transplantation. The statistical analysis is well conducted.

REFERENCES
1	 Ramsey-Goldman R, Dunn JE, Dunlop DD, Stuart FP, Abecassis 

MM, Kaufman DB, Langman CB, Salinger MH, Sprague SM. 
Increased risk of fracture in patients receiving solid organ trans
plants. J Bone Miner Res 1999; 14: 456-463 [PMID: 10027911 
DOI: 10.1359/jbmr.1999.14.3.456]

2	 Abbott KC, Oglesby RJ, Hypolite IO, Kirk AD, Ko CW, Welch 
PG, Agodoa LY, Duncan WE. Hospitalizations for fractures after 
renal transplantation in the United States. Ann Epidemiol 2001; 11: 
450-457 [PMID: 11557176 DOI: 10.1016/S1047-2797(01)00226-5]

3	 Vautour LM, Melton LJ, Clarke BL, Achenbach SJ, Oberg 
AL, McCarthy JT. Long-term fracture risk following renal trans
plantation: a population-based study. Osteoporos Int 2004; 15: 
160-167 [PMID: 14666400 DOI: 10.1007/s00198-003-1532-y]

4	 Naylor KL, Jamal SA, Zou G, McArthur E, Lam NN, Leslie WD, 
Hodsman AB, Kim SJ, Knoll GA, Fraser LA, Adachi JD, Garg 
AX. Fracture Incidence in Adult Kidney Transplant Recipients. 
Transplantation 2016; 100: 167-175 [PMID: 26154389 DOI: 
10.1097/TP.0000000000000808]

5	 Kidney Disease: Improving Global Outcomes (KDIGO) CKD-
MBD Work Group. KDIGO clinical practice guideline for the 
diagnosis, evaluation, prevention, and treatment of Chronic Kidney 
Disease-Mineral and Bone Disorder (CKD-MBD). Kidney Int Suppl 
2009; (113): S1-130 [PMID: 19644521 DOI: 10.1038/ki.2009.188]

6	 Naylor KL, Li AH, Lam NN, Hodsman AB, Jamal SA, Garg AX. 
Fracture risk in kidney transplant recipients: a systematic review. 
Transplantation 2013; 95: 1461-1470 [PMID: 23594857 DOI: 
10.1097/TP.0b013e31828eead8]

7	 Papaioannou A, Morin S, Cheung AM, Atkinson S, Brown JP, 
Feldman S, Hanley DA, Hodsman A, Jamal SA, Kaiser SM, Kvern 
B, Siminoski K, Leslie WD. 2010 clinical practice guidelines 
for the diagnosis and management of osteoporosis in Canada: 
summary. CMAJ 2010; 182: 1864-1873 [PMID: 20940232 DOI: 
10.1503/cmaj.100771]

8	 Kanis JA, McCloskey EV, Johansson H, Oden A, Ström O, 
Borgström F. Development and use of FRAX in osteoporosis. 
Osteoporos Int 2010; 21 Suppl 2: S407-S413 [PMID: 20464374 
DOI: 10.1007/s00198-010-1253-y]

9	 Kanis JA, Oden A, Johnell O, Johansson H, De Laet C, Brown 
J, Burckhardt P, Cooper C, Christiansen C, Cummings S, Eisman 
JA, Fujiwara S, Glüer C, Goltzman D, Hans D, Krieg MA, La 
Croix A, McCloskey E, Mellstrom D, Melton LJ, Pols H, Reeve J, 
Sanders K, Schott AM, Silman A, Torgerson D, van Staa T, Watts 
NB, Yoshimura N. The use of clinical risk factors enhances the 
performance of BMD in the prediction of hip and osteoporotic 
fractures in men and women. Osteoporos Int 2007; 18: 1033-1046 
[PMID: 17323110 DOI: 10.1007/s00198-007-0343-y]

10	 Weisinger JR, Carlini RG, Rojas E, Bellorin-Font E. Bone 
disease after renal transplantation. Clin J Am Soc Nephrol 2006; 1: 
1300-1313 [PMID: 17699362 DOI: 10.2215/CJN.01510506]

11	 Naylor KL, Leslie WD, Hodsman AB, Rush DN, Garg AX. 
FRAX predicts fracture risk in kidney transplant recipients. Trans­
plantation 2014; 97: 940-945 [PMID: 24503761 DOI: 10.1097/01.
TP.0000438200.84154.1a]

12	 World Health Organization. Assessment of osteoporosis at the 
primary health care level. Summary Report of a WHO Scientific 
Group. Geneva: WHO, 2004

13	 Schwartz AV, Nevitt MC, Brown BW, Kelsey JL. Increased falling 
as a risk factor for fracture among older women: the study of 
osteoporotic fractures. Am J Epidemiol 2005; 161: 180-185 [PMID: 
15632268 DOI: 10.1093/aje/kwi023]

14	 Melton LJ, Thamer M, Ray NF, Chan JK, Chesnut CH, Einhorn 
TA, Johnston CC, Raisz LG, Silverman SL, Siris ES. Fractures 
attributable to osteoporosis: report from the National Osteoporosis 
Foundation. J Bone Miner Res 1997; 12: 16-23 [PMID: 9240721 
DOI: 10.1359/jbmr.1997.12.1.16]

15	 Ensrud KE, Barbour K, Canales MT, Danielson ME, Boudreau 
RM, Bauer DC, Lacroix AZ, Ishani A, Jackson RD, Robbins 
JA, Cauley JA. Renal function and nonvertebral fracture risk 
in multiethnic women: the Women’s Health Initiative (WHI). 
Osteoporos Int 2012; 23: 887-899 [PMID: 21625880 DOI: 
10.1007/s00198-011-1667-1]

16	 Johnell O, Kanis JA. An estimate of the worldwide prevalence and 
disability associated with osteoporotic fractures. Osteoporos Int 
2006; 17: 1726-1733 [PMID: 16983459 DOI: 10.1007/s00198-006
-0172-4]

17	 Keene GS, Parker MJ, Pryor GA. Mortality and morbidity after 
hip fractures. BMJ 1993; 307: 1248-1250 [PMID: 8166806]

18	 Johnell O, Kanis JA, Odén A, Sernbo I, Redlund-Johnell I, 
Petterson C, De Laet C, Jönsson B. Mortality after osteoporotic 
fractures. Osteoporos Int 2004; 15: 38-42 [PMID: 14593451 DOI: 
10.1007/s00198-003-1490-4]

19	 Nikkel LE, Hollenbeak CS, Fox EJ, Uemura T, Ghahramani N. 
Risk of fractures after renal transplantation in the United States. 
Transplantation 2009; 87: 1846-1851 [PMID: 19543063 DOI: 
10.1097/TP.0b013e3181a6bbda]

20	 Mackey DC, Lui LY, Cawthon PM, Bauer DC, Nevitt MC, Cauley 
JA, Hillier TA, Lewis CE, Barrett-Connor E, Cummings SR. High-
trauma fractures and low bone mineral density in older women 
and men. JAMA 2007; 298: 2381-2388 [PMID: 18042915 DOI: 
10.1001/jama.298.20.2381]

21	 Tamblyn R, Reid T, Mayo N, McLeod P, Churchill-Smith M. Using 
medical services claims to assess injuries in the elderly: sensitivity 
of diagnostic and procedure codes for injury ascertainment. J Clin 
Epidemiol 2000; 53: 183-194 [PMID: 10729691 DOI: 10.1016/
S0895-4356(99)00136-5]

22	 Wilson MG. Assessing Model Adequacy in Proportional Hazards 
Regression. SAS. [Accessed 2015 Jul 23]. Available from: URL: 
http//support.sas.com/resources/papers/proceedings13/431-2013.
pdf

23	 SAS. Model Assessment Using Cumulative Sums of Martingale 
Residuals. [Accessed 2015 Jul 23]. Available from: URL: http//
support.sas.com/documentation/cdl/en/statug/63033/HTML/
default/viewer.htm#statug_phreg_sect043.htm

24	 Lin D, Wei LJ, and Ying Z. Checking the Cox Model with 
Cumulative Sums of Martingale-Based Residuals. Biometrika 
1993; 80: 557-572 [DOI: 10.1093/biomet/80.3.557]

25	 Maldonado G, Greenland S. Simulation study of confounder-
selection strategies. Am J Epidemiol 1993; 138: 923-936 [PMID: 
8256780]

26	 Allison PD. Logistic Regression Using the SAS System: Theory 
and Application. Cary, NC: Wiley InterScience, SAS Institute, 
1999

27	 Ferro CJ, Arnold J, Bagnall D, Ray D, Sharif A. Fracture risk and 
mortality post-kidney transplantation. Clin Transplant 2015; 29: 
1004-1012 [PMID: 26313646 DOI: 10.1111/ctr.12621]

28	 Sukumaran Nair S, Lenihan CR, Montez-Rath ME, Lowenberg 
DW, Chertow GM, Winkelmayer WC. Temporal trends in the 
incidence, treatment and outcomes of hip fracture after first kidney 
transplantation in the United States. Am J Transplant 2014; 14: 
943-951 [PMID: 24712332 DOI: 10.1111/ajt.12652]

29	 Crandall CJ, Yildiz VO, Wactawski-Wende J, Johnson KC, Chen 
Z, Going SB, Wright NC, Cauley JA. Postmenopausal weight 
change and incidence of fracture: post hoc findings from Women’
s Health Initiative Observational Study and Clinical Trials. BMJ 
2015; 350: h25 [PMID: 25627698 DOI: 10.1136/bmj.h25]

30	 Mirza MA, Karlsson MK, Mellström D, Orwoll E, Ohlsson C, 
Ljunggren O, Larsson TE. Serum fibroblast growth factor-23 
(FGF-23) and fracture risk in elderly men. J Bone Miner Res 2011; 
26: 857-864 [PMID: 20928885 DOI: 10.1002/jbmr.263]

31	 Kanis JA, Borgstrom F, De Laet C, Johansson H, Johnell O, 
Jonsson B, Oden A, Zethraeus N, Pfleger B, Khaltaev N. Assess
ment of fracture risk. Osteoporos Int 2005; 16: 581-589 [PMID: 
15616758 DOI: 10.1007/s00198-004-1780-5]

32	 Cummings SR, Nevitt MC, Browner WS, Stone K, Fox KM, 
Ensrud KE, Cauley J, Black D, Vogt TM. Risk factors for hip 

Naylor KL et al . Fracture risk factors in kidney transplantation



379 June 24, 2016|Volume 6|Issue 2|WJT|www.wjgnet.com

fracture in white women. Study of Osteoporotic Fractures Research 
Group. N Engl J Med 1995; 332: 767-773 [PMID: 7862179 DOI: 
10.1056/NEJM199503233321202]

33	 Nguyen TV, Center JR, Sambrook PN, Eisman JA. Risk factors 
for proximal humerus, forearm, and wrist fractures in elderly men 
and women: the Dubbo Osteoporosis Epidemiology Study. Am J 
Epidemiol 2001; 153: 587-595 [PMID: 11257067 DOI: 10.1093/
aje/153.6.587]

34	 Canadian Institute for Health Information. Canadian Organ 
Replacement Register Annual Report: Treatment of End-Stage 
Organ Failure in Canada, 2003 to 2012. CIHI: Ottawa, Ontario, 
2011

35	 Lam NN, Kim SJ, Knoll GA, McArthur E, Lentine KL, Naylor 
KL, Li AH, Shariff SZ, Ribic CM, Garg AX. The Risk of Cardio
vascular Disease Is Not Increasing Over Time Despite Aging and 
Higher Comorbidity Burden of Kidney Transplant Recipients. 
Transplantation 2016; Epub ahead of print [PMID: 26985745]

36	 Opelz G, Döhler B. Association of mismatches for HLA-DR 
with incidence of posttransplant hip fracture in kidney transplant 
recipients. Transplantation 2011; 91: 65-69 [PMID: 21452411 
DOI: 10.1097/TP.0b013e3181fa94d6]

37	 Knoll G. Trends in kidney transplantation over the past decade. 
Drugs 2008; 68 Suppl 1: 3-10 [PMID: 18442296 DOI: 10.2165/00
003495-200868001-00002]

38	 Metzger RA, Delmonico FL, Feng S, Port FK, Wynn JJ, Merion 
RM. Expanded criteria donors for kidney transplantation. Am J 
Transplant 2003; 3 Suppl 4: 114-125 [PMID: 12694055 DOI: 
10.1034/j.1600-6143.3.s4.11.x]

39	 Williams-Johnson JA, Wilks RJ, McDonald AH. Falls: A 
modifiable risk factor for the occurrence of hip fractures in the 
elderly. West Indian Med J 2004; 53: 238-241 [PMID: 15622677]

40	 Menz HB, Morris ME, Lord SR. Foot and ankle risk factors for 
falls in older people: a prospective study. J Gerontol A Biol Sci 
Med Sci 2006; 61: 866-870 [PMID: 16912106]

41	 Campbell AJ, Robertson MC, Gardner MM, Norton RN, Tilyard 
MW, Buchner DM. Randomised controlled trial of a general 
practice programme of home based exercise to prevent falls in 
elderly women. BMJ 1997; 315: 1065-1069 [PMID: 9366737 DOI: 
10.1136/bmj.315.7115.1065]

42	 Palmer SC, McGregor DO, Strippoli GF. Interventions for 
preventing bone disease in kidney transplant recipients. Cochrane 
Database Syst Rev 2007; (3): CD005015 [PMID: 17636784 DOI: 
10.1002/14651858.CD005015.pub3]

43	 Nikkel LE, Mohan S, Zhang A, McMahon DJ, Boutroy S, Dube 
G, Tanriover B, Cohen D, Ratner L, Hollenbeak CS, Leonard 
MB, Shane E, Nickolas TL. Reduced fracture risk with early 
corticosteroid withdrawal after kidney transplant. Am J Transplant 
2012; 12: 649-659 [PMID: 22151430 DOI: 10.1111/j.1600-6143.2
011.03872.x]

44	 Zsom L, Wagner L, Fülöp T. Minimization vs tailoring: Where 
do we stand with personalized immunosuppression during renal 
transplantation in 2015? World J Transplant 2015; 5: 73-80 [PMID: 
26421259 DOI: 10.5500/wjt.v5.i3.73]

45	 Vittinghoff E, McCulloch CE. Relaxing the rule of ten events per 
variable in logistic and Cox regression. Am J Epidemiol 2007; 165: 
710-718 [PMID: 17182981 DOI: 10.1093/aje/kwk052]

P- Reviewer: Cantarovich F, Fulop T, Kin T, Markic D, Salvadori M    
S- Editor: Qiu S    L- Editor: A    E- Editor: Liu SQ

Naylor KL et al . Fracture risk factors in kidney transplantation



© 2016 Baishideng Publishing Group Inc. All rights reserved.

Published by Baishideng Publishing Group Inc
8226 Regency Drive, Pleasanton, CA 94588, USA

Telephone: +1-925-223-8242
Fax: +1-925-223-8243

E-mail: bpgoffice@wjgnet.com
Help Desk: http://www.wjgnet.com/esps/helpdesk.aspx

http://www.wjgnet.com


	WJT-6-370
	WJTv6i2Back cover

