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Risks and Outcomes of Extremity Fractures in Patients with Kn�

Main Results: Total participants from all these studies were 1,11,61,087 with a combined mean age of 51.4 
years. Two-thirds of the participants were females. The combined mean of fractures and falls was 61.8% among all participants in included studies. The combined mean incidence of mental health disorders was 74.3% among all participants with fractures. Use of psychotropic medications was found to be associated with impairment of cognition, psychomotor function and bone mineral density leading to a substantial increase in fracture risk. 

Conclusion: Patients with fractures and underlying mental health disorders were reported to have a prolonged 
hospital stay, poor functional outcomes and increased risk of chronic pain syndrome. Strategies should be in place 
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Search terminologies

The National Library of Medicine’s (NLM) Medical Subject 
Headings (MeSH) terms were selected and used along with text words. 
The terminologies that were used, included “Orthopaedic Injuries’’ OR 
“Fractures’’ OR “Musculoskeletal Injuries’’ AND “Mental Disorder” 
OR “Psychiatric Disorders” OR “Depressive Illness’’ OR ‘’Eating 
Disorders’’ OR “Schizophrenia’’ OR “Bipolar Disorder’’. MeSH terms 
provided a consistent way to retrieve information where different 
terms had been used by authors for the same concept.

Inclusion criteria

All types of articles reporting on extremity fractures and 
orthopaedic injuries in skeletally mature patients with underlying 
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74.3% among all the participants combined in all the included studies. The 
details of mental health diagnoses are presented in Table 2.

Psychiatric diagnoses were based on the criteria derived from 
the International Classification of Diseases, Ninth Revision, Clinical 
Modification (ICD-9-CM) codes [12] in 6 studies [13-18] and ICD-
10 [14,15,19] in 4 studies [20-23]. Diagnoses were derived from the 
Diagnostic and Statistical Manual of Mental Disorders, 5th edition 
(DSM-5) criteria [12,24] in one study [3], from the community version 
of the Geriatric Mental State (AGECAT) [25] in another study [26] and 
one study did not provide this information [27].

Delayed discharge a�er fractures

Nine studies reported the association of hip fractures with mental 
health disorders [14-18,21,22,26,28]. Holmes and House reported 
that patients with dementia, delirium and depression had a longer 
hospital stay and a significantly higher rate of discharge to a non-home 
destination (21.4% vs 2.2%, p<0.001) than the patients without any 
mental illness after hip fractures [26]. Presence of psychiatric illness 
also significantly increased physical dependence after hip fractures. 
The relative risks of mith lity over 6 months after hip fracture were 
significantly higher in patients with dementia and delirium as 
independent risk factors after adjustment for age, gender, fracture type, 
residential status, deprivation score and physical illness, but depression 
did not have a significant effect on survival at 6 months.

Menendez et al. found that hospital stay after hip and other lower 
limb fractures was longer in patients with schizophrenia and dementia 
compared with patients without any mental disorders but shorter 
in patients with depression and anxiety [15]. Significantly higher 
number of patients were discharged to a care facility (dementia: 63%, 
schizophrenia: 55%, depression: 41%, anxiety: 34%). Patients with 
mental disorders had significantly more adverse events compared to 
the control group (p=0.001). Patients with schizophrenia (31%) and 
dementia (33%) had more adverse events than those with depression 
(24%) and anxiety (25%). Depression was the only diagnosis found to 
be associated with higher rates of blood transfusion (14%). However 
pre-existing psychiatric comorbidity was not associated with a higher 
risk of in-hospital death after a lower limb fracture. 

Stubbs et al. investigated the predictors of falls and fractures 
leading to hospitalization with pre-existing schizophrenia-spectrum 
disorders [22]. Of a total of 822 patients, 14 (0.12%) died following the 
injuries sustained after a fall and 28 (0.24%) died following fractures. 
In multivariable analysis, increasing age, white ethnicity, analgesics, 
cardiovascular disease, hypertension, genitourinary disease, visual 

disturbance, syncope, and previous history of fracture were significant 
risk factors for both falls and fractures. The average no of days of 
inpatient stay was 10.8 days after a fall and 20.2 days after a fracture in 
these patients.

Sharma et al. investigated the risk of falls ad fractures in patients 
known to suffer from dementia and reported that over an average of 
2.5 years, nearly half of these patients suffered from a fall or a fracture 
leading to hospitalization [21]. Of 8036 people with dementia, 2500 
(31%) had a fall and 1437 (17.7%) had a fracture. In multivariable 
models, significant predictors of falls were observed to be increased 
age, female gender, physical health problems, previous fall or fracture, 
vascular dementia, non-cohabiting status, and problems with living 
conditions.
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and low body weight. Frolich et al. found higher fracture risk (upper 
arm and hip) in anorexia nervosa but not in bulimia nervosa or other 
eating disorders [20]. Disease remission was associated with lower fracture 
risk compared to active disease, but higher fracture risk compared to the 
control group. In regression analysis, age at the onset, body mass index 
(BMI) and the overall duration of the disease before referral for treatment, 
all independently predicted fractures. They suggested that efforts toward 
early nutritional rehabilitation and weight gain might prove to be effective 
towards the reduction of fracture risk in these patients.

Vestergaard et al. analyzed the patients with known eating 
disorders from Danish registry and reported an increased fracture 
risk in anorexia nervosa from the time of diagnosis but not before, 
except for the risk of femoral fractures [23]. A significant increase in 
fracture risk was seen before the diagnosis of bulimia nervosa with a 
trend towards a further increase after the diagnosis was established. In 
individuals with eating disorders not otherwise specified, the risk of 
sustaining fractures was found to be significant before as well as after 
the time when the diagnosis was established. 

Fracture risk in obese patients with mental health disorders

Two studies reported the risk and outcomes of fractures in obese 
patients with mental health disorders. Simske et al. reported that pre-
existing mental disorders combined with obesity had major influence 
on secondary operation rates and functional outcomes following ankle 
fractures [3]. In their cohort of 1378 patients, the average BMI was 
31 kg/m2, and 43% were considered obese. Depression was the most 
common disorder (63%), followed by anxiety (23%) and schizophrenia 
spectrum disorders (8%). Mental illness was associated with older age, 
female gender (72%) and other medical comorbidities (diabetes and 
obesity, 48%). Incidence of complications was higher than the rest of the 
cohort but not statistically significant (15% vs 12%). The requirement 
of secondary operations (13% vs 7%) was significantly higher (p<0.05), 
most needed for removal of metal implants (8% vs 4%). Functional 
outcomes were significantly worse in mentally ill patients as assessed 
by Foot Function Index (p=0.006) and Short Musculoskeletal Function 
Assessment Mobility (p<0.01). 

Vincent et al. analyzed the outcomes of obese patients (BMI>30 kg/
m2) with pre-existing mental health disorders following orthopaedic 
injuries [28]. Of a total of 6353 patients, 29% (1830) had BMI over 
30 kg/m2. Of these 44% (803) patients had a known history of mental 
health illness, illicit drug use and alcohol abuse. This group of patients 
had significantly longer stay in hospital and discharge destinations 
other than home after sustaining orthopaedic injuries.

Pain perception & functional outcomes a�er fractures with 
mental health disorders

Alluri et al. reported that the patients with a known psychiatric 
disorder were five times more likely to develop chronic regional pain 
syndrome (CRPS) after sustaining an ankle fracture (p<0.001) [13]. 
CRPS was identified in 6.2% (10,127) patients with a known psychiatric 
disorder. The disorders found most predictive of developing CRPS 
included delirium, bipolar disorder, and anxiety disorder. It was 
interesting to observe that surgical intervention did not pose any 
additional risk of developing CRPS in these patients (p=0.31). 

Wood et al. reported that depression in combination with anxiety 
sensitivity contributed to a significant amount of the variance in pain 
scores [27]. The authors suggested that early screening of patients after 
sustaining orthopaedic injuries could identify those who might be 
vulnerable to develop persistent pain disorders. This could lead to early 
intervention using adequate psychiatric support and effective pain 
management to reduce the risk of acute pain evolving into a chronic 
pain disorder.

Discussion
To the best of our knowledge, this is the first systematic review 

to analyze the risks and outcomes of limb fractures in patients with 
underlying mental health illness. The included studies reported a high 
incidence of limb fractures in patients with all types of mental health 
diagnoses, which were associated with a prolonged hospital stay, poor 
outcomes and persistent pain issues. Majority of the studies reviewed 
the patients with hip fractures, which have been reported to account 
for most osteoporotic fragility fractures and over 40% of the estimated 
burden of osteoporotic fractures worldwide [29]. The combination 
of fractures and mental health disorders was observed to be more 
common in females and the elderly population. Psychological factors 
were reported to be capable of influencing an individual’s perception of 
pain and mediating the evolution from acute to chronic pain syndrome. 
The pain was reported as one of the key drivers of anxiety, depression 
and post-traumatic stress disorder fostering catastrophizing behavior, 
either as new or worsening mental illness [30]. 
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The potential moderating effects of lithium on the risk of fracture 
have resulted in conflicting findings in the literature. In a study by 
Lewicki et al., lithium was found to be associated with bone loss in 
healthy rats after three months of exposure [42]. In contrast, a clinical 
study in patients with known mental health disorders reported that 
one year of maintenance therapy with lithium was associated with 
elevated bone mass [43]. The authors of two other population-based 
case-control studies reported a decreased fracture risk with the use of 
lithium [44,45]. However, the protective effects of Lithium on bone 
density was not supported by a study performed on its users from the 
United Kingdom General Practice Research Database [17]. 

Strengths and limitations of the selected articles

The selected studies had large cohorts of participants with regards 
to the spectrum of known mental health disorders. Samples in most 
of the studies were drawn from large national health insurance and 
administrative databases had a diverse sample of patients, heterogeneity 
of the injuries and patient characteristics, which make these findings 
generalizable to a larger orthopaedic trauma patient population.

When interpreting the limitations of the included studies, several 
inherent issues, and risks of multiple biases from a retrospective analysis 
of large administrative databases should be kept in mind. The possibility 
for misclassification error could exist because the now-outdated ICD-
9-CM system was used to retrieve diagnoses, procedures, and adverse 
events in 6 of these studies and the currently used ICD-10 criteria were 
used in only 4 of the included studies. Therefore, due to this fact, the 
conclusions drawn from the analyses may be somewhat misleading if 
the data were found to contain any errors in the coding process. In 
addition, a possible variation in diagnostic criteria from case to case 
in different clinical and cultural settings could have either increased or 
decreased the prevalence of the psychiatric diagnoses. However, this 
criticism may be mitigated by the large number of patients studied 
over many years in most of the studies. All but two studies [26,28] 
were retrospective, giving rise to potential flaws as the authors could 
only utilise the parameters that were available for assessment without 
a direct control on the data. In all the retrospective studies there was a 
high risk of observer bias, assessment bias, bias due to lack of power, 
and selection bias due to study design and incomplete outcome data. 

Conclusions
Patients with pre-existing mental health disorders are at higher 

risks of sustaining limb injuries and fractures, not only due to the 
underlying diagnosis itself but also due to the impact of psychotropic 
medications used for its treatment. These patients have been reported 
to have a significantly prolonged hospital stay, poor functional 
outcomes and increased risk of chronic pain syndrome. Incidence 
of fractures was found to be higher with older age, female gender 

mental disorders.  Biological factors including inflammation, 
mitochondrial dysfunction, oxidative stress, and endocrine factors 
have common pathways that can affect neuroprogression in certain 
psychiatric disorders while simultaneously promoting bone loss 
through accelerated osteoclastic activity [31]. Elevated cytokine levels 
or neuroinflammation is associated with both mania and depression. 
Chronic neuroinflammation results in increased free radicals, decreased 
mitochondrial function, lipid peroxidation and excitotoxicity, which 
may lead to increased intracellular and glutamate levels resulting in 
a neuroprogressive effect [32]. There is sufficient suCi]TJ
0l[in diagn 
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and lower socioeconomic status. Interventions targeting bone health 
and anticipating risks of falls and fractures in these patients need to 
be developed and implemented in routine practice. The treating 
orthopaedic clinicians and hospital staff should be aware of high-risk 
patients to ensure appropriate surgical planning and coordination with 
physical therapists, mental health specialists, and social workers to 
maximize patient outcomes and minimise the utilisation of resources. 
Strategies should be in place for early identification of psychiatric and 
drug-related issues on admission and to mobilise the relevant resources 
and psychosocial support to facilitate discharge and recovery pathway.
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