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Abstract
Low back pain (LBP) is one of the major disabling health conditions among older adults aged 60 years or older. While most causes of LBP among older adults are non-specific and self-limiting, seniors are prone to develop certain LBP pathologies and/or chronic LBP given their age-related physical and psychosocial changes. Unfortunately, no review has previously summarized/discussed various factors that may affect the effective LBP management among older adults. Accordingly, the objectives of the current narrative review were to comprehensively summarize common causes and risk factors (modifiable and non-modifiable) of developing severe/chronic LBP in older adults, to highlight specific issues in assessing and treating seniors with LBP, and to discuss future research directions. Existing evidence suggests that prevalence rates of severe and chronic LBP increase with older age. As compared to working-age adults, older adults are more likely to develop certain LBP pathologies (e.g., osteoporotic vertebral fractures, tumors, spinal infection, and lumbar spinal stenosis). Importantly, various age-related physical, psychological, and mental changes (e.g., spinal degeneration, comorbidities, physical inactivity, age-related changes in central pain processing, and dementia), as well as multiple risk factors (e.g., genetic, gender, and ethnicity), may affect the prognosis and management of LBP in older adults. Collectively, by understanding the impacts of various factors on the assessment and treatment of older adults with LBP, both clinicians and researchers can work toward the direction of more cost-effective and personalized LBP management for older people.
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Background
The average lifespan of humans has dramatically increased in the last decade due to the advance in medicine [1]. According to the United Nations, the world population of individuals aged 60 years or above will triple by 2050 [2]. In the UK alone, approximately 22% of the population will be 65 years or older by 2031, exceeding the number of those aged less than 25 years [3]. However, the fast-growing aging population also increases the likelihood of non-communicable diseases (e.g., musculoskeletal complaints). Studies have suggested that the prevalence of musculoskeletal pain in older adults ranges from 65 to 85% [4, 5], with 36 to 70% of them suffering from back pain [5, 6].
Low back pain (LBP) is the most common health problem among older adults that results in pain and disability [4, 7–10]. Older adults, aged 65 years or above, are the second most common age group to visit physicians for LBP [11]. Earlier research suggests that LBP prevalence progressively increases from teenage [12] to 60 years of age and then declines [13–16], which may be ascribed to occupational exposure among working-age adults [17, 18], or age-related changes in pain perception or stoicism [19]. However, recent studies have revealed that LBP remains ubiquitous among older adults at their retirement ages [20, 21]. In population-based studies, the 1-year prevalence of LBP in community-dwelling seniors ranged from 13 to 50% across the world [4, 13, 22–24]. Similarly, while up to 80% of older residents in long-term care facility experience substantial musculoskeletal pain [25–27] and one-third of these cases are LBP [28], often older residents’ pain is underreported and inadequately treated [25–27].
It is noteworthy that both the incidence and prevalence of severe and chronic LBP increase with older age [13, 29, 30]. Docking et al. [17] reported that the 1-month prevalence of disabling back pain (pain that affected daily activities within the past month) increased from 3.8% among people aged between 77 and 79 years to 9.7% among those aged between 90 and 100 years. Williams and coworkers [31] also found that individuals aged 80 years or above were three times more likely to experience severe LBP than those aged between 50 and 59 years. Because severe LBP usually results in poor treatment outcomes and functional disability [17, 32], timely LBP management of older adults is crucial. Importantly, compared to working-age adults, older adults aged 65 years or above are more likely to develop chronic LBP that lasts for more than 3 months [13, 33]. A Spanish study found that the prevalence rates of chronic LBP among females and males aged 65 years or older were 24.2 and 12.3%, respectively [34], while an Israeli study documented that the prevalence of chronic LBP in people aged 77 years was as high as 58% [35].
Notwithstanding the high prevalence of LBP among older adults, their pain is usually undertreated. A recent study showed approximately 25% of senior nursing home residents with chronic pain did not receive analgesics, and only 50% of all analgesics were prescribed as standing orders at suboptimal doses, which did not follow geriatric clinical guidelines [36, 37]. According to those guidelines, older patients with chronic pain should receive analgesics as a standing dose rather than on an as-needed basis in order to ensure adequate concentration of analgesic in serum for continuous pain relief [36, 38]. Standing-dose analgesics are particularly important for people with cognitive impairment because they cannot appropriately request medication.
While undertreatment of LBP in older adults may be ascribed to the avoidance of high-dose analgesics (e.g., opioid) prescription, it may also be attributed to the difficulty in identifying the presence or causes of LBP. Research has shown that less than 50% of primary care physicians have strong confidence in diagnosing the causes of chronic LBP in older adults [32]. Consequently, this may result in over-reliance on medical imaging or improper LBP management (e.g., undertreatment). Imperatively, untreating or undertreating older adults with LBP may result in sleep disturbances, withdrawal from social and recreational activities, psychological distress, impeded cognition, malnutrition, rapid deterioration of functional ability, and falls [39]. These LBP-related consequences may compromise their quality of life and increase their long-term health care expenses [40].
Although various medical associations have published clinical guidelines on conservative management of chronic pain in older adults [37, 41, 42], there is paucity of literature summarizing various causes or risk factors of developing severe/chronic LBP among older adults. Since a better understanding of these factors can improve LBP management, the objectives of the current narrative review were to summarize potential causes of LBP, risk factors for chronic LBP, special consideration for LBP management (e.g., pain evaluations among patients with dementia) in older people aged 60 years or older, and future research directions.
Search strategies and selection criteria
Potential articles were identified for review through PubMed from January 1, 1990, to November 30, 2016. Search terms included keywords and medical subject headings related to “low back pain,” “LBP,” “older adult*,” “senior*,” “elderly,” “cognitive impairment,” “dementia,” “nonverbal,” “community-dwelling,” “nursing home,” “long-term care facilities,” “risk factor*,” “brain,” “genetics,” “assessment*,” and “intervention*.” Various Boolean terms were used in conjunction with various search terms. Articles were selected based on the relevance of topic and restricted to the English language. The reference lists of relevant articles were also included for review. A total of 2182 citations were identified from the search. Of them, information from 320 articles was used in the current review.

Potential causes of low back pain
Non-specific or mechanical low back pain
Like among young adults, the majority of LBP among older adults has no definite pathology (e.g., fracture or inflammation) and is diagnosed as non-specific LBP. These patients experience LBP that is altered by posture, activity, or time of the day. Non-specific LBP may originate from different pain sources [43]. Disc degeneration on magnetic resonance imaging (MRI) is more prevalent with age progression and as such in older adults; however, it is less likely to be the pain source as compared to young adults [44]. Conversely, facet joint pain in seniors may present as localized LBP with or without posterior thigh pain during walking. The pain may be aggravated during trunk extension, ipsilateral lateral flexion, and/or rotation [45]. Lumbar degenerative spondylolisthesis (defined as forward or backward slippage of a cephalic vertebra over a caudal one secondary to a degenerated disc and altered facet joint alignment) is common among women aged 60 years or older and is usually associated with facet hypertrophy [46]. The presence of degenerative spondylolisthesis alongside facet hypertrophy and thickening of ligamentum flavum may results in pain, spinal stenosis, and neurological deficits in older adults [46, 47]. Although spinal degenerative changes may induce LBP, not all anomalies on lumbar medical imaging are related to LBP because abnormal imaging phenotypes are ubiquitous among asymptomatic older adults [44, 48–50].
Additionally, non-specific LBP may originate from structures other than the lumbar spine. Many older patients with chronic LBP display physical findings comparable to sacroiliac joint pain (83.6%) and myofascial pain (95.5%) [51]. Symptoms of sacroiliac joint disorders are similar to facet joint pain, which includes localized LBP with or without posterior thigh pain that can be alleviated by lying [52]. Myofascial pain is a localized palpable tenderness and tightness within a muscle that resists passive stretching and reproduces predictable referred pain pattern on palpation [53]. Myofascial pain in lumbar muscles or piriformis are common among seniors. Collectively, it is difficult to identify the sources of non-specific LBP because its causes are usually multifactorial. Various factors (e.g., anxiety, depression, coping strategies, and pain genes) can modify the severity and chronicity of LBP [31, 35, 50].

Radiculopathy
While non-specific LBP is usually localized at the lumbar region and/or thigh, the compression of nerve roots or spinal meninges by degenerated spinal structures (e.g., herniated discs, facet joints, and/or epidural fat) [54] may lead to radiculopathy that radiates distal to the knee. The clinical presentation of radiculopathy depends on the location of neural tissue compression. Lumbar spinal stenosis (LSS) secondary to degenerative changes (e.g., osteophytes and hypertrophic ligamentum flavum) at a single or multiple level(s) may lead to unilateral or bilateral radiculopathy and neurogenic claudication with or without LBP [55–57]. Neurogenic claudication is characterized by numbness and heaviness of legs after prolonged walking, which can be eased by a flexed position (e.g., forward leaning or sitting) [58–60]. On the contrary, the presence of osteophyte/narrowing in the lateral recess or in the vertebral foramen may result in radicular leg pain without LBP [61]. Research on asymptomatic or some clinical populations have suggested that the prevalence of degenerative LSS ranged from 6 to 13.1% [62, 63] and the rate increases with age [64]. A population-based imaging study found that the prevalence of degenerative LSS (i.e., ≤10-mm anteroposterior diameter of spinal canal) in young (<40 years) and older adults (>60 years) were 4.0 and 14.3%, respectively [64].

Osteoporotic vertebral fractures
Given the hormonal changes following menopause, women are more susceptible to osteoporotic fracture and related LBP [65, 66]. Approximately 25% of all postmenopausal women suffer from vertebral compression fracture and the prevalence of this condition increases with age [65]. It is estimated that the prevalence of vertebral compression fracture in women aged 80 years or above can be as high as 40% [65]. As compared to patients with non-specific LBP, patients with vertebral fractures experience more disability [67]. Unfortunately, only one third of the cases are correctly diagnosed because many seniors assume bone and joint pain as part of the aging process [68]. As such, physicians should pay more attention to examine seniors with acute onset of localized LBP that may or may not present with paraspinal muscle spasm. A recent systematic review suggests that older age, corticosteroid use, and significant trauma are the risk factors for vertebral fractures [69]. The common site of compression fractures occur at the thoracolumbar region [70–72]. Depending on the mechanism of fractures, some vertebral compression fracture may result in radiculopathy. The most common fracture mechanism is due to a flexion movement or trauma that causes an anterior wedge fracture [73]. Since the posterior vertebral body remains intact and the collapsed anterior vertebra heals without regaining height, it will result in a kyphotic deformity without compromising the spinal cord [73]. Another type of vertebral compression fracture involves the center part of the vertebral body without affecting the anterior or posterior wall. This type of fracture does not affect the spinal cord. A less common osteoporotic vertebral fracture involves the axial compression of the entire vertebral body or the posterior portions of the vertebra that may compress the spinal canal and results in neurological deficit [71–73].

De novo degenerative lumbar scoliosis
De novo degenerative lumbar scoliosis (DNDLS) is a spinal deformity in older adults that results in disabling LBP/leg pain and suboptimal quality of life. [74–76]. DNDLS is defined as a lumbar scoliotic curve with a Cobb angle ≥10° in the coronal plane that develops after 50 years of age in people without a history of adolescent idiopathic scoliosis. [77]. The reported prevalence of DNDLS in the adult population has ranged from 8.3 to 13.3% [78–80], while that in adults older than 60 years was as high as 68% [81]. Multifactorial causes have been suggested for DNDLS, including intervertebral disc degeneration and genetic predisposition [82–84]. It is believed that the asymmetrical biomechanical load on the vertebral endplate on the concave side of the curve may cause inflammatory responses in the endplate and adjacent bone marrow of the vertebral body, which may result in LBP. [85–87]. This premise has been substantiated by a recent study that found (1) bone marrow edema in DNDLS was more prevalent in older adults with LBP than those without LBP, (2) bone marrow edema was more frequent on the concave side of the DNDLS curve, and (3) the location of bone marrow edema on MRI was closely associated with local lumbar tenderness [87]. However, no significant relation between Cobb angle and LBP symptoms in older adults has been reported [81]. Interestingly, the curve progression rate of DNDLS is higher than that of adolescent idiopathic scoliosis [77]. Three radiological variables (i.e., increased intervertebral disc degeneration, an intercrest line passing through the L5 level (not L4 or higher), and apical lateral vertebral translation for at least 6 mm)) have been identified as predictors of DNDLS curve progression [77].

Tumors/cancers
The incidence rates for all neoplasms exponentially increase with age [88] although only less than 1% of the causes of LBP presented to primary care physicians are attributed to spinal tumors [89]. A majority of these tumors are related to metastasis and only a handful of them are primary tumors [90–95]. The common metastatic sources of LBP are prostate and kidney although primary malignant tumors (e.g., chordoma, plasmacytoma, or lymphoma) are also be found in older adults [90]. Unlike young adults, seniors are unlikely to have primary benign tumors (e.g., osteoblastoma, osteochondroma, osteoma, eosinophilic granuloma, and aneurysmal bone cysts). Clinically, typical symptom of spinal tumors is progressive, unremitting, localized, or radiating pain that are aggravated by movement, worse at night, and cannot be eased by rest. In addition, patients may experience weakness and feel the presence of a lump [96].

Spinal infection
Vertebral osteomyelitis (VO) is a life-threatening infectious musculoskeletal disease in older people caused by an infection of vertebral bones [97]. Given the growing aging population, the incidence of VO is increasing [98–100]. Although the reported incidence rate of VO in the general population only ranges from 2.5 cases to 7 cases per 100,000 people-years [99, 101], the mortality of these patients can be as high as 12% [99, 102]. Four causes of VO have been suggested. First, pathogenic bacteria may be disseminated hematogenously from a distant infected source and multiply at the metaphyseal arterioles of vertebral bone that causes microabscess formation, bone necrosis, and fistula within bone [103]. Staphylococcus aureus is the most common pathogen. Second, tubercular VO may occur in seniors who have contracted tuberculous infection at young age. Mycobacterium tuberculosis may be transmitted to and remains in the vertebral bone. Age-related deterioration of the host’s immunity or certain incidences (e.g., osteoporosis, trauma, or non-myobacterial infections) may reactivate M. tuberculosis in the bone that causes osteomyelitis. Third, aerobic gram-negative bacilli in older men with urinary tract infection may rarely reach the lumbar spine through Batson’s plexus and cause VO [97]. Fourth, iatrogenic infection following spinal surgeries or injections may cause vertebral osteomyelitis. Clinically, patients with VO may present with fever, elevated C-reactive protein, paraspinal muscle spasm, LBP, neurological deficits, and epidural abscess. Additionally, patients with tuberculous osteomyelitis may have a groin mass because of the presence of abscess in psoas muscle [97]. Taken together, greater age and certain comorbidities (e.g., diabetes, hemodialysis usage, liver cirrhosis, malignancy, and infectious endocarditis) are known to increase inpatient mortality of VO [99]. Clinicians should be suspicious of VO if older patients with the abovementioned comorbidities demonstrate unidentified fever and/or LBP [99]. Clinical findings, laboratory results, bone scintigraphy, and/or spinal biopsy are usually used to make differential diagnosis of VO.
Similarly, older people are more prone to develop pyogenic spondylodiscitis, which involves the infection of disc and adjacent vertebral bones. It has been estimated that the incidence rate of non-tuberculous or non-postoperative spondylodiscitis in the general population is approximately 0.2 to 2.4 cases per 100,000 people-years [101, 104–106], while that for people over 65 years old is as high as 9.8 cases per 100,000 person-years [107]. A recent population-based study reported that males aged 70 years or older displayed six times higher incidence rate of pyogenic non-tuberculosis spondylodiscitis than males under 70 years old. Likewise, females aged 70 years or above were three times more likely to exhibit pyogenic non-tuberculosis spondylodiscitis than younger counterparts [98]. Clinical presentations of spondylodiscitis are comparable VO. S. aureus is the major cause of pyogenic spondylodiscitis [108], while other bacteria (e.g., Streptococcus and Pneumococcus) may also cause the disease [98]. Magnetic resonance imaging is the gold standard for imaging pyogenic spondylodiscitis, which is visualized as reduced signal intensity of the affected disc and adjacent vertebral bodies with unclear endplates definition on T1-weighted images and enhanced signal intensity on T2-weighted images [109].

Visceral diseases
Since it is not uncommon for seniors to have co-morbidities, it is important to consider other non-spinal pathologies that usually present as chronic LBP. Several visceral diseases (e.g., dissecting abdominal aortic aneurysm, cholecystolithiasis, nephrolithiasis, prostatitis, urinary tract infection, and pelvic inflammatory disease) have known to generate symptoms comparable to chronic LBP [110].

Cauda equina syndrome
This syndrome is ascribed to the compression of multiple lumbar and sacral nerve roots in the spinal canal that lead to bowel, bladder, and/or sexual dysfunction, as well as perianal region numbness [111]. Depending on the location of nerve roots compression, patients with cauda equina syndrome may or may not experience sciatica. Potential causes of this syndrome include central disc herniation or spondylolisthesis at the lower lumber levels, spinal tumors, dislocated fracture, and abscess within the spinal canals [111]. Additionally, this syndrome may be secondary to some rare iatrogenic causes (e.g., spinal anesthesia or postoperative hematoma).


Risk factors of developing severe/chronic low back pain in older adults
Although most LBP is self-limiting and begins to improve after a few days and resolves within a month [110], some patients are susceptible to chronic LBP that lead to significant disability. While age is a well-known risk factor for chronic LBP [112], other factors may perpetuate LBP in older adults (Fig. 1). The understanding of these factors can help identify high-risk patients and improve their LBP management. Since older adults usually face both age-related physical and psychosocial issues, comprehensive assessments and treatments are needed to effectively manage LBP in seniors.[image: A13013_2017_121_Fig1_HTML.gif]
Fig. 1Factors affecting the development of severe or chronic low back pain among older adults




                        

Non-modifiable risk factors
Altered supraspinal pain processing
Recent evidence suggests that normal aging may be associated with alterations in pain perception [113, 114] central pain processing [114] and/or neuroplastic changes to pain responses [115]. Both experimental pain and functional neuroimaging studies have found that older people display age-related increase in the heat pain threshold [116] and reduced responses in middle insular and primary somatosensory cortices toward a 44 °C heat stimulus [117]. These age-related neuropsychological changes in pain processing may reduce older peoples’ awareness and reporting of pain that may lead to undiagnosed health problems/injuries.
Conversely, some psychophysical studies reported that older adults displayed lower tolerance to various types of pain stimuli (e.g., ischaemic, mechanical, electrical, heat, or cold) [113, 114, 118] decreased pain thresholds for mechanical pressure [114, 116] or ischemic pain stimuli [119] and higher pain rating for noxious stimuli as compared to young adults [120]. Although speculative, the increased pain sensitivity in older adults may be attributed to diminished descending pain inhibition in older adults. Neuroimaging studies have shown that the volumes of brain regions responsible for pain processing (i.e., the cingulate, insula, striatum, hippocampus, cerebellum, and prefrontal cortex) significantly reduce as people age [121–126]. These findings may indicate age-related reduction in perceptual motor processing, diminished coordination of inhibitory motor response to noxious stimuli, and/or impaired descending endogenous pain inhibitory modulation [127–130]. Since patients with fibromyalgia are known to have significantly less striatal release of dopamine in response to experimental muscle pain [131] and people with chronic LBP are characterized by regional decreases in gray matter density in bilateral striatum (especially nucleus accumbens, putamen, and caudate) [132], the reduced pain-related striatal activity in seniors may indicate age-related impairment in endogenous pain modulation [127–129].
Additionally, age-related changes in neuroplasticity may decrease the pain tolerance in older adults. Compared to younger individuals, older people tend to show more rapid temporal summation of noxious heat stimuli in their central nervous system [116, 133–135]. Similarly, older adults display a prolonged period of capsaicin-induced hyperalgesia that may lead to relentless pain sensitization and sluggish resolution of neuroplastic change [115]. Importantly, the central pain processing can be further complicated by dementia-related neurodegeneration [113, 136]. Depending on the severity, locations or types of neurodegenerative changes, seniors with dementia or Alzheimer’s disease have demonstrated increased pain threshold and tolerance [137] or decreased pain threshold [138, 139]/pain tolerance [140]. Taken together, age-related changes in central pain processing of older adults may contribute to severe or chronic LBP in seniors.
Importantly, people with chronic back pain suffer from global and regional changes in functional connectivity and/or gray matter density in the brain that may perpetuate persistent pain [132, 141]. Human resting-state functional MRI research has revealed that, as compared to asymptomatic individuals, patients with chronic pain (i.e., back pain, osteoarthritis, and complex pain regional syndrome) demonstrate significantly decreased functional connectivity of the whole-brain and diminished regional connectivity in specific brain regions (e.g., supplementary motor cortex, mid-anterior cingulate cortex, superior parietal lobe, and part of the somatosensory network) but enhanced connectivity in thalamus and hippocampus [141]. These patients also display changes in allegiance of insula nodes or some lateral parietal nodes to certain brain modules (e.g., the sensorimotor brain module, default–mode network module, and attention module) [141]. These findings indicate that chronic pain is associated with decreased motor planning (supplementary motor cortex) and attention (superior parietal lobe) but increased somatosensory inputs to the cortex (thalamus) and chronification (hippocampus) [142, 143]. Similarly, a 1-year longitudinal study showed that people who experienced persistent back pain during the study period demonstrated significant decreases in global gray matter density as compared to healthy controls and patients who recovered during the period [132]. The same study found that patients with persistent back pain had significant regional decreases in gray matter density at bilateral nucleus accumbens (a key mesolimbic region), insula (pain perception cortex) [144–146], and left primary sensorimotor cortex, yet reduced negative functional connectivity between insula and precuneus/dorsolateral prefrontal cortex, and diminished functional connectivity of primary sensorimotor cortex [132]. The consistent findings of various studies suggest that chronic pain may lead to global and/or regional disruption of functional connectivity and structures of the brain that may hinder the treatment effectiveness for people with a history of recurrent or chronic pain [141].

Gender
Females are more susceptible to chronic LBP than males regardless of age [20, 31, 34, 112]. Jimenez-Sanchez and coworkers [34] estimated that women were two times more likely to develop chronic LBP than men. The higher prevalence of chronic pain in females may be attributed to complex biopsychosocial mechanisms (e.g., less efficient pain, habituation or diffuse noxious inhibitory control [147], genetic sensitivity, pain coping [148], and a higher vulnerability to develop temporal summation of chemically [149] or mechanically evoked pain) [150]. Further, women commonly have a higher number of concomitant chronic diseases (e.g., osteoporosis, osteopenia, and osteoarthritis), which are known to be risk factors for developing chronic LBP and psychological distress in older adults [34, 112].

Genetic influences
Recent research has highlighted that genetic factors play an imperative role in modulating pain sensitivity, responses to analgesics, and vulnerability to chronic pain development [50]. Some genetic factors not only predispose people to spinal disorders (e.g., scoliosis [151] and intervertebral disc degeneration [152, 153]) but also alter brain structures [154, 155] that may modify central pain processing and perception [156]. For instance, polymorphisms of the catechol-O-methyltransferase gene are known to affect the cognitive and emotion processing of pain in the brain [156]. While variations in some gene expression (e.g., val158met single-nucleotide polymorphism (SNP)) may modulate temporal summation of pain [157], other SNPs (e.g., catechol-O-methyltransferase gene, interleukin-6 GGGA haplotype or SCN9A gene, or hereditary sensory neuropathy type II gene) may alter pain sensitivity through different mechanisms (e.g., affecting voltage-gated sodium channels, altering myelination of nerve fibers, or modulating anabolism/catabolism of catecholamine neurotransmitters) [158–163]. Collectively, some people (including seniors) may be more susceptible to develop chronic LBP because of their genetic makeup. Future studies are warranted to examine if age may modify the expression of pain genes in older adults.
Additionally, genetic variations may influence the analgesic requirement or treatment responses to opioid analgesics [164]. A recent meta-analysis underscores that SNP A118G (a genetic variant of μ-opioid receptors, OPRM1) can modify postoperative opioid requirement and analgesic responses [165]. Notably, while Asians with minor G allele require more postoperative opioid analgesics, Caucasian counterparts do not display increased opioid analgesic requirements. This discrepancy highlights the genetic differences between the two ethnic groups and/or distinct interactions between A118G SNP and environmental influences [165]. Interestingly, the OPRM1 A118G SNP has significant influence only on the treatment responses of patients receiving morphine but not fentanyl [165]. The divergent pharmacogenetic responses indicate that different opioids may have different ligand-receptor dynamics [166]. Importantly, the expression of other pain genes (e.g., COMT or beta-2 adrenergic receptor alleles) [158, 167, 168] and other polymorphisms in the OPRM1 gene locus [169] can interact with A118G SNP and environment to cause differential pain sensitivity and opioid treatment responses in different races and gender [164, 170]. As such, it highlights that individual treatment responses of patients with LBP may be related to different pharmacogenetic variations.

Prior work exposures
While occupational exposures to whole-body vibrations, lifting, bending, twisting, stooping, have been identified as potential risk factors for LBP in the working-age group [171], increasing evidence suggests that previous occupational exposure to physically strenuous work increases the risks of LBP in retired seniors [172, 173]. A prospective study involving more than 1500 individuals showed that previous occupational biomechanical exposure to bending/twisting or driving for at least 10 years increased the odds of having persistent LBP in retired adults aged 58 to 67 years after adjusting for body mass index and psychological disorders [172]. Likewise, retired post office workers aged 70 to 75 years with LBP were characterized by more than 20 years of work-related regular lifting of heavy weights [173].

Demographic factors
Lower education levels, lower income, and smoking are related to higher propensity of LBP in older people [20, 21, 31, 112]. It is suggested that more educated individuals experience less LBP symptoms because they have a better understanding of pain, a better compliance to treatment, and a strong willingness to adopt a healthy lifestyle [174]. Conversely, people with poor economic status may have difficulty in accessing healthcare in certain places [175]. Patients with limited resources may delay seeking healthcare until their symptoms are intolerable, which in turn increases the chronicity/severity of LBP across the life course [176]. A multinational study has shown that people in the poorest socioeconomic quintile were 1.4 times more likely to have LBP with reference to the highest quintile [31]. Interestingly, compared to those older adults who have never married, those divorced, married, separated, and widowed have at least 1.5 times odds to experience LBP [31].


Modifiable risk factors
Yellow flags
Psychological distress (e.g., anxiety or depression) is a risk factor for persistent or debilitating LBP in older adults [34]. A longitudinal study showed that older persons with a high depressive symptom score at baseline were two times more likely to have LBP at the 4-year follow-up [17]. Similarly, Reid et al. [177] found that depression was significantly correlated to disabling LBP in seniors aged 70 years or above. Importantly, since persistent LBP can also be a predictor of depression and anxiety [178], psychological assessments should be incorporated in the examination of older patients with chronic LBP.
Multiple studies have found that fear-avoidance beliefs (FAB) are closely related to chronic LBP in older people [179–181]. A cross-sectional study consisting of 103 older patients with chronic LBP (65 years or older) and 59-age-matched asymptomatic controls showed that higher FAB as measured by a questionnaire, older age, and higher LBP intensity predicted poorer self-reported functional capacity [179]. Another study on 200 older adults with chronic LBP revealed that higher physical activity subscale scores of the FAB questionnaire were related to higher Roland Morris Disability Questionnaire scores and slower gait speed [180]. Similarly, a population-based survey study found that increased FAB were related to higher self-reported LBP-related disability, poorer physical health, and higher risk of falls in older people (62 years or older) with LBP [181]. Vincent et al. also found that kinesiophobia was related to chronic LBP-related disability in obese older adults [182]. These consistent findings suggest that FAB are important therapeutic target to address among older people with chronic LBP.
Conversely, some studies reported inconsistent findings regarding the relation between other yellow flags (e.g., kinesiophobia and pain catastrophizing) and functional capacity or LBP-related disability [182–184]. A recent randomized controlled trial among 49 obese, older adults with chronic LBP demonstrated that reduction in pain catastrophizing following 4-month resistance exercise was related to decreased self-reported LBP-related disability [184]. However, Ledoux and coworkers found that kinesiophobia, pain catastrophizing, and depression were unrelated to the functional capacity among older adults with chronic LBP [185]. Kovac and colleagues also found that FAB and pain catastrophizing had only a minimal clinically significant effect on self-reported LBP-related disability of community-dwelling older (above 60 years) adults with LBP [183]. This discrepancy may be attributed to differences in study designs, cultures, living environment, or age-related changes in the relative influence of FAB on LBP-related disability level [183]. Given that multiple psychological factors (e.g., anxiety, depression, FAB, and coping strategy) may have different interactions among themselves and other age-related physical and social factors in influencing the genesis and persistence of chronic LBP, future studies should clarify the effect of individual yellow flags on LBP progression among older adults. The findings may help develop optimal multimodal treatment approaches for older adults with LBP [186].

Physical activity
Different types and amounts of physical activity are related to persistent LBP in older adults [112]. Generally, moderate or vigorous physical activity heightens the risk of LBP regardless of age [112, 171]. A population-based study found that moderate (at least 30 min of moderate intensity activity on five or more days per week) and vigorous (at least 20 min of vigorous activity on three or more days per week) physical activity were significantly associated with increased risk of persistent LBP among women aged greater than or equal to 65 years, while walking for 30 min on five or more days a week and strength exercises on two or more days per week lowered the risk of persistent LBP after adjusting for age and body mass index (BMI) [112]. Similarly, the study identified that strength exercises lowered the risk of LBP among men aged greater than or equal to 65 years after accounting for age and BMI [112]. As such, clinicians should evaluate the activity level of patients and provide recommendations accordingly.

Smoking
Like in other age groups, smokers are more likely to experience LBP. It is thought that smokers may have different pain perception as compared to non-smoker although the effect of smoking on pain perception remains unclear [187]. However, animal and human studies have shown that smoking may induce degenerative changes in spinal structures, such as intervertebral discs [188–191]. As such, these degenerative changes may compress the neural structures and cause neuropathic LBP.

Social factors
Social factors may affect the genesis and persistence of LBP [192]. It is well known that social factors (e.g., the social environment or groups that individuals live, grow up, or belong) can influence the onset and progression of diseases or disability (including widespread pain) [193, 194], especially among older adults [195, 196]. Because social conditions can induce social stressors (e.g., poor housing, crime, and poor living environment), affect risk exposure (e.g., poor eating habit leading to obesity), influence psychology and emotion (e.g., social pressure and sense of inequalities), and compromise access to health services (e.g., health-care education or use of healthcare) [192]. Health-care stakeholders should recognize and address various social factors that can impact older adults with LBP. For example, since older adults with less social ties are more likely to experience disabling pain because of depression [192], proper public health programs and resource allocation (e.g., social work counseling services and health education) may target these vulnerable seniors (e.g., oldest old or seniors with depression). Importantly, residents with LBP living in long-term care facilities may rely on nursing home staff (e.g., nursing assistants) to provide medications or personal care. The attentiveness and responsiveness of nursing home staff will affect the recovery and persistency of LBP in these residents.

Self-perceived health
Seniors with poor self-perceived health status are more likely to experience severe LBP. A cross-sectional study on adults aged between 70 to 102 years found that poor self-rated health was strongly associated with LBP [197]. Similarly, a longitudinal study revealed that people with poor self-reported health were four times more likely to report LBP at the 4-year follow-up than those reporting very good health [17]. The same study also found that those who required health or social services (e.g., meals on wheels or home help) at baseline had a significantly higher risk of reporting LBP at follow-up [17].

Comorbidity
Research has shown that comorbidities are related to chronic LBP in seniors. Jacobs et al. [35] found that females, hypertension, joint pain, pre-existing LBP, and loneliness, were predictors for developing persistent LBP in individuals aged 70 years. Another study revealed that comorbid chronic conditions were positively related to at least one LBP episode in the last month in low- and middle-income countries [31]. Specifically, the odds of LBP were 2.7 times higher among seniors with one chronic comorbid condition, compared to seniors without comorbidities, while the odds ratio was 4.8 for people with two or more comorbidities [31]. As mentioned above, patients with Parkinson’s disease may experience hypersensitivity of pain due to the decrease in striatal dopaminergic function [198, 199]. However, such pain can be alleviated by the administration of L-dopa [200].


Special considerations for low back pain management of seniors
While comprehensive history taking, self-reports of pain characteristics and pain-related disability, as well as proper physical examination all are necessary for differential diagnosis among older adults with LBP [201], attention should be also given to assessment and treatment of seniors with LBP so as to optimize pain management (Fig. 1).
Self-reported pain assessments
While patients with mild-to-moderate dementia can reliably report pain intensity using traditional visual analog scale or Numeric Rating Scale (NRS) [202, 203], other self-reported pain assessment tools have been developed and validated in the older population to improve pain evaluation (Table 1). The 11-point NRS is commonly used in clinical settings, where 0 means no pain and 10 means the worst pain imaginable [204]. Faces Pain Scale and Revised Faces Pain Scale (FPS) comprise different facial expressions indicating different severity of pain experienced by patients [205]. They have been validated among different older populations [168, 204, 206–208] and were rated as preferred tools over the NRS by Chinese [209] and African-Americans [210]. The Iowa Pain Thermometer (IPT) is a descriptor scale presented alongside a thermometer to help patients conceptualize pain intensity as temperature levels [204]. Compared to the FPS, Verbal Descriptor Scale, and visual analog scale, the IPT is deemed to be the most preferred scale among older adults [204].Table 1Self-reported pain assessment tools for older adults with cognitive impairment


	Scale
	Description
	Psychometric properties

	Numeric Rating Scale (NRS) [204]
	A line with numbers 0 to 10 displayed at equal intervals, where 0 means no pain and 10 means the worst pain imaginable.
	NRS has been validated among older adults [300, 311, 312].
The completion rate was high for people with cognitive impairment. The completion rate decreased in people with mild (76%) to moderate (58%) cognitive impairment [313].

	Faces Pain Scale (FPS) Revised Faces Pain Scale (FPS-R) [206, 207]
	Consists of different facial expressions to indicate different severity of pain experienced by patients.
	Both are reliable and valid in older people with cognitive impairments and with different cultural background [204, 209, 210, 314, 315]
For patients with deficits in facial recognition, the results should be interpreted with care [316].

	Iowa Pain Thermometer (IPT) [204]
	A descriptor scale presented with a graphic thermometer showing a color gradient from white to red in order to help patients rate their pain intensity as temperature. Additional choices between words are available to improve the sensitivity of the scale.
	Older adults with cognitive impairment are more likely to correctly complete IPT as compared to NRS, Verbal Descriptor Scale, FPS, and visual analog scale [204].
IPT is the most preferred scale by both young and older adults (with osteoarthritic pain) [204].

	Verbal Descriptor Scale (VDS) [317]
	Consists of seven verbal descriptions to indicate different severity of pain ranging from 0 to 6, where 0 means “no pain” and 6 means “pain as bad as it could be.”
	VDS score agrees with the ratings of FPS or NRS but their associations are not linearly related [317].
The majority (90%) of people with moderate cognitive impairment can accurately use VDS [313].
A simplified version has been developed for people with severe dementia [318]

	Visual Analog Scale (VAS) [319]
	A 10-cm line with 0 means no pain and 10 means the worst possible pain.
	VAS has significantly higher error (approximately 20%) among older adults as compared to NRS and VDS [203, 320, 321].




                           

Observational pain assessments
Although self-reported pain assessment is the gold standard, clinicians need to validate the self-reported pain with observed pain behavior during physical examination. While some seniors with cognitive impairment may report exaggerated pain without coherent pain behavior due to perseveration [211–214], others (e.g., with severe dementia or poststroke aphasia) may have difficulty in communicating pain intensity or pain-related disability [215] that may lead to insufficient/inappropriate treatment [216]. Currently, there is no consented guideline regarding the relation between the trustworthiness of self-reported pain and cognitive functioning [217]. Therefore, health-care providers (e.g., physicians or nursing home nurses) should identify people with potential cognitive impairment and modify their pain assessment and treatment in order to effectively manage cognitively impaired patients with LBP. It has been suggested that clinicians should consider assessing the cognitive function of older adults with LBP if patients have a known history of dementia, self or family report of memory loss, difficulty in providing details of LBP history that requires supplementary input from caregivers, age above 85 years, or inconsistency between observed pain behaviors and self-reported pain [212, 213, 218]. Some dementia screening tools (e.g., Montreal Cognitive Assessment [219], Mini-Cog [220, 221], and Saint Louis University mental status examination [222]) have been recommended based on their psychometric properties, ease of use, and accuracy in identifying people with dementia [223]. Patients with positive screening results should be referred to subspecialty dementia experts (e.g., neurologists, geriatricians, or geriatric psychiatrists) for formal dementia evaluation in addition to LBP treatment. Collectively, early identification of cognitive impairment and psychiatric comorbidity (e.g., depression) in older adults with LBP can optimize the pain management plan (e.g., assistance from caregivers and prescription of psychiatric medications).
Since people with moderate to severe dementia may display agitation, anxiety, or nonverbal pain behaviors (e.g., grimacing, yelling, hitting, or bracing), failure to detect pain as a potential cause of agitation may result in unnecessary prescription of anxiolytics or antipsychotics [224]. As such, proper procedures for evaluating nonverbal dementia patients should include: using a validated observational assessment tool to evaluate pain behaviors during rest and painful conditions/procedures, seeking surrogate report of pain behaviors, and monitoring responses following an analgesic trial [223]. Since the prevalence of dementia in people aged 85 or older can be as high as 50% [218], family members or informants are recommended to accompany these patients to meet health-care providers so as to provide detailed pain information [223]. Several recent reviews have identified at least 24 observational pain assessment instruments for estimating pain in nonverbal patients [225–227]. Table 2 describes six commonly used assessment instruments. Unfortunately, since many of them only detect the presence/absence of pain, rather than quantify the pain severity [217, 228], these tools may be better used to monitor longitudinal changes in pain (e.g., increases/decreases in pain behavior) or treatment responses. Regardless, if the observational pain behavior assessment indicates the presence of significant pain in patients, the sources of pain should be identified through physical examination and proper treatment should be given. If inconsistency occurs between the observational assessment and self-report of pain, other causes (e.g., fear of pain and depression) should be identified and managed. If comprehensive evaluations and an analgesic trial cannot identify any sources of pain experienced by patients with dementia, the persistent pain complaint may be attributed to pain perseveration, which is the repetitive reporting of pain without actual distress. Collectively, future studies should refine existing observational tools by identifying the most important behaviors for evaluating the presence and severity of pain (including LBP) in cognitively impaired patients.Table 2Six commonly used nonverbal pain tools for older adults with cognitive impairment


	Scale
	Description
	Psychometric Properties

	Checklist of Nonverbal Pain Indicators (CNPI) [322]
	An observational scale monitoring pain behaviors in 6 behavioral items (vocal complaints, nonverbal sound, facial grimace/winces, bracing, rubbing, and restlessness) at rest and during movement. An item is rated 0 or 1 based on the absence or presence of a pain behavior. The presence of any of the pain behavior indicates pain. There are no cutoff scores to represent pain severity.
	Nursing home residents.
Good internal consistency (α = 0.92 to 0.97 at rest; α = 0.74 to 0.90 during movement); Good construct validity but having a great floor effect at rest [323]
Good construct validity against NOPPAIN, PACSLAC, and PAINAD (r = 0.66 to 0.71) [324]
Interrater reliability for behaviors (K ranged from 0.63 to 0.82) [322] moderate inter-rater reliability at rest (K = 0.43); Fair inter-rater reliability with movement (K = 0.25) [323]
Test-retest reliability ranged from 0.44 to 0.56, inter-rater reliability ranged from 0.58 to 0.71, internal consistency α ranged from 0.76 to 0.82, and factor analysis revealed that CNPI might have more than 1 factor [325].
Older patients with hip fracture in a surgical ward
internal consistency (α = 0.54 at rest; α = 0.64 with movement) [322]

	The Abbey Pain Scale (APS) [326]
	For people with end-stage dementia.
Comprises 6 questions regarding the facial expression, vocalization, change in body language, behavioral change, physiological change, and physical changes. Each question can be given a score from 0 to 3, where 0 means absence while 3 means severe. Higher total scores indicate higher pain intensity.
	The Australian Pain Society has endorsed this scale for evaluating pain in older people with dementia [226].
Nursing home residents.
A strong agreement (66.1 to 78.3%) between proxy-reported APS scores and presence of self-reported pain, moderate correlation between self-reported pain intensity and APS (r = 0.56; p < 0.01) residents with cognitive impairment; 25.4% above chance to correctly identify cognitively impaired patients with pain [300].
Concurrent validity between the APS and nurse’s holistic pain assessment was acceptable (Gamma = 0.59; p < 0.01), internal reliability (α = 0.74–0.81), inter-rater reliability was modest (but no actual statistics) [326]
Moderate to good construct validity against PACSLAC and PAINAD at rest and exercise (r = 0.56–0.85) [327]
Test-retest reliability (r = 0.62–0.68), inter-rater reliability (ICC = 0.70–0.75), internal consistency (α = 0.65–0.80). Factor analysis only revealed 1 single factor [325].
Patients in Geriatric wards
It has been translated into Danish and tested on severely demented and non-communicative older patients in geriatric wards. There was a poor agreement between APS and verbal rating scale (k = 0.42), interrater reliability was good (ICC = 0.84). Fair internal consistence (Cronbach’s α = 0.52) [328].

	The Doloplus 2 [329]
	10-item scale evaluating three domains: (1) somatic, (2) psychomotor, and (3) psychosocial; Each item has four potential scores, where 0 means normal behavior and 3 indicates high levels of pain-related behavior. It is administered by a trained nurse.
	It was originally developed in French but has been translated into English. Two systematic reviews rated Doloplus 2 as a scale with high-psychometric properties [226].
Nursing home residents.
Internal consistency (α = 0.82–0.87) [325, 330].
Criterion validity between Doloplus-2 score rated by a geriatric expert nurse and pain evaluation conducted by a pain expert (R2 = 0.54); inter-rater reliability (ICC = 0.74–0.77). Small but significant correlation between the expert’s pain in movement score and the Doloplus-2 item for protective body at rest score and for the expert’s pain at rest score (R2 = 0.12; p < 0.01) and between Doloplus-2 item and pain complaints (R2 = 0.13; p < 0.01) [330].
Factor analysis only revealed one single factor [325].
Test-retest reliability (r = 0.71), inter-rater reliability (ICC = 0.73–0.81) [325].

	Noncommunicative Patient’s Pain Assessment Instrument (NOPPAIN) [331]
	A nursing assistant-administered observation tool for recognizing and rating of extent of pain behaviors.
Contains four sections considering six pain behaviors (pain-related words, facial expression, pain noises, rubbing, bracing, and restlessness) during common care conditions (e.g., bathing). Each pain response can be rated from 0 to 5 on a surrogate Likert scale, where 0 indicates the lowest possible intensity and 5 means the highest possible intensity.
	The National Nursing Home Pain Collaborative acknowledged the scale in evaluating pain behaviors but reported that the complexity of NOPPAIN might limit its clinical use [225]. It has to be validated in clinical setting.
Nursing home setting.
Excellent agreement (k = 0.87) for assessing video tape results [300].
Strong agreement (69.2 to 80.0%) between proxy-rated pain behaviors and self-reported presence of pain [300].
Moderate correlation between self-reported pain intensity and NOPPAIN (r = 0.68; p < 0.01) in residents with cognitive impairment. There was 25.4% above chance to correctly identify cognitively impaired patients with pain [300].
Good construct validity against CNPI, PACSLAC, and PAINAD (r = 0.71–0.78) [324, 327].
High intra-rater reliability (k = 0.70–0.86), high inter-rater reliability (k = 0.72–1.0) [324, 331, 332].

	Pain Assessment Checklist for Seniors with Limited Ability to Communicate (PACSLAC) [333]
	PACSLAC evaluates 60 pain behaviors classified into four subscales: (1) facial expression, (2) social behavior mood and personality, (3) physical activity and body movement, and (4) physiological changes, eating or sleeping changes, and vocal behaviors.
PASCLAC-II consists of 31 items by removing items that may be mixed with signs of delirium [334].
	Both PACSLAC and PACSLAC-II cover all observational pain assessment domains recommended by the American Geriatrics Society Guideline [301, 335].
Two systematic reviews also suggest PACSLAC as one of the psychometrically strongest assessment tools [226, 227].
Nursing home settings.
PACSLAC internal consistency (α = 0.62–0.92) [336, 337].
PACSLAC-II internal consistency (α = 0.74–0.77) [334].
Moderate correlations between PACSLAC scores and global pain intensity ratings (r = 0.39–0.54) [337].
Good correlation between PACSLAC scores and VDS (r = 0.81) and VAS (0.72–0.86) for unblended rating of acute influenza injection [336].
Both PACSLAC and PACSLAC-II have demonstrated good differentiation between painful and non-painful states in patients (p < 0.01) [324, 334].
Good construct validity against NOPPAIN and PAINAD (r = 0.66–0.78) [324].
Good construct validity against APS (r = 0.79) [327].
PACSLAC and PACSLAC-II have strong correlation (r = 0.81–0.89) and the NOPPAIN (r = 0.73) [334].
Inter-rater reliability at rest and during movement (ICC ≥0.76) [299, 324, 327].
Inter-rater reliability (k = 0.63) for PACSLAC-II [334].
Excellent inter-rater reliability (ICC = 0.93–0.96); Intra-rater reliability (ICC = 0.86) for unblended rating of acute influenza vaccination [336].

	The Pain Assessment in Advanced Dementia (PAINAD) Scale [228, 338]
	A 5-min observation during activity. It evaluates five behaviors (breathing, negative vocalization, facial expression, body language, and consolability) as five indicators of discomfort rated on three levels: 0=absent, 1=present but not constant or severe, 2=severe/constant.
	The National Nursing Home Pain Collaborative recommended the PAINAD for clinical use [225]. It has been validated in acute care setting and nursing homes [339].
Nursing home settings.
High internal consistency (α > 0.70) [323, 327].
It can detect the presence or absence of pain but not the severity of pain [340].
Strong agreement (66.1 to 73.3%) between PAINAD and proxy-rated pain behaviors or self-reported presence/absence.
There was 19.2% above chance to correctly identify cognitively impaired patients with pain [300].
High correlation between PAINAD scores and nurses’ pain reports (Kendall’s τ = 0.84) [341].
PAINAD scores decreased following administration of analgesics and changes with potentially painful activity [324, 336].
Good construct validity with CNPI, APS, NOPPAIN, and PACSLAC at rest and during exercise (r = 0.56–0.90) [324, 327]
High inter-rater reliability (r = 0.80–0.97) and test-retest reliability (r = 0.90) [228, 342, 343].




                           
It is noteworthy that although certain physiological parameters (e.g., increased heart rate, blood pressure, and perspiration) may indicate the presence of pain, these physiological indicators may be inaccurate among older adults with chronic pain [217]. Additionally, older adults with dementia may have diminished autonomic reactions to pain [229, 230]. Therefore, effective evaluation of pain behavior may be more relevant for older adults with severe dementia and pain.

Fall assessment and prevention
Given that older people usually display reduced physical capacity [231], cardiac output [232], muscle mass and strength [233], and older adults with LBP are more likely to suffer from decreased mobility and functional deterioration than younger sufferers. In addition, older adults with musculoskeletal pain are more likely to experience fear of falling [234] and fall incidents [23]. Specifically, LBP is known to be an independent risk factor for repeated falls in older women [235]. A prospective study revealed that community-dwelling seniors with chronic LBP (more than 3 months) had a significantly higher risk of falls (adjusted OR for injurious falls ranged from 2.11 to 2.46) as compared to asymptomatic counterparts [236]. Likewise, seniors with LBP in the past 12 months are more likely to be recurrent fallers [23]. Since falls is the leading cause of persistent pain, disability, and mortality among seniors [36, 237], physicians and nursing home workers should assess fall risks of older adults with LBP [238] and refer them for fall prevention intervention, if necessary.

Pain medications
The American Geriatrics Society has published recommendations on pain management of geriatric patients with nonmalignant pain. In particular, a standing order of analgesic (e.g., acetaminophen) is recommended for older adults with chronic pain so that they can have a steady concentration of analgesic in the blood stream [239]. Tramadol is recommended to be prescribed with caution for patients with a known risk of seizure (e.g., stroke, epilepsy, and head injury) or for those taking medications that may lower seizure threshold (e.g., neuroleptics and tricyclics) [239]. In addition, the guideline also suggests that if acetaminophen cannot control pain, non-steroidal anti-inflammatory drugs (NSAIDs) (e.g., COX-2 therapy or non-acetylated salicylates) may be used as adjunct therapy [239]. However, since some traditional NSAIDs may cause gastrointestinal upset, clinicians are recommended to prescribe non-acetylated salicylates for older patients with peptic ulcer and gastrointestinal bleeding. Although there is no ideal dose for opioid prescription among older adults with LBP, the effective dose should be carefully titrated to fit individual needs. To attain better pain relief with minimal side effects secondary to a high dose of a single medication, it is recommended to concurrently use two or more pain medications with different mechanisms of action or different drug classes (e.g., opioid and non-opioid analgesics). It is noteworthy that opioid (e.g., codeine) may increase the risk of falls and other drug-related adverse effects (e.g., depression, nausea, tachycardia, seizure, or falls [240, 241]) in opioid-naïve older patients during the opioid initiation period (i.e., within the first 3 months) or during the use of long-acting opioids [242, 243]. Therefore, specific education and caution should be given to these patient groups.
In addition, because older patients with chronic LBP are commonly associated with depression or anxiety, it is not uncommon for them to take antidepressants (e.g., serotonin reuptake inhibitors) or benzodiazepines. Since some of these psychoactive drugs may compromise their memory, cognition, alertness and motor coordination [244, 245], special care should be given to these patients to minimize their risks of falls, hip fractures, or road traffic accidents [246]. For instance, concurrent prescription of tramadol and the selective serotonin reuptake inhibitor (an antidepressant) may increase the risk of serotonin syndrome (e.g., hyperthermia, agitation, diarrhea, tachycardia, and coma) that may lead to sudden death [247, 248]. If patients have an elevated risk of opioid overdose (e.g., alcoholism [249], a history of opioid overdose/drug abuse [250], concurrent consumption of benzodiazepine or sedative hypnotics [251], or poor compliance to opiate medications [252]), they should undergo an overdose risk assessment, a urine drug abuse screening prior to opioid prescription, an education on drug overdose, and frequent clinical follow-up so as to mitigate their risk [253]. Further, physicians can prescribe naloxone to these high-risk patients and teach them/their caregivers to use it at emergency. Naloxone is an opiate antidote for neutralizing the toxicity of opioid overdoses [253, 254]. For patients who are taking long-acting opioids (e.g., oxycodone or methadone) or having hepatic or renal dysfunction, they should be reassessed regularly in order to ensure timely tapering/discontinuing of opioids if necessary [253]. Collectively, existing medical guidelines generally recommend low-dose initiation and gradual titration of opioid therapy and constipation prophylaxis, increased awareness of potential interactions among concurrent medications, as well as close monitoring of treatment responses in patients. It is necessary to provide updated education to health-care providers so as to optimize pain management for older patients with chronic pain.

Other conservative treatments
Although analgesics are the first line treatment for older people with LBP, older people with LBP (especially those with a prolonged history of LBP) may require other conservative treatments to mitigate pain and to restore function. Growing evidence has indicated that some, but not all, conservative treatments can benefit older people with LBP [255, 256]. While the efficacy of various physiotherapy modalities in treating older people with LBP remains controversial [256], a recent meta-analysis has highlighted that Tai Chi, a mind-body exercise therapy, is an effective intervention for older patients with chronic pain (including LBP, osteoarthritis, fibromyalgia, and osteoporotic pain) as compared to education or stretching [255]. Importantly, in addition to pain relief, various systematic reviews on Tai Chi have revealed promising outcomes in improving balance [257], fear of falling [258], lower limb strength [259], physical function [260], hypertension [261], cognitive performance [262], and depression [263] in seniors as compared to no treatment or usual care. Given the high frequency of physical and psychological comorbidity among older adults (e.g., depression, hypertension, and osteoarthritis), Tai Chi appears to be a viable LBP treatment option for older adults with LBP. Future studies should determine the dose response of Tai Chi in treating older people with LBP in community and institutional settings.

Lumbar surgery
Surgical intervention is indicated for older people only if there is a definite diagnosis of lumbar pathology (e.g., degenerative LSS, cauda equine syndrome, or spinal tumor) that needs to be treated by surgery or that is unresponsive to conservative intervention. While there are many different lumbar surgical interventions, the objective of these approaches is to minimize compression of neural tissues and/or enhance spinal stability. Decompression surgery (i.e., laminectomy, laminotomy, and discectomy) is used to partially or completely remove lumbar structures that are impinging neural tissues [264, 265]. Recent evidence suggests that minimally invasive spine surgery techniques have higher success rate than open lumbar decompression surgery [266]. Unlike decompression surgery, spinal fusion surgery utilizes bone grafts (autograft or allograft) or surgical devices to fuse adjacent vertebrae anteriorly, posteriorly, or circumferentially. Such surgery immobilizes the spinal motion segment, in theory removes key pain generating sources and eliminates intersegmental movement of vertebrae that may compress neural structures in order to alleviate symptoms [267]. In general, both simple and complex spinal fusion surgeries are associated with a higher risk of major complications and postoperative mortality as compared to decompression surgery [264]. While decompressive laminectomy/laminotomy with or without spinal fusion is a common surgical intervention for older patients with degenerative LSS [268], isolated decompression without spinal fusion is a preferred choice for older patients with lumbar degenerative spondylolisthesis without severe LBP/instability [269]. However, two recent randomized controlled trials have reported conflicting results regarding the effectiveness of decompression surgery plus spinal fusion versus decompression surgery alone in treating patients with LSS and degenerative spondylolisthesis [270, 271]. Decompression and spinal fusion are also indicated for patients with symptomatic degenerative lumbar scoliosis [272, 273] although these procedures may increase the risk of complications in older adults (especially those with comorbidities) [268, 272, 274–276]. Recently, disc arthroplasty has been adopted to restore the mobility of an intervertebral joint by replacing a degenerative disc with an artificial disc and minimizing the risk of adjacent segment degeneration/disease [277]. Although current evidence notes the safety and efficacy of such intervention for indication for cervical spine pathology in comparison to conventional interbody fusion procedures, outcomes for lumbar disc disorders remain under further evaluation.
Percutaneous transpedicular vertebroplasty and balloon kyphoplasty are two minimally invasive techniques for treating patients with painful osteoporotic vertebral compression fracture [278]. These procedures involve the injection of a small amount of bone cement into the collapsed vertebral body to alleviate excruciating pain and stabilize the fractured vertebral body [279]. However, individual studies have found that these procedures may heighten the risk of new vertebral fractures at the treated or adjacent vertebrae, and other complications (e.g., cement leakage into the lungs, veins, and the vertebral body) [280–283]. However, a recent meta-analysis reveals that these vertebral augmentation procedures may attenuate pain and correct deformity of patients with osteoporotic vertebral compression fractures without increasing the risk of complications or new vertebral fractures along the spine [278].
In addition, the past decade alone has seen a significant interest in the concept of sagittal alignment and balance with respect to the preoperative planning and predictive outcome analyses of patients with various lumbar spinal disorders and spinal deformities [284, 285]. Novel imaging software has been developed to quantify such parameters, such as pelvic incidence and tilt, and sacral slope, in a semi-automatic fashion [286, 287]. Numerous studies have noted the clinical utility assessing spinal alignment/balance [288–292] a field that continues to gain widespread momentum and motivate future research.
Like conservative LBP treatments, some patients may experience persistent LBP (with or without sciatica) even after spinal surgery. The reasons for the failed back surgery syndrome (FBSS) may be ascribed to technical failure, incorrect selection of surgical patients, surgical complications, or related sequelae [267]. Additionally, since spinal surgery may alter the load distribution at vertebral structures adjacent to the operated segments (e.g., sacroiliac joint), this may result in the adjacent segment disease and pain. Because patients with FBSS are unlikely to benefit from revision surgery, spinal cord stimulation has been suggested to manage pain in these patients. Specifically, spinal cord stimulation involves the placement of electrodes into the epidural space and the generation of electrical current by a pulse generator placed subcutaneously. Studies have noted that there is fair evidence to support moderate effectiveness of spinal cord stimulation in attenuating persistent radicular pain of appropriately selected patients with FBSS although device-related complications are also common [267].
It is noteworthy that while surgical intervention may benefit some patients with LBP, clinicians should weigh the risks and benefits of surgery for each individual patient. A recent Cochrane review summarized the evidence regarding the effectiveness of surgical and conservative treatments for patients with LSS [293]. Two of the five included randomized controlled trials reported that patients undergoing spinal decompression with or without fusion had no significant difference in pain-related disability (measured by Oswestry Disability Index) from those receiving multi-modal conservative care at 6 and 12 months although the decompression group demonstrated improved disability at 24 months [294, 295]. Similarly, a small-scale included study found no significant difference in pain outcomes between decompression and usual non-surgical care (bracing and exercise) at 3 months, and 4- and 10-year follow-ups [296]. Another included study revealed that minimally invasive mild decompression was no better than epidural steroid injections in improving Oswestry Disability Index scores at 6 weeks although decompression had significantly better pain reduction but less improvement in Zurich Claudication Questionnaire scores [297]. Conversely, an included trial found that an interspinous spacer was significantly better than usual non-operative care in reducing symptoms and restoring physical function at 6 weeks, and 6 and 12 months [298]. Regardless of the treatment effects, approximately 10 to 24% of participants experienced peri or postoperative complications (e.g., lesion to the dural sac, hematoma, infection, spinous process fracture, respiratory distress, coronary ischemia, stroke, and even death secondary to pulmonary edema) while no side effect was documented for any conservative treatments [293]. Given above, back surgery should be considered carefully for high-risk patients (e.g., older adults with medical comorbidity). High-quality randomized controlled trials are warranted to compare the effectiveness of surgical versus nonsurgical interventions for older patients with LSS.


Future research
While anecdotal evidence and clinical experience suggest that older people appear to have higher rates of LBP with definite pathology (e.g., vertebral osteomyelitis, degenerative spondylolisthesis, and DNDLS), only a few studies have properly evaluated this issue. Given this knowledge gap, future research should quantify the prevalence of various LBP diagnoses so that health care resources can be better allocated to effectively manage the epidemic of LBP in the older population.
Although self-report of LBP is the gold standard for evaluating subjective pain experience, some patients with cognitive impairment may be unable to effectively verbalize their pain. Clinicians (especially those working in the geriatric field) should improve their competence in assessing nonverbal pain expression in patients with cognitive impairment. While multiple observational pain assessment scales have been developed, there is no consensus on the use of a particular assessment tool. Different clinical guidelines have recommended different scales [223, 225]. Given the rapid development and validation of different observational scales in the last decade, it is necessary to update existing guidelines on this issue.
While the scores of several observational pain behavior assessment tools (e.g., the Abbey Pain Scale and Pain Assessment in Advanced Dementia) have been found to be closely related to self-report of pain [299, 300], there is a paucity of research on the interpretation of scale/subscale scores in relation to pain or other psychological comorbidity (e.g., depression). Future studies should establish this relation. Further, most of the existing behavioral observational pain scales have only been validated in the nursing home setting. Future studies are warranted to compare various existing scales and evaluate their responsiveness and sensitivity to changes in pain following treatments in different settings, which can identify best assessment tools for different settings.
Since recent findings suggest that facial expression can provide many useful indirect information of pain, training health-care providers on the recognition and interpretation of facial expression of pain may improve the accuracy and reliability of pain assessment among patients with dementia. Importantly, future studies should adopt computer vision technology to develop automatic, real-time assessment of pain-related facial expression so as to facilitate the evaluation of pain condition in non-communicable patients with LBP [301].
Currently, clinical assessments of LBP among older adults rely heavily on self-report or surrogate report of LBP or manual physical assessments. With recent advances in technology, clinicians can use reliable novel objective measurements (e.g., mechanical spinal stiffness assessments [302–304], ultrasonic measurements of paraspinal muscles [305], advanced medical imaging [306, 307], or genetic analysis [308]) to examine patients at affordable costs. Given that age-related physical changes (e.g., sarcopenia or fatty infiltration of paraspinal muscles) in older adults may worsen LBP-related physical changes, the adoption of validated objective measurements may enhance the reliability and sensitivity in detecting physical deficits or monitoring posttreatment improvements of LBP in older adults. For example, ultrasonography may be used to quantify atrophy of lumbar multifidus that can guide clinical treatments (e.g., spinal stabilization exercises). Likewise, computerized spinal stiffness tests can be used to identify patients with LBP who are likely to benefit from spinal manipulation [309]. Novel yet more sensitive imaging, such as chemical exchange saturation transfer, T2 mapping, T1-rho, ultra-short time-to-echo and sodium MRI, may identify the pain-generating source allowing for more targeted therapies [50, 310]. Furthermore, a refinement of some of the imaging phenotypes (e.g., disc degeneration, endplate changes, facet joint changes, paraspinal muscle integrity, and sagittal alignment/balance) or the utility of “phenomics” may further aid in proper diagnosis, management options, and the potential development of novel therapeutics. Knowledge gained from such approaches may enhance the exploration of new pathways of pain and potential treatment options in appropriate animal models. Moreover, the role of pain genetics and its actual utility toward the management of LBP in older individuals needs to be further explored. Taken together, while novel technology may gather new information from patients with LBP, clinicians should integrate these objective outcomes with other clinical findings in order to make proper diagnosis and clinical decision.
Given the multifactorial causes of LBP in older adults, it is necessary to consider the entire spectrum of “omic” approaches (e.g., genomics, metabolomics, phenomics, etc), ethnic variations, and all aforementioned risk factors in order to derive appropriate predictive models for future LBP development or severity of pain. These models can then be used to develop cost-effective and personalized LBP intervention for older adults.


Conclusions
Although LBP is ubiquitous among older adults, the dearth of literature on the trajectories of LBP, determinants of chronic LBP, and effective LBP managements in older adults highlights the research gaps in this area. Given that multiple factors (e.g., dementia, psychiatric and physical comorbidities, maladaptive coping, and age-related physical and psychosocial changes) can modify the LBP experience in older adults, clinicians should incorporate comprehensive subjective, observational, and physical examinations, as well as proxy reports to make accurate diagnosis. For patients with persistent LBP, medical imaging may be ordered to rule out malignant causes of pain. To minimize undertreatment of older adults with LBP, it is necessary to recognize the presence of LBP and to titrate pain medications in accordance with individual needs. Through understanding various factors contributing to severe/chronic LBP in older adults, timely and proper treatment strategies can be formulated. In addition, with the expansive understanding of “omic” technologies, study designs, and findings, new pathways of pain may be identified and novel therapeutics may be developed. As such, it is with a hope that with the understanding of pain being broadened and deepened, the management of older patients with LBP may eventually become more personalized or precise and outcomes optimized, leading to a healthier and productive society.

Acknowledgements
Not applicable.
Funding
This work was supported by grants from the Hong Kong Theme-Based Research Scheme (T12-708/12N), the Hong Kong Research Grants Council (17117814), The Hong Kong Polytechnic University Start-up fund (1-ZE4G), and PolyU Central Research Grant-Fund for GRF Project Rated 3.5 (G-YBP9).

Availability of data and materials
Not applicable.

Authors’ contributions
AW, JK, and DS all actively contributed to the conception and content of the review. AW conducted the literature searches, abstract, and full-text screening, as well as data extraction. AW prepared the initial draft of the manuscript. All authors critically revised it for main intellectual content. All authors approved the final manuscript.

Competing interests
The authors declare that they have no competing interests.

Consent for publication
Not applicable.

Ethics approval and consent to participate
Not applicable.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in published maps and institutional affiliations.


[image: Creative Commons]
                           Open AccessThis article is distributed under the terms of the Creative Commons Attribution 4.0 International License (http://​creativecommons.​org/​licenses/​by/​4.​0/​), which permits unrestricted use, distribution, and reproduction in any medium, provided you give appropriate credit to the original author(s) and the source, provide a link to the Creative Commons license, and indicate if changes were made. The Creative Commons Public Domain Dedication waiver (http://​creativecommons.​org/​publicdomain/​zero/​1.​0/​) applies to the data made available in this article, unless otherwise stated.

References
1.
Tse MMY, Pun SPY, Benzie IFF. Pain relief strategies used by older people with chronic pain: an exploratory survey for planning patient-centred intervention. J Clin Nurs. 2005;14:315–20.PubMed

2.
DoEaSA UN. World population ageing 2009. New York: United Nations Publication; 2010.

3.
Greengross S, Murphy E, Quam L, Rochon P, Smith R. Aging: a subject that must be at the top of world agendas. BMJ. 1997;315:1029.

4.
Bressler HB, Keyes WJ, Rochon PA, Badley E. The prevalence of low back pain in the elderly: a systematic review of the literature. Spine. 1999;24:1813–9.PubMed

5.
Podichetty VK, Mazanec DJ, Biscup RS. Chronic non-malignant musculoskeletal pain in older adults: clinical issues and opioid intervention. Postgrad Med J. 2003;79:627–33.PubMedPubMedCentral

6.
Edmond SL, Felson DT. Prevalence of back symptoms in elders. J Rheumatol. 2000;27:220–5.PubMed

7.
Prince MJ, Wu F, Guo Y, Gutierrez Robledo LM, O’Donnell M, Sullivan R, et al. The burden of disease in older people and implications for health policy and practice. Lancet. 2015;385:549–62.PubMed

8.
Leveille SG, Guralnik JM, Hochberg M, Hirsch R, Ferrucci L, Langlois J, et al. Low back pain and disability in older women: independent association with difficulty but not inability to perform daily activities. J Gerontol A Biol Sci Med Sci. 1999;54:M487–93.PubMed

9.
Reid MC, Williams CS, Gill TM. Back pain and decline in lower extremity physical function among community-dwelling older persons. J Gerontol A Biol Sci Med Sci. 2005;60:793–7.PubMed

10.
Hoy D, Bain C, Williams G, March L, Brooks P, Blyth F, et al. A systematic review of the global prevalence of low back pain. Arthritis Rheum. 2012;64:2028–37.PubMed

11.
Cypress BK. Characteristics of physician visits for back symptoms: a national perspective. Am J Public Health. 1983;73:389–95.PubMedPubMedCentral

12.
Balagué F, Pellisé F. Adolescent idiopathic scoliosis and back pain. Scoliosis Spinal Disord. 2016;11:27.PubMedPubMedCentral

13.
Thomas E, Peat G, Harris L, Wilkie R, Croft PR. The prevalence of pain and pain interference in a general population of older adults: cross-sectional findings from the North Staffordshire Osteoarthritis Project (NorStOP). Pain. 2004;110:361–8.PubMed

14.
Papageorgiou AC, Croft PR, Ferry S, Jayson MIV, Silman AJ. Estimating the prevalence of low back pain in the general population: evidence from the south Manchester back pain survey. Spine. 1995;20:1889–994.PubMed

15.
Walsh K, Cruddas M, Coggon D. Low back pain in eight areas of Britain. J Epidemiol Community Health. 1992;46:227–30.PubMedPubMedCentral

16.
Dijken CB-V, Fjellman-Wiklund A, Hildingsson C. Low back pain, lifestyle factors and physical activity: a population-based study. J Rehabil Med. 2008;40:864–9.

17.
Docking RE, Fleming J, Brayne C, Zhao J, Macfarlane GJ, Jones GT, et al. Epidemiology of back pain in older adults: prevalence and risk factors for back pain onset. Rheumatology (Oxford). 2011;50:1645–53.

18.
Bernabei R, Gambassi G, Lapane K, Landi F, Gatsonis C, Dunlop R, et al. Management of pain in elderly patients with cancer. JAMA. 1998;279:1877–82.PubMed

19.
Gibson SJ, Helme RD. Age-related differences in pain perception and report. Clin Geriatr Med. 2001;17:433–56.PubMed

20.
Palacios-Ceña D, Alonso-Blanco C, Hernández-Barrera V, Carrasco-Garrido P, Jiménez-García R, Fernández-de-las-Peñas C. Prevalence of neck and low back pain in community-dwelling adults in Spain: an updated population-based national study. Eur Spine J. 2015;24:482–92.PubMed

21.
Fernández-de-las-Peñas C, Alonso-Blanco C, Hernández-Barrera V, Palacios-Ceña D, Jiménez-García R, Carrasco-Garrido P. Has the prevalence of neck pain and low back pain changed over the last 5 years? A population-based national study in Spain. Spine J. 2013;13:1069–76.PubMed

22.
Leopoldino AAO, Diz JBM, Martins VT, Henschke N, Pereira LSM, Dias RC, et al. Prevalence of low back pain in older Brazilians: a systematic review with meta-analysis. Rev Bras Reumatol Engl Ed. 2016;56:258–69.PubMed

23.
Woo J, Leung J, Lau E. Prevalence and correlates of musculoskeletal pain in Chinese elderly and the impact on 4-year physical function and quality of life. Public Health. 2009;123:549–56.PubMed

24.
Patel KV, Guralnik JM, Dansie EJ, Turk DC. Prevalence and impact of pain among older adults in the United States: Findings from the 2011 National Health and Aging Trends Study. Pain. 2013;154:2649–57.PubMed

25.
Ferrell BA. Pain evaluation and management in the nursing home. Ann Intern Med. 1995;123:681–7.PubMed

26.
Sengstaken EA, King SA. The problems of pain and its detection among geriatric nursing home residents. J Am Geriatr Soc. 1993;41:541–4.PubMed

27.
Tarzian AJ, Hoffmann DE. Barriers to managing pain in the nursing home: findings from a statewide survey. J Am Med Dir Assoc. 2005;6:S13–9.PubMed

28.
D’Astolfo CJ, Humphreys BK. A record review of reported musculoskeletal pain in an Ontario long term care facility. BMC Geriatr. 2006;6:5.PubMedPubMedCentral

29.
Cassidy JD, Carroll LJ, Côté P. The Saskatchewan health and back pain survey. The prevalence of low back pain and related disability in Saskatchewan adults. Spine. 1998;23:1860–6. discussion 1867.PubMed

30.
Dionne CE, Dunn KM, Croft PR. Does back pain prevalence really decrease with increasing age? A systematic review. Age Ageing. 2006;35:229–34.PubMed

31.
Williams JS, Ng N, Peltzer K, Yawson A, Biritwum R, Maximova T, et al. Risk factors and disability associated with low back pain in older adults in low- and middle-income countries. Results from the WHO Study on Global AGEing and Adult Health (SAGE). PLoS ONE. 2015;10:e0127880.

32.
Cayea D, Perera S, Weiner DK. Chronic low back pain in older adults: what physicians know, what they think they know, and what they should be taught. J Am Geriatr Soc. 2006;54:1772–7.PubMed

33.
Hartvigsen J, Frederiksen H, Christensen K. Back and neck pain in seniors—prevalence and impact. Eur Spine J. 2005;15:802–6.PubMedPubMedCentral

34.
Jiménez-Sánchez S, Fernández-de-las-Peñas C, Carrasco-Garrido P, Hernández-Barrera V, Alonso-Blanco C, Palacios-Ceña D, et al. Prevalence of chronic head, neck and low back pain and associated factors in women residing in the autonomous region of Madrid (Spain). Gac Sanit. 2012;26:534–40.PubMed

35.
Jacobs JM, Hammerman-Rozenberg R, Cohen A, Stessman J. Chronic back pain among the elderly: prevalence, associations, and predictors. Spine. 2006;31:E203–7.PubMed

36.
Won AB, Lapane KL, Vallow S, Schein J, Morris JN, Lipsitz LA. Persistent nonmalignant pain and analgesic prescribing patterns in elderly nursing home residents. J Am Geriatr Soc. 2004;52:867–74.PubMed

37.
American Geriatrics Society Panel on the pharmacological management of persistent pain in older persons, (null). Pharmacological management of persistent pain in older persons. Pain Med. 2009;10:1062–83.

38.
Cramer GW, Galer BS, Mendelson MA, Thompson GD. A drug use evaluation of selected opioid and nonopioid analgesics in the nursing facility setting. J Am Geriatr Soc. 2000;48:398–404.PubMed

39.
Molton IR1, Terrill AL1. Overview of persistent pain in older adults. Am Psychol. 2014;69:197–207. 

40.
Robinson CL. Relieving pain in the elderly. Health Prog. 2007;88:48–53.PubMed

41.
Gouke C, Scherer S, Katz B, Gibson S, Farrel M. Pain in residential aged care facilities: management strategies. Australian Pain Society; 2005.

42.
Chou R, Fanciullo GJ, Fine PG, Adler JA, Ballantyne JC, Davies P, et al. Clinical guidelines for the use of chronic opioid therapy in chronic noncancer pain. J Pain. 2009;10:113–22.PubMedPubMedCentral

43.
Middleton K, Fish DE. Lumbar spondylosis: clinical presentation and treatment approaches. Curr Rev Musculoskelet Med. 2009;2:94–104.PubMedPubMedCentral

44.
Panta OB, Songmen S, Maharjan S, Subedi K, Ansari MA, Ghimire RK. Morphological changes in degenerative disc diseaseon magnetic resonance imaging: comparison between young and elderly. J Nepal Health Res Counc. 2016;13:209–13.

45.
Magee DJ, Sueki D. Orthopedic physical assessment atlas and video. Selected special tests and movements. St. Louis: Elsevier Saunders; 2011.

46.
Weinstein JN, Lurie JD, Tosteson TD, Zhao W, Blood EA, Tosteson ANA, et al. Surgical compared with nonoperative treatment for lumbar degenerative spondylolisthesis. J Bone Joint Surg Am. 2009;91:1295–304.PubMedPubMedCentral

47.
Kalichman L, Hunter DJ. Diagnosis and conservative management of degenerative lumbar spondylolisthesis. Eur Spine J Springer-Verlag. 2008;17:327–35.

48.
Boden SD, Davis DO, Dina TS, Patronas NJ, Wiesel SW. Abnormal magnetic-resonance scans of the lumbar spine in asymptomatic subjects. A prospective investigation. J Bone Joint Surg Am. 1990;72:403–8.PubMed

49.
Borenstein DG, O’Mara JW, Boden SD, Lauerman WC, Jacobson A, Platenberg C, et al. The value of magnetic resonance imaging of the lumbar spine to predict low-back pain in asymptomatic subjects: a seven-year follow-up study. J Bone Joint Surg Am. 2001;83-A:1306–11.PubMed

50.
Samartzis D, Borthakur A, Belfer I, Bow C, Fong DY, Wang H-Q, et al. Novel diagnostic and prognostic methods for disc degeneration and low back pain. Spine J. 2015;15:1919–32.PubMed

51.
Weiner DK, Sakamoto S, Perera S, Breuer P. Chronic low back pain in older adults: prevalence, reliability, and validity of physical examination findings. J Am Geriatr Soc. 2006;54:11–20.PubMed

52.
Yoshihara H. Sacroiliac joint pain after lumbar/lumbosacral fusion: current knowledge. Eur Spine J. 2012;21:1788–96.PubMedPubMedCentral

53.
Travell JG, Simons DG. Myofascial pain and dysfunction: the trigger point manual. Baltimore: Williams and WIlkins; 1993.

54.
Jirathanathornnukul N, Limthongkul W, Yingsakmongkol W, Singhatanadgige W, Parkpian V, Honsawek S. Increased expression of vascular endothelial growth factor is associated with hypertrophic ligamentum flavum in lumbar spinal canal stenosis. J Investig Med. 2016;64:882–7.PubMed

55.
Singh K, Samartzis D, Biyani A, An HS. Lumbar spinal stenosis. J Am Acad Orthop Surg. 2008;16:171.PubMed

56.
Singh K, Samartzis D, Vaccaro AR, Nassr A, Andersson GB, Yoon ST, et al. Congenital lumbar spinal stenosis: a prospective, control-matched, cohort radiographic analysis. Spine J. 2005;5:615–22.PubMed

57.
Tomkins-Lane C, Melloh M, Lurie J, Smuck M, Battié MC, Freeman B, et al. ISSLS prize winner: consensus on the clinical diagnosis of lumbar spinal stenosis: results of an international delphi study. Spine. 2016;41:1239–46.PubMed

58.
Fritz JM, Delitto A, Welch WC, Erhard RE. Lumbar spinal stenosis: a review of current concepts in evaluation, management, and outcome measurements. Arch Phys Med Rehabil. 1998;79:700–8.PubMed

59.
Verbiest H. A radicular syndrome from developmental narrowing of the lumbar vertebral canal. J Bone Joint Surg (Br). 1954;36-B(2):230–7.

60.
Verbiest H. Results of surgical treatment of idiopathic developmental stenosis of the lumbar vertebral canal. A review of twenty-seven years’ experience. J Bone Joint Surg (Br). 1977;59:181–8.

61.
Miller MD, Thompson SR, Hart J. Review of orthopaedics. 6th ed. Philadelphia: Elsevier; 2012.

62.
Fanuele JC, Birkmeyer NJ, Abdu WA, Tosteson TD, Weinstein JN. The impact of spinal problems on the health status of patients: have we underestimated the effect? Spine. 2000;25:1509–14.PubMed

63.
De Villiers PD, Booysen EL. Fibrous spinal stenosis. A report on 850 myelograms with a water-soluble contrast medium. Clin Orthop Relat Res. 1976;115:140–4.

64.
Kamihara M, Nakano S, Fukunaga T, Ikeda K, Tsunetoh T, Tanada D, et al. Spinal cord stimulation for treatment of leg pain associated with lumbar spinal stenosis. Neuromodulation. 2014;17:340–4. discussion 345.PubMed

65.
Old JL, Calvert M. Vertebral compression fractures in the elderly. Am Fam Physician. 2004;69:111–6.PubMed

66.
Wong AYL. Musculoskeletal pain in postmenopausal women—implications for future research. Hong Kong Physiotherapy Journal. 2016;34:A1–2.

67.
O’Neill TW, Cockerill W, Matthis C, Raspe HH, Lunt M, Cooper C, et al. Back pain, disability, and radiographic vertebral fracture in European women: a prospective study. Osteoporos Int. 2004;15:760–5.PubMed

68.
Appelt CJ, Burant CJ, Siminoff LA, Kwoh CK, Ibrahim SA. Arthritis-specific health beliefs related to aging among older male patients with knee and/or hip osteoarthritis. J Gerontol A Biol Sci Med Sci. 2007;62:184–90.PubMed

69.
Downie A, Williams CM, Henschke N, Hancock MJ, Ostelo RWJG, de Vet HCW, et al. Red flags to screen for malignancy and fracture in patients with low back pain: systematic review. BMJ. 2013;347:f7095–5.PubMedPubMedCentral

70.
Alexandru D, So W. Evaluation and management of vertebral compression fractures. Perm J. 2012;16:46–51.PubMedPubMedCentral

71.
Kanis JA, Pitt FA. Epidemiology of osteoporosis. Bone. 1992;13:S7–15.PubMed

72.
Melton III LJ, Kan SH, Frye MA, Wahner HW, O’Fallon WM, Riggs BL. Epidemiology of vertebral fractures in women. Am J Epidemiol. 1989;129:1000–11.PubMed

73.
Dewar C. Diagnosis and treatment of vertebral compression fractures. Radiol Technol. 2015;86:321–3.

74.
Schwab FJ, Smith VA, Biserni M, Gamez L, Farcy J-PC, Pagala M. Adult scoliosis: a quantitative radiographic and clinical analysis. Spine. 2002;27:387–92.PubMed

75.
Bradford DS, Tay BK, Hu SS. Adult scoliosis: surgical indications, operative management, complications, and outcomes. Spine. 1999;24:2617–29.PubMed

76.
Bradford DS, Tribus CB. Current concepts and management of patients with fixed decompensated spinal deformity. Clin Orthop Relat Res. 1994;306:64–72.

77.
Faraj SSA, Holewijn RM, van Hooff ML, de Kleuver M, Pellisé F, Haanstra TM. De novo degenerative lumbar scoliosis: a systematic review of prognostic factors for curve progression. Eur Spine J. 2016;25:2347–58.PubMed

78.
Carter OD, Haynes SG. Prevalence rates for scoliosis in US adults: results from the first national health and nutrition examination survey. Int J Epidemiol. 1987;16:537–44.PubMed

79.
Kebaish KM, Neubauer PR, Voros GD, Khoshnevisan MA, Skolasky RL. Scoliosis in adults aged forty years and older: prevalence and relationship to age, race, and gender. Spine. 2011;36:731–6.PubMed

80.
Xu L, Sun X, Huang S, Zhu Z, Qiao J, Zhu F, et al. Degenerative lumbar scoliosis in Chinese Han population: prevalence and relationship to age, gender, bone mineral density, and body mass index. Eur Spine J. 2013;22:1326–31.PubMedPubMedCentral

81.
Schwab F, Dubey A, Gamez L, El Fegoun AB, Hwang K, Pagala M, et al. Adult scoliosis: prevalence, SF-36, and nutritional parameters in an elderly volunteer population. Spine. 2005;30:1082–5.PubMed

82.
Shin J-H, Ha K-Y, Jung S-H, Chung Y-J. Genetic predisposition in degenerative lumbar scoliosis due to the copy number variation. Spine. 2011;36:1782–93.PubMed

83.
Youssef JA, Orndorff DO, Patty CA, Scott MA, Price HL, Hamlin LF, et al. Current status of adult spinal deformity. Glob Spine J. 2012;3:51–62.

84.
Kobayashi T, Atsuta Y, Takemitsu M, Matsuno T, Takeda N. A prospective study of de novo scoliosis in a community based cohort. Spine. 2006;31:178–82.PubMed

85.
Stokes IAF. Analysis and simulation of progressive adolescent scoliosis by biomechanical growth modulation. Eur Spine J. 2007;16:1621–8.PubMedPubMedCentral

86.
Wu H-L, Ding W-Y, Shen Y, Zhang Y-Z, Guo J-K, Sun Y-P, et al. Prevalence of vertebral endplate modic changes in degenerative lumbar scoliosis and its associated factors analysis. Spine. 2012;37:1958–64.PubMed

87.
Nakamae T, Yamada K, Shimbo T, Kanazawa T, Okuda T, Takata H, et al. Bone marrow edema and low back pain in elderly degenerative lumbar scoliosis: a cross-sectional study. Spine. 2016;41:885–92.PubMed

88.
Pompei F, Wilson R. Age distribution of cancer: the incidence turnover at old age. Hum Ecol Risk Assess. 2010;7:1619–50.

89.
Henschke N, Maher CG, Ostelo R. Red flags to screen for malignancy in patients with low-back pain. Cochrane Database Syst Rev. 2013;2, CD008686.

90.
Jones LD, Pandit H, Lavy C. Back pain in the elderly: a review. Maturitas. 2014;78:258–62.PubMed

91.
Dekutoski MB, Clarke MJ, Rose P, Luzzati A, Rhines LD, Varga PP, et al. Osteosarcoma of the spine: prognostic variables for local recurrence and overall survival, a multicenter ambispective study. J Neurosurg Spine. 2016;25:59–68.PubMed

92.
Bettegowda C, Yip S, Lo S-FL, Fisher CG, Boriani S, Rhines LD, et al. Spinal column chordoma: prognostic significance of clinical variables and T (brachyury) gene SNP rs2305089 for local recurrence and overall survival. Neuro Oncol. 2016 [Epub ahead of print].

93.
Dahlin DC. Pathology of osteosarcoma. Clin Orthop Relat Res. 1975;111:23–32.

94.
Chou D, Bilsky MH, Luzzati A, Fisher CG, Gokaslan ZL, Rhines LD, et al. Malignant peripheral nerve sheath tumors of the spine: results of surgical management from a multicenter study. J Neurosurg Spine. 2016 [Epub ahead of print].

95.
Ropper AE, Cahill KS, Hanna JW, McCarthy EF, Gokaslan ZL, Chi JH. Primary vertebral tumors: a review of epidemiologic, histological and imaging findings, part II: locally aggressive and malignant tumors. Neurosurgery. 2012;70:211–9.PubMed

96.
Weinstein JN, McLain RF. Primary tumors of the spine. Spine. 1987;12:843–51.PubMed

97.
Cunha BA. Osteomyelitis in elderly patients. Clin Infect Dis. 2002;35:287–93.PubMed

98.
Kehrer M, Pedersen C, Jensen TG, Lassen AT. Increasing incidence of pyogenic spondylodiscitis: a 14-year population-based study. J Infect. 2014;68:313–20.PubMed

99.
Akiyama T, Chikuda H, Yasunaga H, Horiguchi H, Fushimi K, Saita K. Incidence and risk factors for mortality of vertebral osteomyelitis: a retrospective analysis using the Japanese diagnosis procedure combination database. BMJ. 2013;3:e002412.

100.
Nagashima H, Nanjo Y, Tanida A, Dokai T, Teshima R. Clinical features of spinal infection in individuals older than eighty years. Int Orthop. 2012;36:1229–34.PubMed

101.
Grammatico L, Baron S, Rusch E, Lepage B, Surer N, Desenclos JC, et al. Epidemiology of vertebral osteomyelitis (VO) in France: analysis of hospital-discharge data 2002–2003. Epidemiol Infect. 2008;136:653–60.PubMed

102.
Colmenero JD, Jimenez-Mejias ME, Sánchez-Lora FJ, Reguera JM, Palomino-Nicás J, Martos F, et al. Pyogenic, tuberculous, and brucellar vertebral osteomyelitis: a descriptive and comparative study of 219 cases. Ann Rheum Dis. 1997;56:709–15.PubMedPubMedCentral

103.
Norman DC, Yoshikawa TT. Infections of the bone, joint, and bursa. Clin Geriatr Med. 1994;10:703–18.PubMed

104.
Butler JS, Shelly MJ, Timlin M, Powderly WG, O’Byrne JM. Nontuberculous pyogenic spinal infection in adults: a 12-year experience from a tertiary referral center. Spine. 2006;31:2695–700.PubMed

105.
Thompson D, Bannister P, Murphy P. Vertebral osteomyelitis in the elderly. Br Med J (Clin Res Ed). 1988;296:1309–11.

106.
Beronius M, Bergman B, Andersson R. Vertebral osteomyelitis in Göteborg, Sweden: a retrospective study of patients during 1990-95. Scand J Infect Dis. 2001;33:527–32.PubMed

107.
Hutchinson C, Hanger C, Wilkinson T, Sainsbury R, Pithie A. Spontaneous spinal infections in older people. Intern Med J. 2009;39:845–8.PubMed

108.
Yee DKH, Samartzis D, Wong Y-W, Luk KDK, Cheung KMC. Infective spondylitis in Southern Chinese: a descriptive and comparative study of ninety-one cases. Spine. 2010;35:635–41.PubMed

109.
Modic MT, Feiglin DH, Piraino DW, Boumphrey F, Weinstein MA, Duchesneau PM, et al. Vertebral osteomyelitis: assessment using MR. Radiology. 1985;157:157–66.PubMed

110.
Klineberg E, Mazanec D, Orr D, Demicco R. Masquerade: medical causes of back pain. Cleve Clin J Med. 2007;74:905–13.PubMed

111.
Lavy C, James A, Wilson-MacDonald J, Fairbank J. Cauda equina syndrome. BMJ. 2009;338:b936.PubMed

112.
Kim W, Jin YS, Lee CS, Hwang CJ, Lee SY, Chung SG, et al. Relationship between the type and amount of physical activity and low back pain in Koreans aged 50 years and older. PM R. 2014;6:893–9.PubMed

113.
Gibson SJ, Farrell M. A review of age differences in the neurophysiology of nociception and the perceptual experience of pain. Clin J Pain. 2004;20:227–39.PubMed

114.
Cole LJ, Farrell MJ, Gibson SJ, Egan GF. Age-related differences in pain sensitivity and regional brain activity evoked by noxious pressure. Neurobiol Aging. 2010;31:494–503.PubMed

115.
Zheng Z, Gibson SJ, Khalil Z, Helme RD, McMeeken JM. Age-related differences in the time course of capsaicin-induced hyperalgesia. Pain. 2000;85:51–8.PubMed

116.
Lautenbacher S, Kunz M, Strate P, Nielsen J, Arendt-Nielsen L. Age effects on pain thresholds, temporal summation and spatial summation of heat and pressure pain. Pain. 2005;115:410–8.PubMed

117.
Tseng M-T, Chiang M-C, Yazhuo K, Chao C-C, Tseng W-YI, Hsieh S-T. Effect of aging on the cerebral processing of thermal pain in the human brain. Pain. 2013;154:2120–9.PubMed

118.
Lautenbacher S. Experimental approaches in the study of pain in the elderly. Pain Med. 2012;13 Suppl 2:S44–50.PubMed

119.
Edwards RR, Fillingim RB. Age-associated differences in responses to noxious stimuli. J Gerontol A Biol Sci Med Sci. 2001;56:M180–5.PubMed

120.
Harkins SW, Price DD, Martelli M. Effects of age on pain perception: thermonociception. J Gerontol. 1986;41:58–63.PubMed

121.
Allen JS, Bruss J, Brown CK, Damasio H. Normal neuroanatomical variation due to age: the major lobes and a parcellation of the temporal region. Neurobiol Aging. 2005;26:1245–60.PubMed

122.
Benedetti B, Charil A, Rovaris M, Judica E, Valsasina P, Sormani MP, et al. Influence of aging on brain gray and white matter changes assessed by conventional, MT, and DT MRI. Neurology. 2006;66:535–9.PubMed

123.
Good CD, Johnsrude IS, Ashburner J, Henson RN, Friston KJ, Frackowiak RS. A voxel-based morphometric study of ageing in 465 normal adult human brains. Neuroimage. 2001;14:21–36.PubMed

124.
Greenberg DL, Messer DF, Payne ME, Macfall JR, Provenzale JM, Steffens DC, et al. Aging, gender, and the elderly adult brain: an examination of analytical strategies. Neurobiol Aging. 2008;29:290–302.PubMed

125.
Raz N, Rodrigue KM, Kennedy KM, Head D, Gunning-Dixon F, Acker JD. Differential aging of the human striatum: longitudinal evidence. AJNR Am J Neuroradiol. 2003;24:1849–56.PubMed

126.
Walhovd KB, Fjell AM, Reinvang I, Lundervold A, Dale AM, Eilertsen DE, et al. Effects of age on volumes of cortex, white matter and subcortical structures. Neurobiol Aging. 2005;26:1261–70. discussion1275–8.PubMed

127.
Washington LL, Gibson SJ, Helme RD. Age-related differences in the endogenous analgesic response to repeated cold water immersion in human volunteers. Pain. 2000;89:89–96.PubMed

128.
Riley JL, King CD, Wong F, Fillingim RB, Mauderli AP. Lack of endogenous modulation and reduced decay of prolonged heat pain in older adults. Pain. 2010;150:153–60.PubMedPubMedCentral

129.
Edwards RR, Fillingim RB, Ness TJ. Age-related differences in endogenous pain modulation: a comparison of diffuse noxious inhibitory controls in healthy older and younger adults. Pain. 2003;101:155–65.PubMed

130.
Naugle KM, Cruz-Almeida Y, Fillingim RB, Riley JL. Offset analgesia is reduced in older adults. Pain. 2013;154:2381–7.PubMedPubMedCentral

131.
Wood PB, Schweinhardt P, Jaeger E, Dagher A, Hakyemez H, Rabiner EA, et al. Fibromyalgia patients show an abnormal dopamine response to pain. Eur J Neurosci. 2007;25:3576–82.PubMed

132.
Baliki MN, Petre B, Torbey S, Herrmann KM, Huang L, Schnitzer TJ, et al. Corticostriatal functional connectivity predicts transition to chronic back pain. Nat Neurosci. 2012;15:1117–9.PubMedPubMedCentral

133.
Riley JL, Cruz-Almeida Y, Glover TL, King CD, Goodin BR, Sibille KT, et al. Age and race effects on pain sensitivity and modulation among middle-aged and older adults. J Pain. 2014;15:272–82.PubMed

134.
Farrell M, Gibson S. Age interacts with stimulus frequency in the temporal summation of pain. Pain Med. 2007;8:514–20.PubMed

135.
Edwards RR, Fillingim RB. Effects of age on temporal summation and habituation of thermal pain: clinical relevance in healthy older and younger adults. J Pain. 2001;2:307–17.PubMed

136.
Scherder EJA, Sergeant JA, Swaab DF. Pain processing in dementia and its relation to neuropathology. Lancet Neurol. 2003;2:677–86.PubMed

137.
Carlino E, Benedetti F, Rainero I, Asteggiano G, Cappa G, Tarenzi L, et al. Pain perception and tolerance in patients with frontotemporal dementia. Pain. 2010;151:783–9.PubMed

138.
Benedetti F, Vighetti S, Ricco C, Lagna E, Bergamasco B, Pinessi L, et al. Pain threshold and tolerance in Alzheimer’s disease. Pain. 1999;80:377–82.PubMed

139.
Gibson SJ, Voukelatos X, Ames D, Flicker L, Helme RD. An examination of pain perception and cerebral event-related potentials following carbon dioxide laser stimulation in patients with Alzheimer’s disease and age-matched control volunteers. Pain Res Manag. 2001;6:126–32.PubMed

140.
Jensen-Dahm C, Werner MU, Dahl JB, Jensen TS, Ballegaard M, Hejl A-M, et al. Quantitative sensory testing and pain tolerance in patients with mild to moderate Alzheimer disease compared to healthy control subjects. Pain. 2014;155:1439–45.PubMed

141.
Mansour A, Baria AT, Tetreault P, Vachon-Presseau E, Chang P-C, Huang L, et al. Global disruption of degree rank order: a hallmark of chronic pain. Sci Rep. 2016;6:34853.PubMedPubMedCentral

142.
Mutso AA, Radzicki D, Baliki MN, Huang L, Banisadr G, Centeno MV, et al. Abnormalities in hippocampal functioning with persistent pain. J Neurosci. 2012;32:5747–56.PubMedPubMedCentral

143.
Mutso AA, Petre B, Huang L, Baliki MN, Torbey S, Herrmann KM, et al. Reorganization of hippocampal functional connectivity with transition to chronic back pain. J Neurophysiol. 2014;111:1065–76.PubMed

144.
Apkarian VA, Hashmi JA, Baliki MN. Pain and the brain: specificity and plasticity of the brain in clinical chronic pain. Pain. 2011;152:S49–64.PubMed

145.
Baliki MN, Chialvo DR, Geha PY, Levy RM, Harden RN, Parrish TB, et al. Chronic pain and the emotional brain: specific brain activity associated with spontaneous fluctuations of intensity of chronic back pain. J Neurosci. 2006;26:12165–73.PubMedPubMedCentral

146.
Isnard J, Magnin M, Jung J, Mauguière F, Garcia-Larrea L. Does the insula tell our brain that we are in pain? Pain. 2011;152:946–51.PubMed

147.
Staud R, Robinson ME, Vierck CJ, Price DD. Diffuse noxious inhibitory controls (DNIC) attenuate temporal summation of second pain in normal males but not in normal females or fibromyalgia patients. Pain. 2003;101:167–74.PubMed

148.
Bartley EJ, Fillingim RB. Sex differences in pain: a brief review of clinical and experimental findings. Br J Anaesth. 2013;111:52–8.PubMedPubMedCentral

149.
Ge HY, Madeleine P, Arendt-Nielsen L. Sex differences in temporal characteristics of descending inhibitory control: an evaluation using repeated bilateral experimental induction of muscle pain. Pain. 2004;110:72–8.PubMed

150.
Sarlani E, Greenspan JD. Gender differences in temporal summation of mechanically evoked pain. Pain. 2002;97:163–9.PubMed

151.
Ward K, Ogilvie JW, Singleton MV, Chettier R, Engler G, Nelson LM. Validation of DNA-based prognostic testing to predict spinal curve progression in adolescent idiopathic scoliosis. Spine. 2010;35:E1455–64.PubMed

152.
Cheung KMC, Samartzis D, Karppinen J, Mok FPS, Ho DWH, Fong DYT, et al. Intervertebral disc degeneration: new insights based on “skipped” level disc pathology. Arthritis Rheum. 2010;62:2392–400.PubMed

153.
Mok FPS, Samartzis D, Karppinen J, Luk KDK, Fong DYT, Cheung KMC. ISSLS prize winner: prevalence, determinants, and association of Schmorl nodes of the lumbar spine with disc degeneration: a population-based study of 2449 individuals. Spine. 2010;35:1944–52.PubMed

154.
Joshi AA, Leporé N, Joshi SH, Lee AD, Barysheva M, Stein JL, et al. The contribution of genes to cortical thickness and volume. NeuroReport. 2011;22:101–5.PubMedPubMedCentral

155.
Dick DM. Gene-environment interaction in psychological traits and disorders. Annual review of clinical psychology. Ann Rev Clin Psychol. 2011;7:383–409.

156.
Diatchenko L, Slade GD, Nackley AG, Bhalang K, Sigurdsson A, Belfer I, et al. Genetic basis for individual variations in pain perception and the development of a chronic pain condition. Hum Mol Genet. 2005;14:135–43.PubMed

157.
Diatchenko L, Nackley AG, Slade GD, Bhalang K, Belfer I, Max MB, et al. Catechol-O-methyltransferase gene polymorphisms are associated with multiple pain-evoking stimuli. Pain. 2006;125:216–24.PubMed

158.
Skouen JS, Smith AJ, Warrington NM, O’ Sullivan PB, McKenzie L, Pennell CE, et al. Genetic variation in the beta-2 adrenergic receptor is associated with chronic musculoskeletal complaints in adolescents. Eur J Pain. 2012;16:1232–42.PubMed

159.
Karppinen J, Daavittila I, Noponen N, Haapea M, Taimela S, Vanharanta H, et al. Is the interleukin-6 haplotype a prognostic factor for sciatica? Eur J Pain. 2008;12:1018–25.PubMed

160.
Oertel B, Lötsch J. Genetic mutations that prevent pain: implications for future pain medication. Pharmacogenomics. 2008;9:179–94.PubMed

161.
Yang Y, Wang Y, Li S, Xu Z, Li H, Ma L, et al. Mutations in SCN9A, encoding a sodium channel alpha subunit, in patients with primary erythermalgia. J Med Genet. 2004;41:171–4.PubMedPubMedCentral

162.
Reimann F, Cox JJ, Belfer I, Diatchenko L, Zaykin DV, McHale DP, et al. Pain perception is altered by a nucleotide polymorphism in SCN9A. Proc Natl Acad Sci. 2010;107:5148–53.PubMedPubMedCentral

163.
Tegeder I, Costigan M, Griffin RS, Abele A, Belfer I, Schmidt H, et al. GTP cyclohydrolase and tetrahydrobiopterin regulate pain sensitivity and persistence. Nat Med. 2006;12:1269–77.PubMed

164.
Belfer I, Young EE, Diatchenko L. Letting the gene out of the bottleOPRM1 interactions. Anesthesiology. 2014;121:678–80.PubMed

165.
Hwang IC, Park J-Y, Myung S-K, Ahn HY, Fukuda K-I, Liao Q. OPRM1 A118G gene variant and postoperative opioid requirement: a systematic review and meta-analysis. Anesthesiology. 2014;121:825–34.PubMed

166.
Bond C, LaForge KS, Tian M, Melia D, Zhang S, Borg L, et al. Single-nucleotide polymorphism in the human mu opioid receptor gene alters beta-endorphin binding and activity: possible implications for opiate addiction. Proc Natl Acad Sci U S A. 1998;95:9608–13.PubMedPubMedCentral

167.
Landau R, Liu S-K, Blouin J-L, Carvalho B. The effect of OPRM1 and COMT genotypes on the analgesic response to intravenous fentanyl labor analgesia. Anesth Analg. 2013;116:386–91.PubMed

168.
Kolesnikov Y, Gabovits B, Levin A, Veske A, Qin L, Dai F, et al. Chronic pain after lower abdominal surgery: do catechol-O-methyl transferase/opioid receptor μ-1 polymorphisms contribute? Mol Pain. 2013;9:19.PubMedPubMedCentral

169.
Shabalina SA, Zaykin DV, Gris P, Ogurtsov AY, Gauthier J, Shibata K, et al. Expansion of the human μ-opioid receptor gene architecture: novel functional variants. Hum Mol Genet. 2009;18:1037–51.PubMed

170.
Olsen MB, Jacobsen LM, Schistad EI, Pedersen LM, Rygh LJ, Gjerstad J. Pain intensity the first year after lumbar disc herniation is associated with the A118G polymorphism in the opioid receptor mu 1 gene: evidence of a sex and genotype interaction. J Neurosci. 2012;32:678–80.

171.
Heneweer H, Picavet HSJ, Staes F, Kiers H, Vanhees L. Physical fitness, rather than self-reported physical activities, is more strongly associated with low back pain: evidence from a working population. Eur Spine J. 2012;21:1265–72.PubMed

172.
Plouvier S, Chastang J-F, Cyr D, Bonenfant S, Descatha A, Goldberg M, et al. Occupational biomechanical exposure predicts low back pain in older age among men in the Gazel Cohort. Int Arch Occup Environ Health. 2015;88:501–10.PubMed

173.
Sobti A, Cooper C, Inskip H, Searle S, Coggon D. Occupational physical activity and long-term risk of musculoskeletal symptoms: a national survey of post office pensioners. Am J Ind Med. 1997;32:76–83.PubMed

174.
Traeger AC, Moseley GL, Hübscher M, Lee H, Skinner IW, Nicholas MK, et al. Pain education to prevent chronic low back pain: a study protocol for a randomised controlled trial. BMJ Open. 2014;4:e005505–5.PubMedPubMedCentral

175.
Martin BI, Deyo RA, Mirza SK, Turner JA, Comstock BA, Hollingworth W, et al. Expenditures and health status among adults with back and neck problems. JAMA. 2008;299:656–64.PubMed

176.
Dunn KM, Hestbaek L, Cassidy JD. Low back pain across the life course. Best Pract Res Clin Rheumatol. 2013;27:591–600.PubMed

177.
Reid MC, Williams CS, Concato J, Tinetti ME, Gill TM. Depressive symptoms as a risk factor for disabling back pain in community-dwelling older persons. J Am Geriatr Soc. 2003;51:1710–7.PubMed

178.
Demyttenaere K, Bruffaerts R, Lee S, Posada-Villa J, Kovess V, Angermeyer MC, et al. Mental disorders among persons with chronic back or neck pain: results from the world mental health surveys. Pain. 2007;129:332–42.PubMed

179.
Basler H-D, Luckmann J, Wolf U, Quint S. Fear-avoidance beliefs, physical activity, and disability in elderly individuals with chronic low back pain and healthy controls. Clin J Pain. 2008;24:604–10.PubMed

180.
Camacho-Soto A, Sowa GA, Perera S, Weiner DK. Fear avoidance beliefs predict disability in older adults with chronic low back pain. PM R. 2012;4:493–7.PubMedPubMedCentral

181.
Sions JM, Hicks GE. Fear-avoidance beliefs are associated with disability in older American adults with low back pain. Phys Ther. 2011;91:525–34.PubMedPubMedCentral

182.
Vincent HK, Seay AN, Montero C, Conrad BP, Hurley RW, Vincent KR. Kinesiophobia and fear-avoidance beliefs in overweight older adults with chronic low-back pain: relationship to walking endurance—part II. Am J Phys Med Rehabil. 2013;92:439–45.PubMedPubMedCentral

183.
Kovacs F, Noguera J, Abraira V, Royuela A, Cano A, Gil del Real MT, et al. The influence of psychological factors on low back pain-related disability in community dwelling older persons. Pain Med. 2008;9:871–80.PubMed

184.
Vincent HK, George SZ, Seay AN, Vincent KR, Hurley RW. Resistance exercise, disability, and pain catastrophizing in obese adults with back pain. Med Sci Sports Exerc. 2014;46:1693–701.PubMedPubMedCentral

185.
Ledoux E, Dubois J-D, Descarreaux M. Physical and psychosocial predictors of functional trunk capacity in older adults with and without low back pain. J Manipulative Physiol Ther. 2012;35:338–45.PubMed

186.
Monie AP, Fazey PJ, Singer KP. Low back pain misdiagnosis or missed diagnosis: core principles. Man Ther. 2016;22:68–71.PubMed

187.
Shi Y, Weingarten TN, Mantilla CB, Hooten WM, Warner DO. Smoking and pain pathophysiology and clinical implications. Anesthesiology. 2010;113:977–92.PubMed

188.
Wang D, Nasto LA, Roughley P, Leme AS, Houghton AM, Usas A, et al. Spine degeneration in a murine model of chronic human tobacco smokers. Osteoarthritis Cartilage. 2012;20:896–905.PubMedPubMedCentral

189.
Líndal E, Stefánsson JG. Connection between smoking and back pain—findings from an Icelandic general population study. Scand J Rehabil Med. 1996;28:33–8.PubMed

190.
Glassman SD, Anagnost SC, Parker A, Burke D, Johnson JR, Dimar JR. The effect of cigarette smoking and smoking cessation on spinal fusion. Spine. 2000;25:2608–15.PubMed

191.
Battié MC, Videman T, Gill K, Moneta GB, Nyman R, Kaprio J, et al. 1991 Volvo Award in clinical sciences. Smoking and lumbar intervertebral disc degeneration: an MRI study of identical twins. Spine. 1991;16:1015–21.PubMed

192.
Jordan KP, Thomas E, Peat G, Wilkie R, Croft P. Social risks for disabling pain in older people: a prospective study of individual and area characteristics. Pain. 2008;137:652–61.PubMed

193.
Ben-Shlomo Y, Kuh D. A life course approach to chronic disease epidemiology: conceptual models, empirical challenges and interdisciplinary perspectives. Int J Epidemiol. 2002;31:285–93.PubMed

194.
Rognerud MA, Krüger O, Gjertsen F, Thelle DS. Strong regional links between socio-economic background factors and disability and mortality in Oslo, Norway. Eur J Epidemiol. 1998;14:457–63.PubMed

195.
Ebrahim S, Papacosta O, Wannamethee G, Adamson J. British Regional Heart Study. Social inequalities and disability in older men: prospective findings from the British regional heart study. Soc Sci Med. 2004;59:2109–20.PubMed

196.
Matthews RJ, Smith LK, Hancock RM, Jagger C, Spiers NA. Socioeconomic factors associated with the onset of disability in older age: a longitudinal study of people aged 75 years and over. Soc Sci Med. 2005;61:1567–75.PubMed

197.
Hartvigsen J, Christensen K, Frederiksen H. Back and neck pain exhibit many common features in old age: a population-based study of 4,486 Danish twins 70–102 years of age. Spine. 2004;29:576–80.PubMed

198.
Drake DF, Harkins S, Qutubuddin A. Pain in Parkinson’s disease: pathology to treatment, medication to deep brain stimulation. Neuro Rehabilitation. 2005;20:335–41.PubMed

199.
Mott S, Kenrick M, Dixon M, Bird G. Pain as a sequela of Parkinson disease. Aust Fam Physician. 2004;33:663–4.PubMed

200.
Witjas T, Kaphan E, Azulay JP, Blin O, Ceccaldi M, Pouget J, et al. Nonmotor fluctuations in Parkinson’s disease: frequent and disabling. Neurology. 2002;59:408–13.PubMed

201.
Wong AY, Samartzis D. Low back pain in older adults—the need for specific outcome and psychometric tools. J Pain Research. 2016;9:989–91.

202.
Weiner DK, Peterson BL, Logue P, Keefe FJ. Predictors of pain self-report in nursing home residents. Aging Clin Exp Res. 1998;10:411–20.

203.
Scherder EJ, Bouma A. Visual analogue scales for pain assessment in Alzheimer’s disease. Gerontology. 2000;46:47–53.PubMed

204.
Herr K, Spratt KF, Garand L, Li L. Evaluation of the Iowa Pain Thermometer and other selected pain intensity scales in younger and older adult cohorts using controlled clinical pain: a preliminary study. Pain Med. 2007;8:585–600.PubMedPubMedCentral

205.
Bieri D, Reeve RA, Champion DG, Addicoat L, Ziegler JB. The faces pain scale for the self-assessment of the severity of pain experienced by children: development, initial validation, and preliminary investigation for ratio scale properties. Pain. 1990;41:139–50.PubMed

206.
Herr KA, Mobily PR, Kohout FJ, Wagenaar D. Evaluation of the faces pain scale for use with the elderly. Clin J Pain. 1998;14:29–38.PubMed

207.
Miró J, Huguet A, Nieto R, Paredes S, Baos J. Evaluation of reliability, validity, and preference for a pain intensity scale for use with the elderly. J Pain. 2005;6:727–35.PubMed

208.
Stuppy DJ. The faces pain scale: reliability and validity with mature adults. Appl Nurs Res. 1998;11:84–9.PubMed

209.
Li L, Liu X, Herr K. Postoperative pain intensity assessment: a comparison of four scales in Chinese adults. Pain Med. 2007;8:223–34.PubMed

210.
Ware LJ, Epps CD, Herr K, Packard A. Evaluation of the revised faces pain scale, verbal descriptor scale, numeric rating scale, and Iowa pain thermometer in older minority adults. Pain Manag Nurs. 2006;7:117–25.PubMed

211.
Porter FL, Malhotra KM, Wolf CM, Morris JC, Miller JP, Smith MC. Dementia and response to pain in the elderly. Pain. 1996;68:413–21.PubMed

212.
Kunz M, Scharmann S, Hemmeter U, Schepelmann K, Lautenbacher S. The facial expression of pain in patients with dementia. Pain. 2007;133:221–8.PubMed

213.
Cole LJ, Farrell MJ, Duff EP, Barber JB, Egan GF, Gibson SJ. Pain sensitivity and fMRI pain-related brain activity in Alzheimer’s disease. Brain. 2006;129:2957–65.PubMed

214.
Shega JW, Rudy T, Keefe FJ, Perri LC, Mengin OT, Weiner DK. Validity of pain behaviors in persons with mild to moderate cognitive impairment. J Am Geriatr Soc. 2008;56:1631–7.PubMed

215.
Parmelee PA, Smithy B, Katz IR. Pain complaints and cognitive status among elderly institution residents. J Am Geriatr Soc. 2015;41:517–22.

216.
Won A, Lapane K, Gambassi G, Bernabei R, Mor V, Lipsitz LA. Correlates and management of nonmalignant pain in the nursing home. J Am Geriatr Soc. 1999;47:936–42.PubMed

217.
Herr K. Pain in the older adult: an imperative across all health care settings. Pain Manag Nurs. 2010;11:S1–10.PubMed

218.
Hugo J, Ganguli M. Dementia and cognitive impairment: epidemiology, diagnosis, and treatment. Clin Geriatr Med. 2014;30:421–42.PubMedPubMedCentral

219.
Nasreddine ZS, Phillips NA, Bédirian V, Charbonneau S, Whitehead V, Collin I, et al. The Montreal Cognitive Assessment, MoCA: a brief screening tool for mild cognitive impairment. J Am Geriatr Soc. 2005;53:695–9.PubMed

220.
Borson S, Scanlan JM, Chen P, Ganguli M. The Mini-Cog as a screen for dementia: validation in a population-based sample. J Am Geriatr Soc. 2003;51:1451–4.PubMed

221.
Borson S, Scanlan J, Brush M, Vitaliano P, Dokmak A. The Mini-Cog: a cognitive “vital signs” measure for dementia screening in multi-lingual elderly. Int J Geriatr Psychiatry. 2000;15:1021–7.PubMed

222.
Tariq SH, Tumosa N, Chibnall JT, Perry III MH, Morley JE. Comparison of the Saint Louis University Mental Status Examination and the Mini-Mental State Examination for detecting dementia and mild neurocognitive disorder—a pilot study. Am J Geriatr Psychiatry. 2006;14:900–10.PubMed

223.
Wright R, Malec M, Shega JW, Rodriguez E, Kulas J, Morrow L, et al. Deconstructing chronic low back pain in the older adult-step by step evidence and expert-based recommendations for evaluation and treatment: part XI: dementia. Pain Med. 2016;17:1993–2002.PubMed

224.
Husebo BS, Ballard C, Sandvik R, Nilsen OB, Aarsland D. Efficacy of treating pain to reduce behavioural disturbances in residents of nursing homes with dementia: cluster randomised clinical trial. BMJ. 2011;343:d4065–5.PubMedPubMedCentral

225.
Herr K, Bursch H, Ersek M, Miller LL, Swafford K. Use of pain-behavioral assessment tools in the nursing home: expert consensus recommendations for practice. J Gerontol Nurs. 2012;36:18–29.

226.
Aubin M, Giguère A, Hadjistavropoulos T, Verreault R. The systematic evaluation of instruments designed to assess pain in persons with limited ability to communicate. Pain Res Manag. 2007;12:195–203.PubMedPubMedCentral

227.
Zwakhalen SMG, Hamers JPH, Abu-Saad HH, Berger MPF. Pain in elderly people with severe dementia: a systematic review of behavioural pain assessment tools. BMC Geriatr. 2006;6:3.PubMedPubMedCentral

228.
Warden V, Hurley AC, Volicer L. Development and psychometric evaluation of the Pain Assessment in Advanced Dementia (PAINAD) scale. J Am Med Dir Asso. 2003;4:9–15.

229.
Kunz M, Mylius V, Schepelmann K, Lautenbacher S. Effects of age and mild cognitive impairment on the pain response system. Gerontology. 2009;55:674–82.PubMed

230.
Kunz M, Mylius V, Scharmann S, Schepelman K, Lautenbacher S. Influence of dementia on multiple components of pain. Eur J Pain. 2009;13:317–25.PubMed

231.
Kenny GP, Yardley JE, Martineau L, Jay O. Physical work capacity in older adults: implications for the aging worker. Am J Ind Med. 2008;51:610–25.PubMed

232.
Fitzgerald MD, Tanaka H, Tran ZV, Seals DR. Age-related declines in maximal aerobic capacity in regularly exercising vs. sedentary women: a meta-analysis. J Appl Physiol (1985). 1997;83:160–5.

233.
Morley JE. Sarcopenia in the elderly. Fam Pract. 2012;29:i44–8.PubMed

234.
Patel KV, Phelan EA, Leveille SG, Lamb SE, Missikpode C, Wallace RB, et al. High prevalence of falls, fear of falling, and impaired balance in older adults with pain in the United States: findings from the 2011 National Health and Aging Trends Study. J Am Geriatr Soc. 2014;62:1844–52.PubMedPubMedCentral

235.
Muraki S, Akune T, Oka H, En-Yo Y, Yoshida M, Nakamura K, et al. Prevalence of falls and the association with knee osteoarthritis and lumbar spondylosis as well as knee and lower back pain in Japanese men and women. Arthritis Care Res. 2011;63:1425–31.

236.
Kitayuguchi J, Kamada M, Inoue S, Kamioka H, Abe T, Okada S, et al. Association of low back and knee pain with falls in Japanese community-dwelling older adults: a 3-year prospective cohort study. Geriatr Gerontol Int. 2016. doi:10.​1111/​ggi.​12799 [Epub ahead of print].

237.
Stevens JA, Hasbrouck LM, Durant TM, Dellinger AM, Batabyal PK, Crosby AE, et al. Surveillance for injuries and violence among older adults. MMWR CDC Surveill Summ. 1999;48:27–50.PubMed

238.
Tomita Y, Arima K, Kanagae M, Okabe T, Mizukami S, Nishimura T, et al. Association of physical performance and pain with fear of falling among community-dwelling Japanese women aged 65 years and older. Medicine (Baltimore). 2015;94:e1449.

239.
AGS Panel on Persistent Pain in Older Persons. The management of persistent pain in older persons. J Am Geriatr Soc. 2002;50:S205–24.

240.
Marquardt KA, Alsop JA, Albertson TE. Tramadol exposures reported to statewide poison control system. Ann Pharmacother. 2005;39:1039–44.PubMed

241.
Huang AR, Mallet L, Rochefort CM, Eguale T, Buckeridge DL, Tamblyn R. Medication-related falls in the elderly: causative factors and preventive strategies. Drugs Aging. 2012;29:359–76.PubMed

242.
Field TS, Gurwitz JH, Avorn J, McCormick D, Jain S, Eckler M, et al. Risk factors for adverse drug events among nursing home residents. Arch Intern Med. 2001;161:1629–34.PubMed

243.
Shorr RI, Griffin MR, Daugherty JR, Ray WA. Opioid analgesics and the risk of hip fracture in the elderly—codeine and propoxyphene. J Gerontol. 1992;47:M111–5.PubMed

244.
Allain H, Bentue-Ferrer D, Polard E, Akwa Y, Patat A. Postural instability and consequent falls and hip fractures associated with use of hypnotics in the elderly—a comparative review. Drugs Aging. 2005;22:749–65.PubMed

245.
Coupland C, Dhiman P, Morriss R, Arthur A, Barton G, Hippisley-Cox J. Antidepressant use and risk of adverse outcomes in older people: population based cohort study. BMJ. 2011;343:d4551.PubMedPubMedCentral

246.
Khong TP, de Vries F, Goldenberg JSB, Klungel OH, Robinson NJ, Ibáñez L, et al. Potential impact of benzodiazepine use on the rate of hip fractures in five large European countries and the United States. Calcif Tissue Int. 2012;91:24–31.PubMedPubMedCentral

247.
Beakley BD, Kaye AM, Kaye AD. Tramadol, pharmacology, side effects, and serotonin syndrome: a review. Pain Physician. 2015;18:395–400.PubMed

248.
Tashakori A, Afshari R. Tramadol overdose as a cause of serotonin syndrome: a case series. Clin Toxicol. 2010;48:337–41.

249.
Hall AJ, Logan JE, Toblin RL, Kaplan JA, Kraner JC, Bixler D, et al. Patterns of abuse among unintentional pharmaceutical overdose fatalities. JAMA. 2008;300:2613–20.PubMed

250.
Hasegawa K, Brown DFM, Tsugawa Y, Camargo Jr CA. Epidemiology of emergency department visits for opioid overdose: a population-based study. Mayo Clin Proc. 2014;89:462–71.PubMed

251.
Calcaterra S, Glanz J, Binswanger IA. National trends in pharmaceutical opioid related overdose deaths compared to other substance related overdose deaths: 1999–2009. Drug Alcohol Depend. 2013;131:263–70.PubMedPubMedCentral

252.
Cheatle MD. Depression, chronic pain, and suicide by overdose: on the edge. Pain Med. 2011;12:S43–8.PubMedPubMedCentral

253.
Volkow ND, McLellan AT. Opioid abuse in chronic pain—misconceptions and mitigation strategies. N Engl J Med. 2016;374:1253–63.PubMed

254.
Wheeler E, Jones TS, Gilbert MK, Davidson PJ, Centers for Disease Control and Prevention (CDC). Opioid overdose prevention programs providing naloxone to laypersons—United States, 2014. MMWR Morb Mortal Wkly Rep. 2015;64:631–5.PubMed

255.
Kong LJ, Lauche R, Klose P, Bu JH, Yang XC, Guo CQ, et al. Tai chi for chronic pain conditions: a systematic review and meta-analysis of randomized controlled trials. Sci Rep. 2016;6:25325.PubMedPubMedCentral

256.
Kuss K, Becker A, Quint S, Leonhardt C. Activating therapy modalities in older individuals with chronic non-specific low back pain: a systematic review. Physiotherapy. 2015;101:310–8.PubMed

257.
Leung DP, Chan CK, Tsang HW, Tsang WW, Jones AY. Tai chi as an intervention to improve balance and reduce falls in older adults: a systematic and meta-analytical review. Altern Ther Health Med. 2011;17:40–8.PubMed

258.
Rand D, Miller WC, Yiu J, Eng JJ. Interventions for addressing low balance confidence in older adults: a systematic review and meta-analysis. Age Ageing. 2011;40:297–306.PubMedPubMedCentral

259.
Liu B, Liu Z-H, Zhu H-E, Mo J-C, Cheng D-H. Effects of tai chi on lower-limb myodynamia in the elderly people: a meta-analysis. J Tradit Chin Med. 2011;31:141–6.PubMed

260.
Yan J-H, Gu W-J, Sun J, Zhang W-X, Li B-W, Pan L. Efficacy of Tai Chi on pain, stiffness and function in patients with osteoarthritis: a meta-analysis. PLoS One. 2013;8, e61672.PubMedPubMedCentral

261.
Wang J, Feng B, Yang X, Liu W, Teng F, Li S, et al. Tai chi for essential hypertension. Evid Based Complement Alternat Med. 2013;2013:215254–10.PubMedPubMedCentral

262.
Wayne PM, Walsh JN, Taylor-Piliae RE, Wells RE, Papp KV, Donovan NJ, et al. Effect of tai chi on cognitive performance in older adults: systematic review and meta-analysis. J Am Geriatr Soc. 2014;62:25–39.PubMedPubMedCentral

263.
Chi I, Jordan-Marsh M, Guo M, Xie B, Bai Z. Tai chi and reduction of depressive symptoms for older adults: a meta-analysis of randomized trials. Geriatr Gerontol Int. 2013;13:3–12.PubMed

264.
Gibson JNA, Waddell G. Surgical interventions for lumbar disc prolapse: updated Cochrane Review. Spine. 2007;32:1735–47.PubMed

265.
Gibson JNA, Waddell G. Surgery for degenerative lumbar spondylosis: updated Cochrane Review. Spine. 2005;30:2312–20.PubMed

266.
Smith ZA, Fessler RG. Paradigm changes in spine surgery: evolution of minimally invasive techniques. Nat Rev Neurol. 2012;8:443–50.PubMed

267.
Morlion B. Chronic low back pain: pharmacological, interventional and surgical strategies. Nat Rev Neurol. 2013;9:462–73.PubMed

268.
Deyo RA, Mirza SK, Martin BI, Kreuter W, Goodman DC, Jarvik JG. Trends, major medical complications, and charges associated with surgery for lumbar spinal stenosis in older adults. JAMA. 2010;303:1259–65.PubMedPubMedCentral

269.
Schroeder GD, Kepler CK, Kurd MF, Vaccaro AR, Hsu WK, Patel AA, et al. Rationale for the surgical treatment of lumbar degenerative spondylolisthesis. Spine. 2015;40:E1161–6.PubMed

270.
Försth P, Ólafsson G, Carlsson T, Frost A, Borgström F, Fritzell P, et al. A randomized, controlled trial of fusion surgery for lumbar spinal stenosis. N Engl J Med. 2016;374:1413–23.PubMed

271.
Ghogawala Z, Dziura J, Butler WE, Dai F, Terrin N, Magge SN, et al. Laminectomy plus fusion versus laminectomy alone for lumbar spondylolisthesis. N Engl J Med. 2016;374:1424–34.PubMed

272.
Shapiro GS, Taira G, Boachie-Adjei O. Results of surgical treatment of adult idiopathic scoliosis with low back pain and spinal stenosis: a study of long-term clinical radiographic outcomes. Spine. 2003;28:358–63.PubMed

273.
Simmons ED, Simmons EH. Spinal stenosis with scoliosis. Spine. 1992;17:S117–20.PubMed

274.
Eck KR, Bridwell KH, Ungacta FF, Riew KD, Lapp MA, Lenke LG, et al. Complications and results of long adult deformity fusions down to l4, l5, and the sacrum. Spine. 2001;26:E182–92.PubMed

275.
Glassman SD, Hamill CL, Bridwell KH, Schwab FJ, Dimar JR, Lowe TG. The impact of perioperative complications on clinical outcome in adult deformity surgery. Spine. 2007;32:2764–70.PubMed

276.
Takahashi S, Delécrin J, Passuti N. Surgical treatment of idiopathic scoliosis in adults: an age-related analysis of outcome. Spine. 2002;27:1742–8.PubMed

277.
van Tulder MW, Koes B, Seitsalo S, Malmivaara A. Outcome of invasive treatment modalities on back pain and sciatica: an evidence-based review. Eur Spine J Springer-Verlag. 2006;15 Suppl 1:S82–92.

278.
Zhang H, Xu C, Zhang T, Gao Z, Zhang T. Does percutaneous vertebroplasty or balloon kyphoplasty for osteoporotic vertebral compression fractures increase the incidence of new vertebral fracture? A meta-analysis. Pain Physician. 2017;20:E13–28.PubMed

279.
Evans AJ, Jensen ME, Kip KE, DeNardo AJ, Lawler GJ, Negin GA, et al. Vertebral compression fractures: pain reduction and improvement in functional mobility after percutaneous polymethylmethacrylate vertebroplasty retrospective report of 245 cases. Radiology. 2003;226:366–72.PubMed

280.
Hulme PA, Krebs J, Ferguson SJ, Berlemann U. Vertebroplasty and kyphoplasty: a systematic review of 69 clinical studies. Spine. 2006;31:1983–2001.PubMed

281.
Civelek E, Cansever T, Yilmaz C, Kabatas S, Gülşen S, Aydemir F, et al. The retrospective analysis of the effect of balloon kyphoplasty to the adjacent-segment fracture in 171 patients. J Spinal Disord Tech. 2014;27:98–104.PubMed

282.
Rothermich MA, Buchowski JM, Bumpass DB, Patterson GA. Pulmonary cement embolization after vertebroplasty requiring pulmonary wedge resection. Clin Orthop Relat. 2014;472:1652–7.

283.
Lindsay R, Silverman SL, Cooper C, Hanley DA, Barton I, Broy SB, et al. Risk of new vertebral fracture in the year following a fracture. JAMA. 2001;285:320–3.PubMed

284.
Fakurnejad S, Scheer JK, Lafage V, Smith JS, Deviren V, Hostin R, et al. The likelihood of reaching minimum clinically important difference and substantial clinical benefit at 2 years following a 3-column osteotomy: analysis of 140 patients. J Neurosurg Spine. 2015;23:340–8.PubMed

285.
Ailon T, Scheer JK, Lafage V, Schwab FJ, Klineberg E, Sciubba DM, et al. Adult spinal deformity surgeons are unable to accurately predict postoperative spinal alignment using clinical judgment alone. Spine Deform. 2016;4:323–9.PubMed

286.
Champain S, Benchikh K, Nogier A, Mazel C, De Guise J, Skalli W. Validation of new clinical quantitative analysis software applicable in spine orthopaedic studies. Eur Spine J. 2006;15:982–91.PubMed

287.
Berthonnaud E, Labelle H, Roussouly P, Grimard G, Vaz G, Dimnet J. A variability study of computerized sagittal spinopelvic radiologic measurements of trunk balance. J Spinal Disord Tech. 2005;18:66–71.PubMed

288.
Schwab F, Lafage V, Boyce R, Skalli W, Farcy J-P. Gravity line analysis in adult volunteers: age-related correlation with spinal parameters, pelvic parameters, and foot position. Spine. 2006;31:E959–67.PubMed

289.
Schwab F, Farcy J-P, Bridwell K, Berven S, Glassman S, Harrast J, et al. A clinical impact classification of scoliosis in the adult. Spine. 2006;31:2109–14.PubMed

290.
Lafage V, Schwab F, Patel A, Hawkinson N, Farcy J-P. Pelvic tilt and truncal inclination: two key radiographic parameters in the setting of adults with spinal deformity. Spine. 2009;34:E599–606.PubMed

291.
Lazennec JY, Ramaré S, Arafati N, Laudet CG, Gorin M, Roger B, et al. Sagittal alignment in lumbosacral fusion: relations between radiological parameters and pain. Eur Spine J. 2000;9:47–55.PubMedPubMedCentral

292.
Roussouly P, Pinheiro-Franco JL. Biomechanical analysis of the spino-pelvic organization and adaptation in pathology. Eur Spine J. 2011;20:S609–18.

293.
Zaina F, Tomkins-Lane C, Carragee E, Negrini S. Surgical versus non-surgical treatment for lumbar spinal stenosis. (null), editor. Cochrane Database Syst Rev. 2016;1:CD010264.

294.
Malmivaara A, Slätis P, Heliövaara M, Sainio P, Kinnunen H, Kankare J, et al. Surgical or nonoperative treatment for lumbar spinal stenosis? Spine. 2007;32:1–8.PubMed

295.
Weinstein JN, Tosteson TD, Lurie JD, Tosteson ANA, Blood E, Hanscom B, et al. Surgical versus nonsurgical therapy for lumbar spinal stenosis. N Engl J Med. 2008;358:794–810.PubMedPubMedCentral

296.
Amundsen T, Weber H, Nordal HJ, Magnaes B, Abdelnoor M, Lilleas F. Lumbar spinal stenosis: conservative or surgical management? A prospective 10-year study. Spine. 2000;25:1424–35.PubMed

297.
Brown LL. A double-blind, randomized, prospective study of epidural steroid injection vs. the mild® procedure in patients with symptomatic lumbar spinal stenosis. Pain Practice. 2012;12:333–41.PubMed

298.
Zucherman JF, Hsu KY, Hartjen CA, Mehalic TF, Implicito DA, Martin MJ, et al. A prospective randomized multi-center study for the treatment of lumbar spinal stenosis with the X STOP interspinous implant: 1-year results. Eur Spine J. 2004;13:22–31.PubMed

299.
Kaasalainen S, Akhtar-Danesh N, Hadjistavropoulos T, Zwakhalen S, Verreault R. A comparison between behavioral and verbal report pain assessment tools for use with residents in long term care. Pain Management Nursing. 2013;14:e106–14.PubMed

300.
Lukas A, Barber JB, Johnson P, Gibson SJ. Observer-rated pain assessment instruments improve both the detection of pain and the evaluation of pain intensity in people with dementia. Eur J Pain. 2013;17:1558–68.PubMed

301.
Hadjistavropoulos T, Hunter P, Dever Fitzgerald T. Pain assessment and management in older adults: conceptual issues and clinical challenges. Can Psychol. 2009;50:241–54.

302.
Wong AYL, Kawchuk G, Parent E, Prasad N. Within- and between-day reliability of spinal stiffness measurements obtained using a computer controlled mechanical indenter in individuals with and without low back pain. Man Ther. 2013;18:395–402.PubMed

303.
Wong AYL, Kawchuk GN. The clinical value of assessing lumbar posteroanterior segmental stiffness: a narrative review of manual and instrumented methods. PM R. 2016 [Epub ahead of print].

304.
Kawchuk GN, Edgecombe TL, Wong AYL, Cojocaru A, Prasad N. A non-randomized clinical trial to assess the impact of nonrigid, inelastic corsets on spine function in low back pain participants and asymptomatic controls. Spine J. 2015;15:2222–7.PubMed

305.
Wong AYL, Parent E, Kawchuk G. Reliability of 2 ultrasonic imaging analysis methods in quantifying lumbar multifidus thickness. J Orthop Sports Phys Ther. 2013;43:251–62.PubMed

306.
Samartzis D, Cheung JPY, Rajasekaran S, Kawaguchi Y, Acharya S, Kawakami M, et al. Is lumbar facet joint tropism developmental or secondary to degeneration? An international, large-scale multicenter study by the AOSpine Asia Pacific Research Collaboration Consortium. Scoliosis Spinal Disord. 2016;11:9.PubMedPubMedCentral

307.
Samartzis D, Karppinen J, Cheung JPY, Lotz J. Disk degeneration and low back pain: are they fat-related conditions? Glob Spine J. 2013;03:133–44.

308.
Sadhasivam S, Chidambaran V. Pharmacogenomics of opioids and perioperative pain management. Pharmacogenomics. 2012;13:1719–40.PubMed

309.
Wong AYL, Parent EC, Dhillon SS, Prasad N, Kawchuk GN. Do participants with low back pain who respond to spinal manipulative therapy differ biomechanically from nonresponders, untreated controls or asymptomatic controls? Spine. 2015;40:1329–37.PubMed

310.
Karppinen J, Shen FH, Luk KDK, Andersson GBJ, Cheung KMC, Samartzis D. Management of degenerative disk disease and chronic low back pain. Orthop Clin North Am. 2011;42:513–28.PubMed

311.
van Dijk JFM, Kappen TH, van Wijck AJM, Kalkman CJ, Schuurmans MJ. The diagnostic value of the numeric pain rating scale in older postoperative patients. J Clin Nurs. 2012;21:3018–24.PubMed

312.
Wood BM, Nicholas MK, Blyth F, Asghari A, Gibson S. Assessing pain in older people with persistent pain: the NRS is valid but only provides part of the picture. J Pain. 2010;11:1259–66.PubMed

313.
Lukas A, Niederecker T, Günther I, Mayer B, Nikolaus T. Self- and proxy report for the assessment of pain in patients with and without cognitive impairment. Experiences gained in a geriatric hospital. Z Gerontol Geriatr. 2013;46:214–21.PubMed

314.
Li L, Herr K, Chen P. Postoperative pain assessment with three intensity scales in Chinese elders. J Nurs Scholarsh. 2009;41:241–9.PubMed

315.
Zhou Y, Petpichetchian W, Kitrungrote L. Psychometric properties of pain intensity scales comparing among postoperative adult patients, elderly patients without and with mild cognitive impairment in China. Int J Nurs Stud. 2011;48:449–57.PubMed

316.
Robert G, Le Jeune F, Dondaine T, Drapier S, Péron J, Lozachmeur C, et al. Apathy and impaired emotional facial recognition networks overlap in Parkinson’s disease: a PET study with conjunction analyses. J Neurol Neurosurg Psychiatr. 2014;85:1153–8.PubMed

317.
Jones KR, Vojir CP, Hutt E, Fink R. Determining mild, moderate, and severe pain equivalency across pain-intensity tools in nursing home residents. J Rehabil Res Dev. 2007;44:305–14.PubMed

318.
Pesonen A, Kauppila T, Tarkkila P, Sutela A, Ninisto L, Rosenberg PH. Evaluation of easily applicable pain measurement tools for the assessment of pain in demented patients. Acta Anaesthesiol Scand. 2009;53:657–64.PubMed

319.
Herr KA, Mobily PR. Comparison of selected pain assessment tools for use with the elderly. Appl Nurs Res. 1993;6:39–46.PubMed

320.
Horgas AL, Elliott AF, Marsiske M. Pain assessment in persons with dementia: relationship between self-report and behavioral observation. J Am Geriatr Soc. 2009;57:126–32.PubMed

321.
Pautex S, Michon A, Guedira M, Emond H, Le Lous P, Samaras D, et al. Pain in severe dementia: self-assessment or observational scales? J Am Geriatr Soc. 2006;54:1040–5.PubMed

322.
Feldt KS. The checklist of nonverbal pain indicators (CNPI). Pain Manag Nurs. 2000;1:13–21.PubMed

323.
Ersek M, Herr K, Neradilek MB, Buck HG, Black B. Comparing the psychometric properties of the Checklist of Nonverbal Pain Behaviors (CNPI) and the Pain Assessment in Advanced Dementia (PAIN-AD) instruments. Pain Med. 2010;11:395–404.PubMedPubMedCentral

324.
Lints-Martindale AC, Hadjistavropoulos T, Lix LM, Thorpe L. A comparative investigation of observational pain assessment tools for older adults with dementia. Clin J Pain. 2012;28:226–37.PubMed

325.
Neville C, Ostini R. A psychometric evaluation of three pain rating scales for people with moderate to severe dementia. Pain Manag Nurs. 2014;15:798–806.PubMed

326.
Abbey J, Piller N, De Bellis A, Esterman A. The Abbey pain scale: a 1-minute numerical indicator for people with end-stage dementia. Int J Palliat Nurs. 2004;10:6–13.PubMed

327.
Liu JYW, Briggs M, Closs SJ. The psychometric qualities of four observational pain tools (OPTs) for the assessment of pain in elderly people with osteoarthritic pain. J Pain Symptom Manage. 2010;40:582–98.PubMed

328.
Gregersen M, Melin AS, Nygaard IS, Nielsen CH, Beedholm-Ebsen M. Reliability of the Danish Abbey Pain Scale in severely demented and non-communicative older patients. Int J Palliat Nurs. 2016;22:482–8.PubMed

329.
Hølen JC, Saltvedt I, Fayers PM, Bjørnnes M, Stenseth G, Hval B, et al. The Norwegian Doloplus-2, a tool for behavioural pain assessment: translation and pilot-validation in nursing home patients with cognitive impairment. Palliat Med. 2005;19:411–7.PubMed

330.
Hølen JC, Saltvedt I, Fayers PM, Hjermstad MJ, Loge JH, Kaasa S. Doloplus-2, a valid tool for behavioural pain assessment? BMC Geriatr. 2007;7:29.PubMedPubMedCentral

331.
Snow AL, Weber JB, O’Malley KJ, Cody M, Beck C, Bruera E, et al. NOPPAIN: a nursing assistant-administered pain assessment instrument for use in dementia. Dement Geriatr Cogn Disord. 2004;17:240–6.PubMed

332.
Horgas AL, Nichols AL, Schapson CA, Vietes K. Assessing pain in persons with dementia: relationships among the non-communicative patient’s pain assessment instrument, self-report, and behavioral observations. Pain Manag Nurs. 2007;8:77–85.PubMed

333.
Fuchs-Lacelle S, Hadjistavropoulos T, Lix L. Pain assessment as intervention: a study of older adults with severe dementia. Clin J Pain. 2008;24:697–707.PubMed

334.
Chan S, Hadjistavropoulos T, Williams J, Lints-Martindale A. Evidence-based development and initial validation of the pain assessment checklist for seniors with limited ability to communicate-II (PACSLAC-II). Clin J Pain. 2014;30:816–24.PubMed

335.
Persons APOPPIO. The management of persistent pain in older persons. J Am Geriatr Soc. 2002;50:205–24.

336.
Zwakhalen SMG, Hamers JPH, Berger MPF. The psychometric quality and clinical usefulness of three pain assessment tools for elderly people with dementia. Pain. 2006;126:210–20.PubMed

337.
Fuchs-Lacelle S, Hadjistavropoulos T. Development and preliminary validation of the pain assessment checklist for seniors with limited ability to communicate (PACSLAC). Pain Manag Nurs. 2004;5:37–49.PubMed

338.
Horgas A, Miller L. Pain assessment in people with dementia. AJN. 2008;108:62–70.PubMed

339.
DeWaters T, Faut-Callahan M, McCann JJ, Paice JA, Fogg L, Hollinger-Smith L, et al. Comparison of self-reported pain and the PAINAD scale in hospitalized cognitively impaired and intact older adults after hip fracture surgery. Orthop Nurs. 2008;27:21–8.PubMed

340.
Zwakhalen SMG, van der Steen JT, Najim MD. Which score most likely represents pain on the observational PAINAD pain scale for patients with dementia? J Am Med Dir Asso. 2012;13:384–9.

341.
Leong IY-O, Chong MS, Gibson SJ. The use of a self-reported pain measure, a nurse-reported pain measure and the PAINAD in nursing home residents with moderate and severe dementia: a validation study. Age Ageing. 2006;35:252–6.PubMed

342.
Schuler MS, Becker S, Kaspar R, Nikolaus T, Kruse A, Basler H-D. Psychometric properties of the German “Pain Assessment in Advanced Dementia Scale” (PAINAD-G) in nursing home residents. J Am Med Dir Asso. 2007;8:388–95.

343.
Mosele M, Inelmen EM, Toffanello ED, Girardi A, Coin A, Sergi G, et al. Psychometric properties of the pain assessment in advanced dementia scale compared to self assessment of pain in elderly patients. Dement Geriatr Cogn Disord. 2012;34:38–43.PubMed




OEBPS/sidebar.gif





OEBPS/cc-by.png
() _®





OEBPS/A13013_2017_121_Fig1_HTML.gif
Assessments

- Underreporting of pain
by patients

- Incomprehensive subjective
and objective assessments

- Ignoring surrogate reporting

Non-modifiable Risk Factor3

- Age-related changein
central pain processing

- Dementia (incapable to

‘express pain)

vl - Not using observational

~ Priorworkexposres pain behavior scaleto
Lowincome evaluate nonverbal patients

~ Lowe - Lackof post-treatment

~ Loweducation

Marital status. evaluation

Modifiable Risk Factors Treatments
Psychological distress - Under-dosing of analgesics
(e.g. anxiety or depression) - Not using a standing order
- Moderate or vigorous of analgesics for patients

physicalactivity with chronic low back pain
- Inactvity - “As needed” prescription of
- Smoking analgesics for nonverbal

patients or patients with
cognitive impairment

- Choosingineffective
conservative treatments

- Social environment
- Self-perceived health
Co-morbidity

Falls






OEBPS/contact.gif





