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Summary 
Background & aims 
To date, studies assessing the relationship between sarcopenia and delirium, two of the 
most common geriatric syndromes, are lacking. We sought to explore this association by 
investigating the co-occurrence of these two conditions and the independent association 
between them in a population of hospitalized older adults. 
Methods 
Cross-sectional multicenter analysis of older adults consecutively admitted to 12 acute 
geriatric units (AGUs). Sarcopenia was assessed upon admission by evaluating the 
presence of low skeletal mass index (kg/m2), and either low handgrip strength or 
low walking speed (European Working Group on Sarcopenia in Older People, EWGSOP 
criteria). Skeletal muscle mass was estimated using bioimpedance analysis. Participants 
underwent a comprehensive geriatric assessment upon admission; information concerning 
demographics, cognition (Short Portable Status Mental Questionnaire, SPMSQ) functional 
(Instrumental Activities of Daily Living, IADL and Basic-Activities of Daily Living, BADL), 
and health status (Charlson Index and specific diseases) was evaluated. The presence of 
delirium upon admission was ascertained as an explicit clinical diagnosis recorded by the 
researcher of each centre on the data form. All association estimates were reported 
as Prevalence Ratios (PRs) and 95% confidence intervals (CIs), using a Cox hazard 
proportional regression model with robust variance and constant time. 
Results 
Of the 588 analyzed patients (mean age = 80.9 ± 6.8, 53.2% females), 199 (33.8%) had 
sarcopenia upon admission to the AGU. According to a multivariable Cox regression, 
delirium upon admission (PR 1.66, 95% CI: 1.12–2.45), IADL total score (PR 0.93, 95% 
CI: 0.87–0.98), Body Mass Index values (BMI) ranging from 18.5 to 25.0 (PR 1.70, 95% 
CI: 1.33–2.18), BMI values >18.5 (PR 2.53, 95% CI: 1.81–3.53), previous stroke (PR 1.51, 
95% CI: 1.10–2.07) and chronic heart failure (CHF) (PR 1.31, 95% CI: 1.02–1.68) were 
significantly and independently associated with sarcopenia upon admission to the AGU. 
Conclusion 
The study, carried out in a population of hospitalized older patients, shows that a diagnosis 
of delirium upon admission to the AGU was more frequent in those with sarcopenia than in 
others. Furthermore, the study found that delirium was independently associated with the 
risk of being sarcopenic upon admission to the AGU. Future studies are needed to confirm 
this association.  
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Sarcopenia is a geriatric syndrome, defined as a loss of muscle mass and strength that 
occurs with advancing age [1]. It is an important public health issue in our society: 
indeed, epidemiological research demonstrates that the prevalence of sarcopenia is high 
in community dwelling, nursing home, and hospital-based studies [2], [3], [4], [5]. 
Additionally, because of the continuous aging of the elderly population, the prevalence of 
sarcopenia is expected to increase. Furthermore, because it is associated with an 
increased risk of disability, falls, and all-cause mortality, sarcopenia carries an important 
burden in terms of healthcare expenditure [2], [3], [4], [5], [6], [7]. 
Delirium is another geriatric syndrome that shares some commonalities with sarcopenia. 
Defined as a neuropsychiatric disorder, delirium is characterized by prominent cognitive 
and behavioural abnormalities that are triggered by acute underlying organic causes [8]. 
Like sarcopenia, delirium is relevant from an epidemiological perspective—about one in 
five patients in acute hospital wards currently suffer from this condition [9], [10], and there 
is an expected increase in its global prevalence in the coming decades. Moreover, delirium 
is associated with various negative outcomes, including worsening of functional and 
cognitive status, nursing home placement, and death in the medium to long 
term [9], [11], [12], [13], [14], [15]. 
Several studies have shown that geriatric syndromes tend to co-occur in older people [16], 
complicating the clinical course of hospitalized patients [17]. However, studies assessing a 
potential relationship between sarcopenia and delirium in older people have not been 
carried out so far. 
To fill this gap, the aim of this study was to assess the co-occurrence and the independent 
association between sarcopenia and delirium in a population of older patients upon 
admission to acute hospitals. The demonstration of such a co-occurrence could be 
particularly relevant from a practical perspective, since it may help clinicians identify 
subjects with increased levels of frailty and subjects most at risk for the development of 
adverse health outcomes. 

1. Methods 

This is a cross-sectional study embedded within the framework of the Gruppo di Lavoro 
Italiano Sarcopenia Trattamento E Nutrizione (GLISTEN) study, on behalf of the Italian 
Society of Gerontology and Geriatrics (SIGG). The methodology of the GLISTEN project 
has been described in detail elsewhere [18]. In brief, the study involved twelve Acute 
Geriatric Units (AGUs) in Italy, and it was designed to investigate the prevalence and the 
clinical correlates of sarcopenia in older hospitalized adults, as well as its incidence 
at hospital discharge. All participating centres obtained ethical approval from their 
institutions. 
All patients 70 years of age and above, consecutively admitted to the hospital wards 
between May and July 2014 consenting to participation in this study were enrolled. 
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Informed consent was obtained either from patients or their legal representatives. 
Furthermore, in order to limit the exclusion of patients with cognitive impairment, we 
accepted “deferred” consent from patients who presented with delirium upon admission. 
Deferred consent refers to consent obtained after treatment or intervention has 
commenced and when the patient has regained capacity. A proxy was engaged to give 
deferred consent if the patient did not regain his/her mental capacity after one week. In the 
case that either the patient or the proxy denied consent, the patient was excluded from the 
study [19]. 

1.1. Data collection 
Data were collected from patients and recorded on a standardized form, which was initially 
filled out within the first 24 h following admission and then completed at discharge by 
fellows working in the Geriatrics ward who received specific training to perform this task 
during a 2-day course occurring before the start of this study. 
All eligible patients underwent a comprehensive geriatric assessment (CGA), involving 
the evaluation of demographics and of each patient's cognitive, affective, functional, 
health, and nutritional status. Cognitive status was assessed using the Short Portable 
Mental Status Questionnaire (SPMSQ) [20]and by ascertaining the presence of delirium. 
The SPMSQ is a 10-item test used to investigate the presence and the degree of cognitive 
impairment in the elderly with a series of questions testing orientation, memory function 
related to capacity for self-care, remote memory, and the capacity to perform several 
mental operations. One or two errors indicate normal cognitive status; 3–4 errors indicate 
mild; 5–7 errors indicate moderate; and 8–10 errors indicate severe cognitive 
impairment [19]. The diagnosis of delirium was performed by each researcher immediately 
upon patient admission, in accordance with criteria from the Diagnostic and Statistical 
Manual of Mental Disorders (DSM) 5th edition [8]. Depressive symptoms were evaluated 
using the 15-item Geriatric Depression Scale (GDS) [21]. The 15-item GDS is commonly 
used to assess depressive symptoms in elderly patients: a GDS score between 0 and 5 
denotes the absence of depressive symptoms; scores between 6 and 9 indicate mild 
depressive symptoms; while scores between 10 and 15 denote the presence of moderate 
to severe depressive symptoms [2]. Functional status was assessed with Katz's activity of 
daily living (ADL) index [22] and Lawton's instrumental activities of daily living (IADL) 
scale [23]. The first evaluates the ability to perform six basic ADL: feeding, transferring, 
toileting, dressing, bathing, continence. 1 point is assigned if the subject is able to perform 
the activity independently, and 0 if he or she is unable; thus, the total score can range from 
0 (worst) to 6 (best). Lawton's scale assesses eight tasks providing information about 
functional skills necessary to live independently in the community: i.e. the ability to use the 
telephone, shop, prepare food, handle finances, do housework, take medication, do 
laundry, and travel. Each activity can be scored as either 1 (can perform task 
independently) or 0 (not able to do) [23]. Both the ADL index and Lawton's scale were 
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completed based on interviews with caregivers or with family members concerning the 
patients' functional status two weeks prior to admission. Comorbidity was assessed with 
the Charlson Comorbidity Index, a weighted index that considers a total of 22 conditions 
and assigns each a score from 1 to 6, depending on the associated relative risk of 
mortality [24]. Nutritional status was assessed by determinating the Body mass Index 
(BMI). The BMI was calculated upon hospital admission by measuring the height and 
weight of each patient. If height was not measurable, the estimated knee height was then 
calculated according to a standardized method [25]. Furthermore, we also collected the 
number of falls occurred in the past 12 months and the number and types of medications 
upon admission. 
The researchers used a variety of information sources, such as direct observation, 
interviews with the patients, family, or formal service providers, in addition to the review of 
clinical records, and of the care administered by both medical and nursing staff in order to 
improve the quality of data collection. 

1.2. Sarcopenia 
According to the European Working Group on Sarcopenia in Older People (EWGSOP) 
criteria, sarcopenia is defined as low muscle mass plus either low muscle strength or 
low physical performance [1]. Walking speed was evaluated measuring usual gait speed 
(metres per second) of participants over a 4-m course; low physical performance was 
indicated by a speed of less than or equal to 0.8 m/s [26] and muscle strength was 
assessed by measuring handgrip strength using a hand-held dynamometer (JAMAR hand 
dynamometer Model BK-7498, Fred Sammons Inc., Brookfield, IL) with the patient seated, 
with the wrist in a neutral position, and with the elbow flexed at 90°. Three trials for the 
dominant hand were performed, with a 1-min resting interval between tests, and the best 
result was used for the present analyses. Using cut-off points indicated in the EWGSOP 
consensus, low muscle strength was classified as handgrip strength less than 30 kg and 
20 kg in men and women, respectively [3]. Muscle mass was measured with bioimpedance 
analysis (BIA), using a Quantum/S Bioelectrical Body Composition Analyzer (Akern Srl, 
Florence, Italy). Whole-body BIA measurements were taken between the right wrist and 
ankle with the subject in a supine position. Muscle mass was calculated using the BIA 
equation of Janssen and colleagues [27]: Skeletal muscle mass (kg) = [(height2/BIA 
resistance × 0.401) + (gender × 3.825) + (age x − 0.071)] + 5.102, where height is 
measured in centimetres, BIA resistance is measured in ohms, for gender men = 1 and 
women = 0, and age is measured in years. This BIA equation was previously developed 
and cross validated against magnetic resonance imaging measures of whole-body muscle 
mass. Absolute skeletal muscle mass (kg) was converted to skeletal muscle index after 
standardization by metres squared (kg/m2). Using the cut-off points indicated in the 
EWGSOP consensus, low muscle mass was classified as a skeletal muscle index of less 
than 8.87 and 6.42 kg/m2 in men and women, respectively.  

https://www.sciencedirect.com/topics/nursing-and-health-professions/comorbidity
https://www.sciencedirect.com/topics/nursing-and-health-professions/charlson-comorbidity-index
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib24
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib25
https://www.sciencedirect.com/topics/nursing-and-health-professions/information-processing
https://www.sciencedirect.com/topics/medicine-and-dentistry/physical-performance
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib1
https://www.sciencedirect.com/topics/nursing-and-health-professions/walking-speed
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib26
https://www.sciencedirect.com/topics/nursing-and-health-professions/grip-strength
https://www.sciencedirect.com/topics/nursing-and-health-professions/dynamometer
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib3
https://www.sciencedirect.com/topics/medicine-and-dentistry/supine-position
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib27
https://www.sciencedirect.com/topics/medicine-and-dentistry/skeletal-muscle
https://www.sciencedirect.com/topics/nursing-and-health-professions/nuclear-magnetic-resonance-imaging


5 
 

1.3. Statistical analysis 
Continuous variables were expressed as means ± standard deviation and categorical data 
as proportions. The Student's t test and the chi-square testwere used to compare clinical 
characteristics between patients with or without sarcopenia on admission. We also used 
the Satterthwaite correction for the degrees of freedom of t-test where appropriate. We 
adopted a Cox proportional hazards regression model with Breslow's modification by using 
a constant time and robust variance estimates proposed by Lin [28] because the logistic 
regression models can lead to poor estimates of the effect of covariates on prevalence 
ratios when data are from cross-sectional studies and the outcome is not rare [29], [30]. All 
variables with p < 0.10 were eligible for multivariate Cox proportional regressions. Three 
different models were created: model 1, including delirium as the only risk factor; model 2, 
including delirium and socio-demographic covariates in addition to delirium; and model 3 
including delirium and all socio-demographic and clinical covariates. All models were 
adjusted for the different settings of hospital admission. The association estimates were 
reported as Prevalence Ratios (PRs) and 95% confidence intervals (CIs). 
Additionally, we conducted three other analyses to verify the robustness of our findings. 
The first analysis was run to assess whether a different method to evaluate delirium, 
potentially more effective at capturing a broader proportion of patients with this condition, 
was able to confirm our findings. Indeed, not all the centres participating in this study used 
a screening tool to fulfill the DSM-5criteria for the diagnosis of delirium. This is important 
because a lack of delirium screening tools is associated with a high risk of under-
recognition of delirium, as shown by several studies [31], [32]. Without the support of such 
tools, a risk of misdiagnosis is elevated; a misinterpretation of DSM items may occur as 
well. Accordingly, we decided to provide an additional analysis to control for a possible 
delirium misdetection among centres. To do this, we used an approach (i.e., a 
classification of delirium using the SPSMQ item combination) that, though not specific for 
the diagnosis of delirium, certainly does not depend upon the rater's expertise. We defined 
“probable delirium” as a condition in which the patient had either delirium defined on a 
clinical basis or as a cognitive disorder. The responses to items 1, 2, and 3 were used as a 
measure of spatial/temporal disorientation; the responses to items 5, 6, and 9 as a 
measure of personal disorientation; the responses to items 4/4a, 7, and 8 as a measure 
of episodic memory deficit; and the response to item 10 as a measure of inattention. Errors 
in response to each item were used to define and establish the presence of corresponding 
deficits. Since delirium is an acute neuropsychiatric condition characterized by disordered 
attention, awareness, along with other cognitive deficits (including spatial and temporal 
orientation and episodic memory) [8], we think that our approach is appropriate for the 
scope of this study. 
The second analysis was conducted to evaluate the extent to which the choice of the Cox 
regression model as a statistical method may have influenced the final model estimates. 
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We applied the approach proposed by Wilcosky and implemented by Bastos et al. [33]; 
accordingly, we used the marginal method because the obtained estimates were internally 
adjusted measures. The third analysis was conducted to evaluate the impact of missing 
values on our estimates, considering the sample of patients for whom a measurement of 
sarcopenia was available. We used a multiple imputation approach for missing data, by 
creating 1000 copies of the original dataset, with the missing values replaced by imputed 
values, sampled from their predictive distribution based on the observed data. Then, we 
fitted the Cox model to each of the imputed datasets, and we estimated their associations 
after taking into account the variability introduced by the imputation of the missing values. 
As a result, an overall estimated association was finally obtained [34]. 
The analyses were performed using SAS version 9.4 (SAS Institute, Inc., Cary, NC) and R 
Statistical Software (Foundation for Statistical Computing, Vienna, Austria). All 
calculated p-values were two-tailed, with values less than 0.05 considered statistically 
significant. 

2. Results 

Among the 655 patients consecutively admitted to the participating wards during the study 
period and assessed for the presence of sarcopenia on admission, 67 had incomplete 
data, leaving a final sample of 588 participants. 
Of these, 199 (33.8%) had sarcopenia upon admission to the AGUs. The characteristics of 
the participants (mean age 80.9 ± 6.8, 53.2% females) are shown in Table 1, according to 
the presence of sarcopenia upon admission. In comparison to non-sarcopenic participants, 
those with sarcopenia were significantly older (83.0 ± 6.9 vs. 79.7 ± 6.5 years, p < 0.0001), 
more frequently unmarried (13.0% vs. 5.7%, p = 0.008), and malnourished, as suggested 
by significantly lower BMI values (p < 0.0001). They more frequently had a previous 
diagnosis of stroke (15.6% vs. 10.0 %, p = 0.0492) and less frequently a diagnosis 
of diabetes (23.6% vs. 32.9%, p = 0.0198). Moreover, in comparison to their counterparts, 
sarcopenic participants were more impaired in both the ADL Index (4.1 + 2.2 vs. 
4.8 + 1.7, p < 0.0002) and the IADL total score (3.7 + 2.8 vs. 4.7 + 2.5, p < 0.0001). 
Sarcopenic participants also had more severe cognitive impairment (SPMSQ total 
score = 3.1 ± 2.7 vs. 2.49 ± 2.4, p = 0.0009) and a higher prevalence of delirium upon 
admission (7.0% vs. 2.3%, p = 0.005). There was no significant difference with regards to 
the Charlson index score, sources of admission (more than 90% came from home in both 
groups), history of falls occurring in the year prior to AGU admission, and presence 
of chronic heart failure (CHF); length of hospital stay was also comparable between the 
two groups.  

https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib33
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Table 1. Participant characteristics by diagnosis of sarcopenia on admission. 

Characteristics Sarcopenia (n = 199) No sarcopenia (n = 389) p-Value 

Age (years), n (%) 

 <80 61 (30.65) 198 (50.90) <0.0001 

 80–85 58 (29.15) 107 (27.51) 

 >85 80 (40.20) 84 (21.59) 

Female gender, n (%) 102 (51.26%) 211 (54.24%) 0.4924 

Marital status, n (%) 

 Unmarried 26 (13.07) 22 (5.66) 0.0080 

 Married 90 (45.23) 216 (55.53) 

 Widowed 78 (39.20) 142 (36.50) 

 Divorced 5 (2.51) 9 (2.31) 

Sources of admission, n (%) 

 Home 182 (91.5) 363 (93.3) 0.4126 

Health and nutritional status 

 Body mass index (kg/m2) 

 <18.5 15 (7.54) 7 (1.80) <0.0001 

 18.5–25 106 (53.27) 130 (33.42) 

 ≥25 78 (39.20) 252 (64.78) 

Charlson Comorbidity index (mean ± SD) 3.32 (2.25) 3.31 (2.38) 0.9486 

 Previous stroke, n (%) 31 (15.58) 39 (10.03) 0.0492 

 Previous CHF, n (%) 42 (21.11) 58 (14.91) 0.0585 

 Diabetes, n (%) 47 (23.62) 128 (32.90) 0.0198 

Functional and cognitive status 

 IADL total score (mean ± SD) 3.71 (2.79) 4.74 (2.56) <0.0001 

 ADL total score (mean ± SD) 4.10 (2.22) 4.78 (1.74) 0.0002a 

 SPMSQ (mean ± SD) 3.12 (2.74) 2.40 (2.36) 0.0016a 

Formal diagnosis of delirium on admission,b 
n (%) 

14 (7.04) 9 (2.31) 0.0052 

History of falls, n (%) 58 (29.15) 108 (27.76) 0.7246 

Length of hospital stay, days (mean ± SD) 9.80 (6.13) 10.27 (9.26) 0.4323a 

CHF = chronic heart failure; ADL: activities of daily living. IADL: instrumental activities of daily living; 
SPMSQ: short portable status mental questionnaire, GDS = geriatric depression scale; p-value = 
significance on t-test or chi-square test for categorical variables. 

aSatterthwaite correction. 
bIncluded the diagnosis of delirium as recorded by the researcher of each centre on the data form.  
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In Appendix B, the characteristics of our participants according to the diagnosis of delirium 
are reported. 
The multivariable Cox regression model estimates (PRs of sarcopenia on AGU admission) 
are shown in Table 2. All models showed an important effect on delirium. In particular, 
after adjusting for both clinical and socio-demographic covariates (model 3), factors 
independently associated with the presence of sarcopenia were delirium on admission (PR 
1.66, 95% CI: 1.12–2.45), IADL total score (PR 0.93, 95% CI: 0.87–0.98), BMI values 
ranging from 18.5 to 25.0 (PR 1.70, 95% CI: 1.33–2.18), BMI values <18.5 (PR 2.53, 95% 
CI: 1.81–3.53), previous stroke (PR 1.51, 95% CI: 1.10–2.07) and CHF (PR 1.31, 95% CI: 
1.02-1.68). 
 

Table 2. Adjusted Cox regression model estimates of the Prevalence Ratios of sarcopeniaon admission to 
acute geriatric wards. 

 Model 1 Model 2 Model 3 

PR p PR p PR p 

Delirium on admission (yes/no) 1.76 0.0031 1.78 0.0020 1.66 0.0114 

Age, years 

 ≤80 – – 0.57 0.0003 0.76 0.0634 

 80-85 – – 0.84 0.2581 0.96 0.8122 

 >85 – – 1  1 (Ref.) 

Marital status 

 Unmarried – – 1.30 0.5069 1.23 0.5825 

 Married – – 0.84 0.6267 0.81 0.5301 

 Widowed – – 0.87 0.7020 0.88 0.6959 

 Divorced – – 1 (Ref.) 1 (Ref.) 

ADL total score – – – – 0.98 0.5754 

IADL total score – – – – 0.93 0.0060 

SPMSQ, total score – – – – 0.95 0.0640 

Body mass index 

 <18.5 – – – – 2.53 <0.0001 

 18.5-25 – – – – 1.70 <0.0001 

 ≥25 – – – – 1 (Ref.) 

Previous stroke – – – – 1.51 0.0098 

Chronic heart failure – – – – 1.31 0.0371 

Diabetes – – – – 0.93 0.6228 

PR: prevalence ratio. 95% CI: 95% confidence interval. p: p-value. The prevalence ratios are adjusted for the 
hospital centres of admission. ADL: activities of daily living. IADL: instrumental activities of daily living; 
SPMSQ: short portable status mental questionnaire. 
Significant values are reported in bold.  

https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#appsec2
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The results of the analyses conducted to check the robustness of our findings are as 
follows: there were 152 participants (25.8%) who met the criteria for the diagnosis of 
“probable delirium”. Of these, 74 (37.2%) had sarcopenia while 78 (20.0%) did not. In the 
fully adjusted Cox regression, using “probable delirium” as an independent variable, the 
PR of sarcopenia was 1.48 (p = 0.001), a modest change from the model using the 
clinically based diagnosis of delirium. 
Regarding the analysis based on the Wilcosky marginal approach, we did not find 
substantial changes in comparison to the original Cox regression. In particular, the PR 
(95% CI) estimates were 1.73 (1.21–2.47) for delirium, 0.94 (0.90–0.98) for the IADL total 
score, 2.82 (2.40–3.31) for BMI values <18.5, 1.64 (1.30–2.07) for BMI values 18.5–25, 
and 1.40 (1.08–1.83) for stroke. Only CHF failed to show a statistically significant 
association estimate. 

Finally, in the multiple imputation analysis, none of the significant estimates (point 
estimates of PR and relative p-value of model 3) substantially changed. 

3. Discussion 

This multicentre observational study, conducted in a population of older patients 
consecutively admitted to twelve Italian AGUs, shows that delirium was significantly more 
frequent in patients with sarcopenia than in those without. The association between 
sarcopenia and delirium remained significant even after adjusting for important clinical and 
functional covariates. The study also showed that other four variables (i.e., IADL 
impairment, BMI values <25, previous strokeand previous CHF) were independently 
associated with sarcopenia upon admission to the AGU. 
The association between delirium and sarcopenia is a novel finding in the literature. 
Despite the fact that geriatric syndromes frequently co-exist in hospitalized older 
people [11], [17] and that they may share risk factors and 
pathophysiological mediators [35], [36], studies focussing on a potentialassociation 
between delirium and sarcopenia, among two of the most common geriatric syndromes in 
hospitalized patients, are lacking so far. Our study therefore contributes valuable 
knowledge to this field. Since sarcopenia may be considered a marker of and possibly 
even a biological substrate for frailty [37], it can be hypothesized that sarcopenic patients 
are at increased risk of developing delirium because they are frailer than non-sarcopenic 
ones. Elevated concentrations of inflammatory markers in blood serum have been found in 
sarcopenic patients [38], as well as in the serum and in the cerebrospinal fluid of delirious 
patients [39], [40], [41], [42], suggesting that abnormal inflammatory responses might 
mediate the co-existence of both delirium and sarcopenia. It could even be postulated that 
inflammatory stimulation of sarcopenic patients [43] may lead to activation of 
brain microgliaand the overproduction of proinflammatory cytokines and inflammatory 
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https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib38
https://www.sciencedirect.com/topics/medicine-and-dentistry/cerebrospinal-fluid
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib39
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib40
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modulators, leading to neurocognitive changes characteristic of delirium [40]. However, 
whether sarcopenia comes before or after brain neuroinflammation is yet to be clarified. 
In previous studies, sarcopenia has also been found to be strongly associated with IADL 
impairment [6], [44]. For example, in a prospective study of 478 non-disabled community-
dwelling older individuals, sarcopenia was significantly associated with IADL disability at 
the 4-year follow-up, after controlling for several covariates [45]. The relationship between 
sarcopenia and IADL is interesting to note because IADL dependence reflects an 
impairment in cognitive status and/or dementia. Indeed, there is evidence that specific 
IADL items (namely “shopping” and “telephone use”) [45] and total IADL score [46]can be 
used as screening questions and/or proxies for cognitive impairment by clinicians 
assessing an older individual. The finding that delirium and IADL impairment in our 
population were both independently associated with the risk of being sarcopenic indirectly 
supports this view, since dementia and delirium are pathophysiologically linked in a 
reciprocal manner, i.e., dementia is a risk factor for delirium [9] and delirium is a risk factor 
for worsening dementia [14]. The relationship between sarcopenia and cognitive 
impairment in community-dwelling individuals is controversial, with some studies finding a 
positive association [47], [48] and with others not [49]. To date, only one study has been 
conducted on this topic in hospitalized patients, and it found that cognitive impairment was 
associated with a diagnosis of definitive and possible sarcopenia, independent of other 
covariates [50]. However, a limit of that study was that the authors did not evaluate 
cognitive impairment using a single definitive method, so its evaluation was dependent on 
the accuracy of clinical hospital records and caregivers' reports [49]. To address this issue 
in our study, we conducted a sensitivity analysis to evaluate the impact of dementia on our 
association estimates, including only those patients without dementia (n = 520), and, 
consistently, we found a significant association (PR = 2.05; p-value = 0.0303). 
The role of BMI as marker of malnutrition is well-known [51], as well as its association with 
sarcopenia in elderly people [2], [52]. It is therefore not surprising that low BMI values, 
especially below 18.5 kg/m2, predicted the risk of being sarcopenic in our sample. 
However, this finding clearly suggests that the combined assessment of sarcopenia and 
nutritional status are key in the evaluation and management of geriatric inpatients, and it 
provides further support to the hypothesized existence of a “malnutrition-sarcopenia 
syndrome” [53]. Similarly, the association of sarcopenia with both stroke and CHF is 
consistent with previous studies in community-dwelling individuals and hospitalized 
patients [54], [55], [56]. A stroke-specific sarcopenia has been recently described [54]. Its 
underlying pathophysiological mechanisms are probably multifactorial, including the 
alterations of structural and functional muscle capacity, neurovegetative control, systemic 
and local metabolic imbalance, feeding difficulties, and inflammation [54]. In CHF, the 
mechanisms leading to sarcopenia may include a generalized metabolic myopathy, 
developing early in the course of the disease, with replacement of muscle tissueby non-
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functional tissue [56]. These skeletal muscle metabolic abnormalities may be more 
relevant in explaining major CHF symptoms such as fatigue, exercise limitation, 
and dyspnoea than central haemodynamic parameters. 
There are some theoretical and practical implications of the present study. Firstly, patients 
with delirium upon hospital admission could be regarded as potential candidates for 
subsequent sarcopenia assessment. Such an assessment could be obtained once 
delirium has resolved, if not possible immediately upon admission. Indeed, it might be 
possible that patients with both delirium and sarcopenia may have different health 
trajectories, in terms of clinical outcomes, than those with none or only one. Second, the 
finding that another four variables (i.e., IADL impairment, low BMI scores, history of 
stroke/TIA and history of CHF), in addition to delirium, were independently associated with 
a diagnosis of sarcopenia upon hospital admission suggests that these four variables may 
aid physicians in targeting a population for sarcopenia assessment in an acute hospital. 
Previous studies have proposed screening tools to diagnose sarcopenia and obviate the 
need for the measurement of muscle mass [57], [58]. However, these methods have been 
created and validated only for patients in primary care, and may therefore overestimate 
the prevalence of sarcopenia in hospitalized patients. 
The current study has several notable strengths. First, to our knowledge, this is the first 
study to evaluate delirium as a factor associated with the risk of being sarcopenic upon 
hospital admission. Second, this is a large multicenter prospective cohort study involving 
twelve acute geriatric hospital units. Based on the results of previous studies in Italy and 
other European countries [2], [52], [59], we believe that our findings should be at least 
considered when treating all the hospitalized patients of our continent. Third, we used a 
validated method to diagnose sarcopenia, and we performed an accurate geriatric 
assessment on all eligible patients. Fourth, we evaluated the strength of our findings by 
considering three different possibilities: the possibility that the clinical diagnosis of delirium 
may have underestimated the true prevalence; the possibility that the PRs may have been 
influenced by the statistical method used; and the possibility that missing values may have 
biased the final results. As a result, we achieved consistent findings concerning the effect 
of delirium in all models. 
A limitation of this study is the lack of an inter-rater reliability measure in performing CGA 
among researchers. Indeed, while we are confident that the assessment used to evaluate 
sarcopenia was performed in a similar way on every patient, we cannot exclude that some 
CGA tools may have been administered by researchers with different degrees of sensitivity 
and expertise, potentially altering some results. However, in the multivariable Cox 
regression, we controlled for the variability among centres. Another important limitation is 
the method used to detect delirium in our population. Ideally, formal delirium testing should 
have been performed using screening tools (such as Confusion Assessment 
Method [60] or the 4AT [61]) to fulfill the DSM-5th edition criteria [8]. This was not the case 
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in our study, with the exception of a few centres, which may explain the lower delirium 
prevalence in comparison to previous studies [9]. However, it should also be considered 
that many patients, due to delirium, were excluded from the study upon admission 
because they were unable to give informed consent or to perform functions comprising the 
evaluation for sarcopenia. Accordingly, we can hypothesize that many delirious patients 
did not meet such criteria, since delirium is frequent among critical 
patients [10], [15], [62], [63]. Furthermore, we also assessed the prevalence of delirium 
using another sensitive approach, leading to results which are consistent with the other 
analyses. However, future studies may confirm this association using standardized 
methods to diagnose delirium. A third limitation is that we did not assess psychomotor 
subtypes nor the severity or the duration of delirium. Accordingly, we can only speculate 
that most delirium cases were of mild severity and lasted no more than a few days after 
AGU admission. 

4. Conclusions 

The results of this prospective multicentre study show that delirium and other four 
variables (i.e., IADL impairment, BMI values <25, previous stroke and previous CHF) are 
all independently associated with the risk of being sarcopenic upon admission to hospital 
wards. Since this is the first study showing such an association (i.e., between delirium and 
sarcopenia), future research is needed to confirm our data. It can be hypothesized 
that sarcopeniamay precede delirium, suggesting that sarcopenia should be assessed 
systematically in older patients in order to identify those at risk of developing delirium. 
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http://dx.doi.org/10.1016/j.clnu. 2017.08.027 
  

https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib9
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib10
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib15
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib62
https://www.sciencedirect.com/science/article/pii/S0261561417303102?via%3Dihub#bib63
https://www.sciencedirect.com/topics/nursing-and-health-professions/delirium
https://www.sciencedirect.com/topics/nursing-and-health-professions/cerebrovascular-accident
https://www.sciencedirect.com/topics/nursing-and-health-professions/sarcopenia


13 
 

References 

[1] Cruz-Jentoft AJ, Baeyens JP, Bauer JM, Boirie Y, Cederholm T, Landi F, et al. Sarcopenia: 
European consensus on definition and diagnosis: Report of the European Working Group on 
Sarcopenia in Older People. Age Ageing 2010;39: 412e23.  

[2] Volpato S, Bianchi L, Cherubini A, Landi F, Maggio M, Savino E, et al. Prevalence and clinical 
correlates of sarcopenia in community-dwelling older people: application of the EWGSOP 
definition and diagnostic algorithm. J Gerontol A Biol Sci Med Sci 2014;69:438e46.  

[3] Cerri AP, Bellelli G, Mazzone A, Pittella F, Landi F, Zambon A, et al. Sarcopenia and 
malnutrition in acutely ill hospitalized elderly: prevalence and outcomes. Clin Nutr 
2015;34:745e51.  

[4] Vetrano DL, Landi F, Volpato S, Corsonello A, Meloni E, Bernabei R, et al. Association of 
sarcopenia with short- and long-term mortality in older adults admitted to acute care wards: 
results from the CRIME study. J Gerontol A Biol Sci Med Sci 2014;69:1154e61.  

[5] Landi F, Liperoti R, Russo A, Giovannini S, Tosato M, Capoluongo E, et al. Sarcopenia as a 
risk factor for falls in elderly individuals: results from the ilSIRENTE study. Clin Nutr 
2012;31:652e8.  

[6] Tanimoto Y, Watanabe M, Sun W, Sugiura Y, Hayashida I, Kusabiraki T, et al. Association 
between muscle mass and disability in performing instrumental activities of daily living 
(IADL) in community-dwelling elderly in Japan. Arch Gerontol Geriatr 2012;54:e230e3.  

[7] Bianchi L, Ferrucci L, Cherubini A, Maggio M, Bandinelli S, Savino E, et al. The predictive 
value of the EWGSOP definition of sarcopenia: results from the InCHIANTI study. J Gerontol 
A Biol Sci Med Sci 2016;71:259e64.  

[8] American Psychiatric Association. Diagnostic and statistical manual of mental disorders. 5th ed. 
Arlington, VA: American Psychiatric Association; 2013.  

[9] Inouye SK, Westendorp RG, Saczynski JS. Delirium in elderly people. Lancet 
2014;383:911e22.  

[10] Bellelli G, Morandi A, Di Santo SG, Mazzone A, Cherubini A, Mossello E, et al. “Delirium 
Day”: a nationwide point prevalence study of delirium in older hospitalized patients using an 
easy standardized diagnostic tool. BMC Med 2016;14:106. http://dx.doi.org/10.1186/s12916-
016-0649-8.  

[11] Bellelli G, Mazzola P, Morandi A, Bruni A, Carnevali L, Corsi M, et al. Duration of 
postoperative delirium is an independent predictor of 6-month mortality in older adults after 
hip fracture. J Am Geriatr Soc 2014;62:1335e40.  

[12] Morandi A, Davis D, Fick F, Turco R, Boustani M, Lucchi E, et al. Delirium superimposed on 
dementia strongly predicts worse outcomes in older rehabilitation inpatients. J Am Med Dir 
Assoc 2014;15:349e54.  

http://dx.doi.org/10.1186/s12916-016-0649-8
http://dx.doi.org/10.1186/s12916-016-0649-8


14 
 

[13] Witlox J, Eurelings LS, de Jonghe JF, Kalisvaart KJ, Eikelenboom P, van Gool WA. Delirium 
in elderly patients and the risk of postdischarge mortality, institutionalization, and dementia: a 
meta-analysis. JAMA 2010;304:443e51. 

[14] Davis DH, Muniz Terrera G, Keage H, Stephan BC, Fleming J, Ince PG, et al. Delirium is a 
strong risk factor for dementia in the oldest-old: a populationbased cohort study. Brain 
2012;135:2809e16.  

[15] Guerini F, Frisoni G, Morghen S, Speciale S, Bellelli G, Trabucchi M. Clinical instability as a 
predictor of negative outcomes among elderly patients admitted to a rehabilitation ward. J Am 
Med Dir Assoc 2010;11:443e8.  

[16] Kane RL, Shamliyan T, Talley K, Pacala J. The association between geriatric syndromes and 
survival. J Am Geriatr Soc 2012;60:896e904.  

[17] Lakhan P, Jones M, Wilson A, Courtney M, Hirdes J, Gray LC. A prospective cohort study of 
geriatric syndromes among older medical patients admitted to acute care hospitals. J Am 
Geriatr Soc 2011;59:2001e8.  

[18] Bianchi L, Abete P, Bellelli G, Bo M, Cherubini A, Corica F, et al. Prevalence and clinical 
correlates of sarcopenia, identified according to the EWGSOP definition and diagnostic 
algorithm, in hospitalized older people: the Glisten study. J Gerontol A Biol Sci Med Sci 2017. 
http://dx.doi.org/10.1093/gerona/glw343.  

[19] Sweet L, Adamis D, Meagher DJ, Davis D, Currow DC, Bush SH, et al. Ethical challenges and 
solutions regarding delirium studies in palliative care. J Pain Symptom Manage 
2014;48:259e71. 

[20] Pfeiffer E. A short portable mental status questionnaire for the assessment of organic brain 
deficit in elderly patients. J Am Geriatr Soc 1975;23:433e41.  

[21] Yesavage JA, Brink TL, Rose TL, Lum O, Huang V, Adey M, et al. Development and 
validation of a geriatric depression screening scale: a preliminary report. J Psychiatr Res 
1982;17:37e49.  

[22] Katz S, Downs TD, Cash HR, Grotz RC. Progress in development of the index of ADL. 
Gerontologist 1970;10:20e30.  

[23] Lawton MP, Brody EM. Assessment of older people: self-maintaining and instrumental 
activities of daily living. Gerontologist 1969;9:179e86.  

[24] Charlson M, Pompei P, Ales KL, Mackenzie CR. A new method of classifying prognostic co-
morbidity in longitudinal studies: development and validation. J Chronic Dis 1987;40:373e83.  

[25] Hickson M, Frost G. A comparison of three methods for estimating height in the acutely ill 
elderly population. J Hum Nutr Diet 2003 Feb;16(1):13e20.  

[26] Lauretani F, Russo CR, Bandinelli S, Bartali B, Cavazzini C, Di Iorio A, et al. Ageassociated 
changes in skeletal muscles and their effect on mobility: an operational diagnosis of 
sarcopenia. J Appl Physiol (1985) 2003;95:1851e60.  

http://dx.doi.org/10.1093/gerona/glw343


15 
 

[27] Janssen I, Baumgartner RN, Ross R, Rosenberg IH, Roubenoff R. Skeletal muscle cutpoints 
associated with elevated physical disability risk in older men and women. Am J Epidemiol 
2004;159:413e21.  

[28] Lin D, Wei L. The robust inference for the Cox proportional hazards model. J Am Stat Assoc 
1989;84:1074e8. 

[29] Coutinho LM, Scazufca M, Menezes PR. Methods for estimating prevalence ratios in cross-
sectional studies. Rev Saude Publica 2008;42:992e8.  

[30] Barros AJ, Hirakata VN. Alternatives for logistic regression in cross-sectional studies: an 
empirical comparison of models that directly estimate the prevalence ratio. BMC Med Res 
Methodol 2003;3:21.  

[31] Bellelli G, Nobili A, Annoni G, Morandi A, Djade CD, Meagher DJ, et al. Underdetection of 
delirium and impact of neurocognitive deficits on in-hospital mortality among acute geriatric 
and medical wards. Eur J Internal Med 2015;26:696e704.  

[32] Collins N, Blanchard MR, Tookman A, Sampson EL. Detection of delirium in the acute 
hospital. Age Ageing 2010;39:131e5.  

[33] Bastos LS, Oliveira RdeV, Velasque Lde S. Obtaining adjusted prevalence ratios from logistic 
regression models in cross-sectional studies. Cad Saude Publica 2015;31:487e95.  

[34] Sterne JA, White IR, Carlin JB, Spratt M, Royston P, Kenward MG, et al. Multiple imputation 
for missing data in epidemiological and clinical research: potential and pitfalls. BMJ 
2009;338:b2393.  

[35] Inouye SK, Studenski S, Tinetti ME, Kuchel GA. Geriatric syndromes: clinical, research, and 
policy implications of a core geriatric concept. J Am Geriatr Soc 2007;55:780e91.  

[36] Tinetti ME, Inouye SK, Gill TM, Doucette JT. Shared risk factors for falls, incontinence, and 
functional dependence. Unifying the approach to geriatric syndromes. JAMA 
1995;273:1348e53. 

[37] Marzetti E, Calvani R, Cesari M, Tosato M, Cherubini A, Di Bari M, et al. Operationalization 
of the physical frailty & sarcopenia syndrome: rationale and clinical implementation. Transl 
Med UniSa 2015;13:29e32.  

[38] Morley JE, Abbatecola AM, Argiles JM, Baracos V, Bauer J, Bhasin S, et al. Sarcopenia with 
limited mobility: an international consensus. J Am Med Dir Assoc 2011;12:403e9.  

[39] Davis DH, Skelly DT, Murray C, Hennessy E, Bowen J, Norton S, et al. Worsening cognitive 
impairment and neurodegenerative pathology progressively increase risk for delirium. Am J 
Geriatr Psychiatry 2015;23:403e15.  

[40] Cunningham C, Maclullich AM. At the extreme end of the psychoneuroimmunological 
spectrum: delirium as a maladaptive sickness behaviour response. Brain Behav Immun 
2013;28:1e13.  

[41] Maldonado JR. Neuropathogenesis of delirium: review of current etiologic theories and 
common pathways. Am J Geriatr Psychiatry 2013;21: 1190e222.  



16 
 

[42] Neerland BE, Hall RJ, Seljeflot I, Frihagen F, MacLullich AM, Raeder J, et al. Associations 
between delirium and preoperative cerebrospinal fluid C-reactive protein, interleukin-6, and 
interleukin-6 receptor in individuals with acute hip fracture. J Am Geriatr Soc 
2016;64:1456e63. http://dx.doi.org/ 10.1111/jgs.14238. 

[43] Meng SJ, Yu LJ. Oxidative stress, molecular inflammation and sarcopenia. Int J Mol Sci 
2010;11:1509e26. 

[44] da Silva Alexandre T, de Oliveira Duarte YA, Ferreira Santos JL, Wong R, Lebrao ML. 
Sarcopenia according to the european working group on sarcopenia in older people (EWGSOP) 
versus dynapenia as a risk factor for disability in the elderly. J Nutr Health Aging 
2014;18:547e53. 

[45] McGrory S, Shenkin SD, Austin EJ, Starr JM. Lawton IADL scale in dementia: can item 
response theory make it more informative? Age Ageing 2014;43: 491e5.  

[46] Castilla-Rilo J, Lopez-Arrieta J, Bermejo-Pareja F, Ruiz M, Sanchez-Sanchez F, Trincado R. 
Instrumental activities of daily living in the screening of dementia in population studies: a 
systematic review and meta-analysis. Int J Geriatr Psychiatry 2007;22:829e36.  

[47] Alexandre Tda S, Duarte YA, Santos JL, Wong R, Lebrao ML. Prevalence and associated 
factors of sarcopenia among elderly in Brazil: findings from the SABE study. J Nutr Health 
Aging 2014;18:284e90.  

[48] Nishiguchi S, Yamada M, Shirooka H, Nozaki Y, Fukutani N, Tashiro Y, et al. Sarcopenia as a 
risk factor for cognitive deterioration in community-dwelling older adults: a 1-year prospective 
study. J Am Med Dir Assoc 2016;17: 372.e5e8.  

[49] Abellan van Kan G, Cesari M, Gillette-Guyonnet S, Dupuy C, Nourhashemi F, Schott AM, et 
al. Sarcopenia and cognitive impairment in elderly women: results from the EPIDOS cohort. 
Age Ageing 2013;42:196e202.  

[50] Maeda K, Akagi J. Cognitive impairment is independently associated with definitive and 
possible sarcopenia in hospitalized older adults: the prevalence and impact of comorbidities. 
Geriatr Gerontol Int 2016 Jun 7. http:// dx.doi.org/10.1111/ggi.12825.  

[51] James WP, Francois PJ. The choice of cut-off point for distinguishing normal body weights 
from underweight or 'chronic energy deficiency' in adults. Eur J Clin Nutr 1994;48(Suppl. 
3):S179e84.  

[52] S anchez-Rodríguez D, Marco E, Annweiler C, Ronquillo-Moreno N, Tortosa A, Vazquez-Ibar 
O, et al. Prevalence of malnutrition and sarcopenia in a post- acute care geriatric unit: applying 
the new ESPEN definition and EWGSOP criteria. Clin Nutr 2016. pii: S0261-5614(16) 30233-
3.  

[53] Hu X, Zhang L, Wang H, Hao Q, Dong B, Yang M. Malnutrition-sarcopenia syndrome 
predicts mortality in hospitalized older patients. Sci Rep 2017;7: 3171. 
http://dx.doi.org/10.1038/s41598-017-03388-3.  

[54] Scherbakov N, Sandek A, Doehner W. Stroke-related sarcopenia: specific characteristics. J Am 
Med Dir Assoc 2015;16:272e6.  

http://dx.doi.org/10.1038/s41598-017-03388-3


17 
 

[55] von Haehling S. The wasting continuum in heart failure: from sarcopenia to cachexia. Proc 
Nutr Soc 2015;74:367e77.  

[56] Doehner W, Frenneaux M, Anker SD. Metabolic impairment in heart failure: the myocardial 
and systemic perspective. J Am Coll Cardiol 2014;64: 1388e400.  

[57] Ishii S, Tanaka T, Shibasaki K, Ouchi Y, Kikutani T, Higashiguchi T, et al. Development of a 
simple screening test for sarcopenia in older adults. Geriatr Gerontol Int 2014;14(Suppl. 
1):93e101. 

[58] Malmstrom TK, Morley JE. SARC-F: a simple questionnaire to rapidly diagnose sarcopenia. J 
Am Med Dir Assoc 2013;14:531e2.  

[59] Cruz-Jentoft AJ, Landi F, Schneider SM, Zuniga C, Arai H, Boirie Y, et al. Prevalence of and 
interventions for sarcopenia in ageing adults: a systematic review. Report of the International 
Sarcopenia Initiative (EWGSOP and IWGS). Age Ageing 2014;43:748e59.  

[60] Inouye SK, van Dyck CH, Alessi CA, Balkin S, Siegal AP, Horwitz RI. Clarifying confusion: 
the confusion assessment method. A new method for detection of delirium. Ann Intern Med 
1990;113:941e8.  

[61] Bellelli G, Morandi A, Davis DH, Mazzola P, Turco R, Gentile S, et al. Validation of the 4AT, 
a new instrument for rapid delirium screening: a study in 234 hospitalised older people. Age 
Ageing 2014;43:496e502.  

[62] Bellelli G, Mazzola P, Corsi M, Zambon A, Corrao G, Castoldi G, et al. The combined effect 
of ADL impairment and delay in time from fracture to surgery on 12-month mortality: an 
observational study in orthogeriatric patients. J Am Med Dir Assoc 2012;13:664.e9e664.e14.  

[63] Bellelli G, Speciale S, Morghen S, Torpilliesi T, Turco R, Trabucchi M. Are fluctuations in 
motor performance a diagnostic sign of delirium? J Am Med Dir Assoc 2011;12:578e83. 


	The association between delirium and sarcopenia in older adult patients admitted to acute geriatrics units: Results from the GLISTEN multicenter observational study
	Summary
	Background & aims
	Methods
	Results
	Conclusion

	1. Methods
	1.1. Data collection
	1.2. Sarcopenia
	1.3. Statistical analysis

	2. Results
	3. Discussion
	4. Conclusions
	References


