The added value of an assessment of the patient’s hand grip strength to the comprehensive geriatric assessment in G8-abnormal older patients with cancer in routine practice
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Abstract
Objectives
A comprehensive geriatric assessment (CGA) is the key treatment approach to guide decisions in older patients with cancer. In this paper, the added value of an assessment of the patient’s hand grip strength to predict survival in patients with an abnormal G8-questionnaire (G8) score is investigated.  
Materials and methods
Patients were screened by the G8, followed by a CGA in case of an abnormal screening (≤14.0). Hand grip strength was assessed by use of the JAMAR® hydraulic hand dynamometer. Cut-offs were applied according to the Fried frailty criteria. The survival rate was calculated twelve months after the CGA date. 
Results
We retrospectively reviewed data of 2,071 patients who were treated at the Kortrijk Geriatric Oncology Clinic (General Hospital Groeninge, Belgium) between November 2012 and December 2016. Of those, 944 patients with a mean age of 79.6 years were included in the analyses. 64.2% of patients presented an abnormal hand grip strength score. A log rank test revealed a statistical significant result between patients when accounting for the hand grip strength score (p<0.01). When added to a Cox regression model, a significant result was found (p<0.01). However, this added only 0.4% to the explained variance of the model. 
Discussion
While a statistically significant result was detected, when adding the hand grip strength score to a regression model for survival, our data indicate that such assessment may clinically be less relevant when included in an already extensive test battery and may therefore provide only limited information in terms of patient survival.
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Introduction
In older patients with cancer, identifying predictors for treatment toxicity as well as an increased morbidity and mortality is essential in order to increase the patient’s overall survival and quality of life. For this reason, geriatric oncology guidelines have emphasized the need for individual treatment approaches in this heterogeneous population [1, 2]. Treatment decisions should be guided by an in-depth evaluation of the patient’s health by use of a comprehensive geriatric assessment (CGA). A CGA can be defined as a multidisciplinary evaluation in which multiple health domains are covered and aims at providing a concise image of the patient’s strengths and resources [3-7]. It further aims at developing a coordinated care plan to focus interventions and long-term follow-up on the person’s detected vulnerabilities [8]. 
One of the domains covered within the CGA is the patient’s functional capabilities. This assessment often includes an evaluation of the patient’s daily activities, followed by an evaluation of the patient’s history of falls and gait. The latter is often assessed by use of the Timed Up and Go test (TUG). In the TUG test, the patient is observed and timed while he rises from an arm chair, walks three meters, turns, walks back, and sits down again [9]. Though adequately for assessing the patient’s physical reserve, other methods could be used to assess the patient’s physical reserve. Upper limbs play an important role in everyone’s daily life. A number of sensorimotor parameters, such as grip strength, are necessary for their optimal performance. Grip strength is therefore an important prerequisite for good functional performance [10]. Several studies have shown an association between hand grip strength and mortality and morbidity [11]. In a group of patients without cancer, poor grip strength is reported as an indicator of increased postoperative complications, prolonged hospitalization and decreased functional status. In older patients in particular, loss of grip strength may result in a loss of independence [12]. Further, poor grip strength is listed as one of the criteria to define frailty in older  persons according to the National Comprehensive Cancer Network (NCCN) Guidelines in Older Adult Oncology [1]. A recent trial by Velghe et al. (2016) in older patients with haematological cancer reported that hand grip strength may be used as a screening tool to detect patients with an abnormal CGA [13]. Further, a trial by Versteeg et al. (2017) reported that higher muscle strength is associated with longer overall survival in older patients with advanced cancer [14]. 
As these researchers have reported on the benefits of an assessment of the patient’s hand grip strength; in this paper, we aimed to define its added value as part of the CGA in older patients with cancer. 
Materials and methods
Patients
Data was collected as part of a routine assessment in older patients with cancer at the General Hospital Groeninge, Kortrijk, Belgium. Data was partly registered as part of a large multicentre registration trial aiming at the implementation of a nationwide uniform CGA or as part of routine registration in registered CGA databases. For both registration trials (AZGS2012057 and AZGS2015081), approval of the ethical committee was obtained. 
Patients were recruited upon presentation at the Kortrijk Geriatric Oncology Clinic (General Hospital Groeninge). Eligible patients were 70 years or older at the time of inclusion and needed to be newly diagnosed with a solid tumour or haematological malignancy, or needed to be scheduled for a new line of treatment. Any type of stage and any type of treatment was allowed. 
Measures
Patients were screened by the G8-questionnaire (G8) [15], followed by a CGA in case of an abnormal G8 result (≤14.0). The CGA comprised following standardized measures: nutrition (Mini Nutritional Assessment - Short Form (MNA-SF) [16]), functional status (Activities of Daily Living (ADL), Instrumental Activities of Daily Living (iADL), history of falls [17, 18]), emotional status (Geriatric Depression scale – 15 (GDS) [19]), cognition (Mini Mental State Examination (MMSE) or Freund Clock Drawing Test (CDT) [20, 21]), polypharmacy (number of drugs), and comorbidities (Charlson Comorbidity Index (CCI) [22])
Functional status was further assessed through the patient’s hand grip strength [23]. To assess hand grip strength, the JAMAR® hydraulic hand dynamometer was used. For this test, patients were asked to sit with their shoulder adducted and neutrally rotated, elbow flexed at 90°, forearm in neutral position, and wrist between 0° and 30° dorsiflexion and between 0° and 15° ulnar deviation. After proper positioning, the patients were asked to squeeze the dynamometer as hard as possible with their dominant hand. The final JAMAR® or hand grip strength score, presented in kilograms (kg), was calculated as the average score of three successive attempts [24]. Hand grip strength vulnerability was defined by the fried frailty criteria and were dependent of the patient’s gender and body mass index as shown in Table 1.   
The survival rate was obtained through identification in the patients’ medical records twelve months after the CGA date. 
Statistical considerations
Descriptive statistics were performed to present patient and tumour characteristics and CGA results. The definition of CGA vulnerability was based on previous research and defined as meeting the cut-off scores for impairment in two or more CGA domains as this an impairment in ≥2 domains leads for example to an increased risk for future disability or mortality [25] . Functional impairment was defined as an abnormal test score on either the ADL or iADL. Patients were marked as having a cognitive impairment with following approach: vulnerability was defined as having an abnormal test score on either the CDT or MMSE; in case both tests were assessed, the score of the MMSE overruled the score of the CDT. The hand grip strength score was not included to define CGA vulnerability as its added value has not yet been established. Hand grip strength vulnerability was defined by the Fried frailty criteria as reported in previous NCCN Guidelines [26].  
An independent student-T test was used to compare hand grip strength scores between men and women as well as between alive and deceased patients. 
The added value of the hand grip strength score further was analysed by use of both a Cox regression analysis as well as binary logistic regression analyses. First, a Cox regression analysis, corrected for age and gender was conducted, looking into the predictive value of CGA variables for survival twelve months after the CGA assessment. The analysis included following independent variables: type of diagnosis (new diagnosis, relapse or progression), treatment intent, ADL score, iADL score, GDS score, falls during the past year (yes or no), MNA-SF score, CCI score, number of drugs, and cognitive impairment. A final model was selected through forward and backward analyses as well as analyses of individual variables. Variables were allowed in the model at the p<0.05 level. Once the best model was selected, the hand grip strength score (normal or abnormal) was added to the analysis. We stated to acknowledge the added value of the hand grip strength if it remained present in the final model. The added value of the hand grip strength score was further evaluated by use of a binary logistic regression analysis and defined in terms of the increase in the Nagelkerke R² value, reporting the explained variance of the selected model. 
Results
We retrospectively reviewed data of 2,071 patients who visited the Kortrijk Geriatric Oncology Clinic between November 2012 and December 2016. Of those patients, 861 patients were excluded from the analysis as they presented with a normal G8 score (≥14.5). Another 260 patients were excluded due to missing data. Last, six patients had to be excluded as they were not diagnosed with a malignant condition after all (Figure 1). 
Eligible patients had a mean age of 79.6 years (range: 70-99) and included slightly more male patients (52.1%). Most patients were married (55.7%) and lived at home with their partner (53.2%) (Table 2). The majority of patients received a new diagnosis (82.2%) of a solid tumour or haematological malignancy, whereas respectively 12.0% and 5.8% of patients presented with a disease progression or relapse. Eligible patients were diagnosed with cancer of following sites: digestive (33.5%), genitourinary (16.7%), breast (12.4%), haematological malignancy (11.0%), thorax (10.0%), gynaecological (8.7%), head and neck (3.9%), skin (1.7%), central nervous system (0.8%), musculoskeletal (0.7%), or unknown primary (0.6%) (Table 3). Twelve-month survival was 64.1%.  
Table 4 represents mean scores and percentage vulnerability of each domain included in the CGA. Most vulnerabilities were detected in the domains of functional status (89.3%), nutrition (73.0%), and polypharmacy (69.8%). Almost all patients (92.0%) were deemed vulnerable according to the CGA. According to the Fried frailty criteria, 64.2% of patients presented a poor hand grip strength score. Male individuals had a significantly higher mean hand grip strength compared to women (p<0.001; 28.1 kg and 16.6 kg, respectively). When comparing hand grip strength scores between patients who were alive and who passed away after twelve months, significantly higher hand grip strength scores were noted in the twelve-month survivors in both men and women (men: 29.5 kg vs. 26.0 kg, p<0.001; women: 17.1 kg vs. 15.3 kg, p<0.01). A chi square test detected a significant difference when comparing normal and abnormal JAMAR® tests results between alive and deceased patients for the whole patient group (p<0.001). 
Figure 2 represents the Kaplan Meier curve compared for patients with normal and abnormal hand grip strength score showing higher survival rates after one year in patients with a normal hand grip strength score. The log rank test revealed a statistical significant difference between both groups (p<0.01). The Cox regression analysis looking into predictive CGA variables for twelve-month survival, revealed a final model, corrected for age and gender, with following variables: treatment intent and MNA-SF score (Table 5). The explained variance of this model by use of the Nagelkerke R² was 24.0% by use of a binary regression analysis. When adding the hand grip strength score to this model, an added explained variance of 0.4% was found, leading to a total Nagelkerke R² of 24.4% (Table 5).
Discussion
A CGA is the cornerstone in modern geriatric oncology. In this paper, we evaluated the added value of an assessment of the patient’s hand grip strength by looking at its predictive value for twelve-month survival.
Our results indicate that an assessment by use of the JAMAR® hydraulic hand dynamometer can predict survival twelve months after the CGA assessment as a significant result was found when the hand grip strength score was added to an optimised Cox regression analysis. Adding the hand grip strength score to a CGA assessment will lead to a 0.4% increase in the explained variance of our selected model to predict survival. These results indicate that higher muscle strength is associated with longer survival in our target population and confirm findings of Versteeg et al. (2017) [14]). In line with the work of Velghe et al. (2016), our results also indicate that an assessment of the patient’s hand grip strength can predict vulnerability on the CGA as patients with a normal CGA had a significantly lower hand grip strength score (data not shown) [13]. As a logical consequence, an abnormal hand grip strength score is also associated with lower G8 scores in normal screening patients (data not shown). 
While these results indicate that an assessment of the patient’s hand grip strength adds some value to the CGA, one could argue whether these positive statistical results are of high clinical significance. For instance, the hand grip strength score was not selected in the initial final regression model. As a trial by Norman et al. (2010) reports that malnutrition emerges as an independent determinant for hand grip strength, a post hoc correlation analysis was conducted, clearly indicating a positive correlation between both variables  (r=0.190, p<0.001) [27]. Therefore, intercollinearity between the MNA-SF score and the hand grip strength score have lead to a significant result when the latter was added to the regression model. Further, when looking at the explained variance of both variables independently, the hand grip strength score shows a Nagelkerke R² of 3.0%, while the MNA-SF has an explained variance of 10.6% (both models corrected for age and gender; data not shown). As the MNA-SF has a higher Nagelkerke R² value, one could state that an assessment of the MNA-SF alone may be sufficient to predict twelve-month survival in our group of older patients with cancer. 
However, a review by Norman et al. (2011) reported that hand grip strength has become a popular marker for the patient’s nutritional status as it is quickly affected by nutritional deprivation [12]. Therefore, one could state that an assessment of the patient’s hand grip strength should be added to the G8. As the G8 contains multiple questions from the MNA-SF, another post hoc regression analysis was conducted looking at the explained variance of the G8 alone. A binary logistic regression analysis for survival, corrected for age and gender, showed a Nagelkerke R² value of 12.7%. Since this value is even higher than the explained variance of the MNA-SF alone, these results indicate that the G8 has the highest capacity of predicting the patient’s survival twelve months post CGA. This result is not surprising as other researchers have already published data on the prognostic value of the G8 on overall survival [15, 28]. Further, the G8 alone also has a higher explained variance for CGA vulnerability in our selected patient group compared the hand grip strength score alone (21.6% vs. 5.2%). 
These results, however, do not indicate that one should perform a G8 screening alone. The found Nagelkerke R² value is low, indicating that other variables influence the patient’s survival. Further, it should be noted, that the questionnaires included in the CGA, have an important informative message and that an assessment of the different domains is necessary in order to establish a tailored treatment plan. Based on the CGA, health care workers and physicians can detect problems or vulnerabilities in the several health domains. Consecutively, when such vulnerability is detected, a proper referral should be made in order to decrease the risk on morbidity and mortality. While our data show that some questionnaires, assessed within the CGA, may only have a limited contribution in predicting the patient’s survival, they may negatively affect survival if detected vulnerabilities are left untreated. 
The results reported in this paper need to be interpreted with caution due to some limitations. All patients included in the analysis had to have an abnormal G8 score as a full CGA would otherwise not have been conducted. The results may therefore only have an implication for patients with an abnormal screening. Nonetheless, one would expect that patients with a normal G8 screening have a sufficient amount of hand grip strength. Further, our data are in line with previous research, indicating that the G8 is the best tool to predict survival in older patients with cancer [28]. Therefore, we may extrapolate findings regarding the G8 score to patients with a normal G8 score. Another limitation regards the study design. Since the results presented in this manuscript were retrospectively calculated, we had to exclude a large number of patients without a hand grip strength score or who were not fully assessed by the CGA. We further did not find a normal distribution of cancer types. Nevertheless, as we were able to include a large number of patients and as our findings are in line with those of other researchers, our results are representative for the whole geriatric oncology population in Belgium. Last, we should mention that in some cases, it is not possible to conduct an assessment of the patient’s hand grip strength: for example in patients who have an intravenous infusion in their dominant hand, in breast cancer patients who received surgery on the ipsilateral side of their dominant hand, in patients who have an arthrosic or rheumatic condition that affects their hand mobility, eg. 
To the best of our knowledge, we are the first to report data on the added value of an assessment of the hand grip strength in G8-abnormal, older patients with cancer as part of a CGA. Further, as we were able to include a large number of patients, we may state that these results concern all patients who have an abnormal G8 score and who were consecutively assessed by a CGA. Future research, however, could focus on the added value of an assessment of the patient’s hand grip strength in both normal and abnormal screening patients and should include a comparison with other physical measures.
In conclusion, while the hand grip strength score shows statistically significant results for predicting CGA vulnerability, our data indicate that such assessment is clinically less relevant when included in an already extensive test battery and may therefore provide only limited information in terms of patient survival. 
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Table 1. Hand grip strength according to Fried et al. [24]
	Male
	Female

	BMI
	Cut-off (kg)
	BMI
	Cut-off (kg)

	≤24
	≤29
	≤23
	≤17

	24.1-26
	≤30
	23.1-26
	≤17.3

	26.1-28
	≤30
	26.1-29
	≤18

	>28
	≤32
	>29
	≤21


Abbreviations: BMI: Body Mass Index
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Figure 1. Flowchart of included patients in analysis
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Figure 2. Kaplan Meier curve representing survival plots of patients with a normal or abnormal
hand grip strength, measured by the JAMAR® hydraulic hand dynamometer, as part of a
comprehensive geriatric assessment (CGA) in G8-abnormal patients.




