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Abstract: Background: User-friendly tools for assessing nutrition status and interventions in mal-
nourished patients are crucial. This study evaluated the effectiveness of a personalised nutrition
intervention using a novel oral nutritional supplement and Al-supported morphofunctional assess-
ment to monitor clinical outcomes in patients with disease-related malnutrition (DRM). Methods: This
prospective observational study involved patients receiving concentrated high-protein, high-calorie
ONS (cHPHC-ONS), per usual clinical practice. Comprehensive assessments were performed at
baseline (By) and three months (M3) post-intervention. Results: 65 patients participated in the study.
Significant decreases were observed in the percentage weight loss from By (—6.75 £ 7.5%) to M3
(0.5 £ 3.48%) (p < 0.01), in the prevalence of malnutrition (Bg: 93.4%; M3: 78.9%; p < 0.01), severe
malnutrition (By: 60.7%; M3: 40.3%; p < 0.01), and sarcopenia (By: 19.4%; M3: 15.5%; p < 0.04).
Muscle area increased (p = 0.03), and there were changes in the echogenicity of the rectus femoris
muscle (p = 0.03) from By to M3. In patients aged >60, an increase in muscle thickness (p = 0.04),
pennation angle (p = 0.02), and handgrip strength (p = 0.04) was observed. There was a significant
reduction in the prevalence of malnutrition (B0: 93.4%; M3: 78.9%; p < 0.01) and severe malnutrition
(BO: 60.7%; M3: 40.3%; p < 0.01). Conclusions: In patients with DRM, a personalised intervention
with cHPHC-ONS significantly reduces the prevalence of malnutrition, severe malnutrition, and

sarcopenia and improves muscle mass and function.

Keywords: nutritional support; artificial intelligence; malnutrition; sarcopenia

1. Introduction

Malnutrition is a highly prevalent and significant health concern among patients with
different pathologies. Current data indicate that disease-related malnutrition (DRM) affects
nearly 28-73% of hospitalised patients [1]. Across Europe, 34% of patients are estimated to
be malnourished or at risk of malnutrition at hospital admission, with a higher prevalence
among older adults (39%) [2-4]. In outpatient settings, the prevalence of DRM varies widely,
from 21% to 69% [4]. In Spain, recent data show that the prevalence of DRM is 29.7% among
hospitalised patients according to the Global Leadership Initiative on Malnutrition (GLIM)
criteria [5].
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DRM can have a profound impact on body composition, particularly muscle mass.
Malnutrition significantly reduces muscle mass, resulting in decreased muscle strength
and function, impaired physical performance, difficulties in daily activities, and, eventu-
ally, sarcopenia [6]. Recent reports showed that sarcopenia is present in 9.7% of patients
with DRM [7]. Alongside the consequences of physical impairment (such as falls and
fractures), sarcopenia further exacerbates DRM-related complications, including prolonged
hospitalisation, poor disease prognosis, higher mortality, and impaired quality of life
(QoL) [8-10].

Given the profound impact of DRM on the energy—protein requirements and the
decreased intake due to the underlying pathology [11], patients with DRM need to adjust
the consumption of nutrients to the requirements with an oral diet and, if necessary, with
nutritional interventions. Several international guidelines recommended an energy intake
of 30 kcal/kg body weight (BW)/day, with a high-quality protein intake of 1.2-1.5 g/kg
BW/day [12,13]. The use of hypercaloric and hyperproteic oral nutritional supplements
(ONS) is a usual practice to treat malnutrition, with established clinical and economic
benefits [14], and it is recommended by many clinical guidelines for DRM [12,13]. However,
the selection of the appropriate ONS for patients with malnutrition is crucial, as higher or
lower protein intakes may be harmful in specific subgroups of patients with DRM [15].

However, the main challenge with ONS for patients with DRM is compliance. Non-
compliance can stem from various factors, including loss of appetite, large volume/portion,
treatment complexity, gastrointestinal (GI) intolerance of ONS, long duration of treatment,
and monotonous or unsatisfactory taste or texture [4]. Offering a diverse range of flavours
in energy-dense nutritional supplements (>2.0 kcal/mL) can enhance patient compliance
by catering to patient preferences and reducing the volume required to meet patient’s
nutritional needs [16]. Additionally, high-protein supplements with a high whey protein
content are related to a better tolerance to the ONS [17]. Furthermore, whey protein is
recognised as one of the most effective nutritional sources for promoting muscle mass
maintenance and development. Its high availability of amino acids, including a significant
amount of leucine, leads to a quick increase in blood amino acid levels, which directly and
strongly stimulates protein synthesis in response to feeding [18], making it particularly
beneficial for patients with sarcopenia. However, to effectively reduce muscle breakdown
between meals and over a longer period of time (6-7 h), it is important to incorporate
other types of proteins, such as casein. Due to its slow speed of digestion, casein facilitates
sustained amino acid production, resulting in a moderate but more prolonged increase
in plasma amino acid concentrations following ingestion [19,20]. Combining fast- and
slow-acting proteins can ensure a supply of amino acids that starts shortly after protein
ingestion (due to the presence of whey) but is sustained over time (due to the presence
of casein), resulting in an improvement in protein synthesis and, most importantly, net
protein balance in the body, which is a key factor for muscle growth and retention [21].

In order to address the barriers to the use of ONS in DRM, a concentrated high-
protein, high-calorie oral nutritional supplement with a combination of a blend of high-
quality proteins (cHPHC-ONS) has been developed. This formula contains high nutritional
concentration (>2.1 kcal/mL; 32g of protein per 200 mL) and combines fast-acting and
long-lasting high-quality proteins (60% whey protein; 40% casein). This novel intervention,
combined with ensuring that the patient adheres to the prescribed ONS, can improve the
nutritional and functional outcomes of patients with DRM.

The evaluation of the effect of treatments in clinical nutrition must be based on changes
in body composition and muscle function. Nevertheless, in usual clinical practice, the
most used tool is classic anthropometry, which could interfere with many pathological
conditions such as inflammation, congestion, or obesity. Nutritional assessment with a
morphofunctional point of view helps us diagnose and monitor DRM and sarcopenia more
accurately and allows us to adapt our medical nutrition therapy [22]. Recent evidence-
based consensuses recommend the use of routinely available tools in clinical practice, such
as muscular ultrasonography (US), for morphofunctional assessment of muscle loss in
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patients with DRM [22]. Novel artificial intelligence (Al)-based software can improve the
diagnostic performance of muscle US [23].

In this real-world study, we evaluated the effectiveness of personalised nutritional
interventions using cHPHC-ONS in patients with DRM or at high risk of malnutrition
and sarcopenia. This study used morphofunctional assessment to help monitor DRM and
sarcopenia more accurately and adapt the personalised plans [22].

2. Methods

The study was approved by the Medical Research Ethics Committee (CEIm) of the
East Valladolid Area (registration code: PI 22-2559). All study procedures adhered to the
principles of the Declaration of Helsinki. We obtained signed informed consent from all
eligible participants before enrolment.

2.1. Study Desing and Eligibility Criteria

The present study was a prospective, observational, single-arm study that included
adult (aged >18 years) patients who were at risk of malnutrition with a positive Malnutri-
tion Universal Screening Tool (MUST) test [24] and were prescribed personalised nutritional
intervention, including cHPHC-ONS, by their treating physician according to usual clinical
practice. Patients were recruited from the Endocrinology and Nutrition Service of the East
Valladolid Area, Spain, over the period from January 2022 to December 2023. The last
follow-up visit was carried out in March 2024. We excluded patients with neurological
diseases with inability to walk, chronic kidney disease stage IV or higher, uncontrolled
liver disease, and those who refused to sign the informed consent.

The study procedures included nutritional history, history of the underlying dis-
ease, anthropometric measures, electric bioimpedanciometry, muscular US, and handgrip
strength. The morphofunctional assessment was performed at the beginning of the nutri-
tional intervention and three months later.

2.2. Nutritional Intervention

The personalised nutritional plan included both dietary counselling and oral nutri-
tional supplementation. Dietary counselling was provided by a qualified dietitian who
offered specific dietary advice and strategies to enhance the nutritional content of regular
foods. This individualised approach aimed to enrich patients” diets using ordinary foods,
thereby addressing their unique nutritional needs. In addition to dietary counselling, ONS
was implemented using a novel concentrated high-protein, high-calorie formula (cHPHC-
ONS). This supplement is a nutritionally complete formula, ready-to-drink liquid, designed
to address malnutrition and optimise muscle protein synthesis. It provided >2.1 kcal /mL
and 32g of protein per 200mL, with a combination of high-quality whey protein (60%) and
casein (40%), around 3.4 g of intrinsic leucine per 200 mL (Nestlé Health Science, Vevey,
Switzerland) (Supplementary Table S1). The prescription of cHPHC-ONS, in the form
of one or two bottles (200 mL) per day and for three months, was determined based on
the estimation of the patient’s dietary intake using a semi-quantitative method and their
specific nutritional requirement.

2.3. Study Variables

We collected the demographic and clinical characteristics of the included patients.
Additionally, the nutritional assessment included anthropometric measurements, bioelec-
trical impedanciometry (BIA), muscular US, handgrip strength, and laboratory findings.
The anthropometric measurements included height, weight, Body Mass Index (BMI), arm
circumference (AC), and calf circumference (CC). These variables were selected based
on the recent evidence and consensuses regarding the evidence-based measurements for
assessing malnutrition and sarcopenia [25,26].

The BIA (BIA 101 Nutrilab; EFG Akern, Pisa, Italy) was conducted in the morning after
patients had spent 20 min in a supine position and following an overnight fast. This method
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measured the impedance components, including resistance (Rz), reactance (Xc), and phase
angle (PhA), calculated as ([Xc/Rz] x (180°/m) [27]. Both resistance and reactance values
were adjusted for the patient’s height. The Appendicular Skeletal Mass Index (ASMI,
kg/m?) was determined using electrical impedanciometry and calculated with Sergi’s
formula [28]. The diagnostic criteria for low muscle mass of the European Working Group
on Sarcopenia in Older People (EWGSOP2) were used (ASMI < 7 kg/m? in men and ASMI
<55 kg/m2 in women) [26].

The muscular US (Mindray Z60, Madrid, Spain) was performed on the rectus femoris
(RF) of all subjects due to the ease of RF detection by non-radiology specialists, the re-
producibility of its repetition, and the relationship of RF with walking and standing. The
procedure was carried out with participants in a supine position using a 10-12 MHz
multifrequency linear matrix probe. The US probe was positioned perpendicular to the
transverse axis of the dominant leg (lower third of the distance between the iliac crest and
the upper border of the patella) [29]. The images obtained through ultrasonography were
then processed using an Al-based ultrasound imaging system (PIIXMED™; DAWAKO
MedTech; Valencia, Spain).

The PIIXMED™ system facilitates feature extraction in 2D for conventional B-Mode
US imaging and can calculate single values per feature for a region of interest (ROI). From
the identified features and application of various algorithms, diverse biomarkers were
extracted and processed to analyse the ROI's morphological architecture, muscle quality
based on echogenicity, and different matrix-based biomarkers of texture [23]. Variables
measured in the muscular US included the RF muscle area (RFMA) in cm?, representing the
cross-sectional area of the muscle belly within the ROI, and the RF muscle thickness (REMT)
in cm, indicating the muscle thickness of the cross-section of the muscle belly. Additionally,
subcutaneous fat (SCFAT) in cm was measured as the thickness of subcutaneous adipose
tissue in the longitudinal section, and the pennation angle in degrees was determined as
the angle between the muscle fibres and the lower aponeurosis.

Grey level non-uniformity matrix (GLN) was also assessed to quantify the even distri-
bution of grey levels in the image, where higher values indicated a more heterogeneous
distribution of grey levels. Muscle quality indexes were determined using the multi-
thresholding algorithm, which is based on histogram echogenicity and grey intensity and
defines thresholds to separate the pixels of an ultrasound image into different classes.
This algorithm determines threshold values for three categories: muscle (Mi index), fat
(FATi index), and other complex structures such as collagen, connective tissue, and fibrosis
(NMNFi index) [30]. These indexes were represented as percentages (Figure 1).

Muscle functionality was assessed using handgrip strength measured by a JAMAR®
dynamometer (Basel, Switzerland). During this test, patients were seated with their arms
at a right angle to the forearm and performed dynamometry with their dominant hand.
Low muscle strength was defined as <27 kg in men and <16 kg in women, according to the
cut-off points proposed by the EWGSOP2 [26]. Finally, the biochemical parameters (Cobas
c-711 autoanalyser (Roche Diagnostics, Basel, Switzerland)) included albumin, prealbumin,
C-reactive protein (CRP), CRP/prealbumin ratio, and creatinine.

2.4. Study Endpoints

The primary endpoint of the present study was the percentage of weight loss three
months after the administration of ONS. The secondary endpoints included the changes
in the BIA parameters, muscular US parameters, compliance with the prescribed doses,
and the changes in the prevalence of malnutrition and sarcopenia. Malnutrition was
diagnosed according to the GLIM criteria [31], and sarcopenia was diagnosed according to
the EWGSORP2 [26].

2.5. Statistical Analysis

The intervention analysis was conducted using an intention-to-treat approach. Quali-
tative variables were presented as percentages (%). The normality of continuous variables
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was assessed using the Kolmogorov—Smirnov test. Continuous variables were displayed as
means =+ standard deviation (SD), while non-continuous variables were shown as medians
and interquartile range (IQR). Differences between parametric variables were analysed us-
ing the Student’s f-test for both paired and unpaired data. Non-parametric variables were
analysed using the Kruskal-Wallis K-test and the Mann-Whitney U-test. Differences between
qualitative variables were examined using the chi-square test. Changes from baseline to three
months post-intervention were assessed to determine differences between variables. A p-value
of less than 0.05 was considered statistically significant. Data analysis was performed using
the statistical software package SPSS 23.0 (SPSS Inc., Chicago, IL, USA).

3 Months

LONGITUDINAL TRANSVERSAL LONGITUDINAL

Pennation Angle and Fibre Length Cross - Sectional Area Pennation Angle and Fibre Length Cross - Sectional Area

Muscle Thickness

Muscle Indexes Muscle Indexes Muscle Indexes Muscle Indexes

Mi 0.56 NMi 0.44 threshold 0.23 Mi 0.55 NMi 0.45 threshold 0.22 Mi 0.62 NMi 0.38 threshold 0.22 Mi0.58 NMi 0.42 threshold 0.25

FATI0.31 NMNFi 013 low & high thres. 0.23 0.43 FATi 0.36 NMNFi 0.09 FATi0.29 NMNFi0.09 low & high thres. 0.2 0.49 FATIO34 NMNFi0.09  low & high thres. 025 0,44

Figure 1. Differences between ultrasonographic variables determined by Al-based ultrasound
imaging system PIIXMED™,

3. Results:

3.1. Baseline Characteristics of the Included Patients

A total of 65 patients participated in the study, with a female predominance (63.1%).
The mean age of the participants was 59.35 £17.35 years, with 36 patients (55.4%) being
over 60 years old. The pathologies that caused DRM are shown in Figure 2. Notably, among
patients aged 60 and above, a substantial percentage (57%) had oncological pathologies.

At baseline, 61 (93.4%) patients had malnutrition according to GLIM criteria (with
37 patients (60.7%) classified as having severe malnutrition). Among those over 60 years
old, 20 patients (60.6%) were severely malnourished, compared to 17 patients (60.7%)
under 60 years old. Additionally, 12 (19.4%) patients were diagnosed with sarcopenia,
with eight patients (24.2%) over 60 years old and four patients (13.8%) under 60 years old.
Differences in the baseline morphofunctional assessment by sex are presented in Table 1,
and differences between patients over 60 years and those under 60 years are shown in
Supplementary Table S2.
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Figure 2. Prevalence of the underlying pathologies in the whole sample and according to the age of

the patients.

Table 1. Differences in baseline morphofunctional variables by sex.

Variables (Unit) Men (n = 24) Women (n = 41) p-Value

Age (years) 62.83 (16.06) 57.32 (17.94) 0.22
Anthropometry
Weight (kg) 55.17 (10.78) 48.76 (7.77) <0.01
BMI (kg/m2) 19.77 (3.42) 19.66 (3.57) 0.91
%Weight Loss (%) 9.91 (11.57) 6.44 (6.39) 0.13
Arm Circumference (cm) 23.35 (3.37) 22.22 (2.98) 0.16
Calf Circumference (cm) 30.12 (3.58) 30.33 (3.65) 0.82
Electrical Bioimpedanciometry
Phase Angle (°) 5.34 (0.95) 4.88 (0.80) 0.04
ReSiS(f}rl‘;f//;l)eight 369.14 (68.95) 422.64 (78.65) <0.01
Reac(tg}rl‘frf//gfight 33.99 (6.38) 35.71 (7.93) 0.37
ASMI (kg/m?) 6.18 (0.89) 5.42 (0.81) <0.01
BCMI (kg/m?) 8.09 (1.66) 7.22 (1.30) 0.03
Muscular Ultrasonography

RFEMA (cm?) 3.73 (1.05) 2.78 (0.92) <0.01
REMT (cm) 1.11 (0.23) 0.96 (0.23) 0.02
Mi 0.59 (0.11) 0.49 (0.08) <0.01
FATi 0.30 (0.09) 0.34 (0.08) <0.01
NMNFi 0.11 (0.05) 0.15 (0.05) <0.01
No?lrfj};ll}(e)‘;ilw 2249 (594) 1989 (605) 0.09
Penation Angle (°) 431 (2.52) 4.67 (3.39) 0.65
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Table 1. Cont.

Variables (Unit) Men (n = 24) Women (n = 41) p-Value

SCFAT (cm) 0.48 (0.23) 0.78 (0.34) <0.01
Muscle Function
Handgrip Strength (kg) 28.61 (8.96) 18.77 (7.89) <0.01
Biochemical Parameters

Albumin (g/dl) 4.38 (0,37) 4.33 (039) 0.57
CRP/Prealbumin 0.40 (1.32) 0.11 (0.11) 0.29

BMI: Body Mass Index; ASMI: Appendicular Skeletal Muscle Index; BCMI: Body Cell Mass Index; REMA: rectus
femoris muscle area; REMT: rectus femoris muscle thickness; Mi: Muscle to No Muscle Index; FATi: Fat to Muscle
Index; NMNFi: No Muscle, No Fat to Muscle Index; SCFAT: subcutaneous fat; CRP: C-reactive protein.

After the diagnosis, all patients initiated the nutritional intervention with the cHPHC-
ONS. Among the participants, 35 (53.8%) patients consumed one bottle (200 mL), while
30 (46.2%) patients consumed two bottles (400 mL). During the three-month follow-up
period, 61 (93.85%) patients continued consuming the concentrated oral nutritional supple-
ment. However, two (3.1%) patients experienced gastrointestinal symptoms, specifically
diarrhoea, during the latter half of the study. As a result, they switched to a different ONS,
leading to a discontinuation of their participation in the study. However, they continue
with this intervention for an additional six weeks with the intention to treat. Additionally,
two patients discontinued the intervention (one patient died, and another patient stopped
the ONS after one month) (Figure 3).

Assessed for eligibility (n=65)

Enrolment

A 4
Allocated to intervention (n= 65)
Received allocated intervention (n= 65)
Did not receive allocated intervention (n=0)

Discontinued intervention (n=2)
+ Changed ONS at 6 weeks (n=2)

Follow-up

Lost to follow-up (n=2)
—>{ * Death (n=1)
* Voluntary (n=1)

A 4

Analysed (n=65)

Analysis at 3 months intervention (n=61)
Analysis at 6 weeks (n=2)
Analysis baseline online (n=2)
Excluded from analysis (n=0)

Analysis

Figure 3. Flow chart of the included patients.

3.2. Evolution of Morphofunctional Assessment Variables

A significant reduction in percentage weight loss was observed, decreasing from —6.75%
+ 7.50% at baseline to 0.5% = 3.48 at three months (p < 0.01), although there was no significant
weight gain (baseline: 51.39 £ 9.5 kg; 3 months: 51.62 + 9.47 kg; p = 0.24). The ASMI showed
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a significant increase from 5.69 4- 0.94 kg/m? at baseline to 6.34 & 1.49 kg/m? at three months
(p < 0.01). Additionally, significant improvements were also noted in the REMA (p = 0.03) and
the grey level non-uniformity (p = 0.03). However, no significant changes were observed in

other parameters (Table 2).

Table 2. Morphofunctional variable changes: baseline vs. 3 months post-intervention.

Variables (Unit) Baseline 3 Months p-Value
Anthropometry

Weight (kg) 51.39 (9.5) 51.62 (9.47) 0.24

BMI (kg/m2) 19.82 (3.49) 19.88 (3.48) 0.24

%Weight Loss (%) —6.75 (7.50) 0.5 (3.48) <0.01

Arm Circumference 2272 (3.18) 2271 (3.04) 0.93
(cm)

Calf Circumference 30.25 (3.64) 30.46 (3.44) 033
(cm)

Electrical Bioimpedanciometry

Phase Angle (°) 5.07 (0.89) 4.95 (1.00) 0.04

ReSis(fﬁlrf//;l)eight 401.66 (81.36) 406.03 (83.42) 0.45

Reac(tggfrf//gfight 35.35 (7.27) 34.96 (8.17) 0.49

ASMI (kg /m?) 5.69 (0.94) 6.34 (1.49) <0.01

BCMI (kg/m?) 7.55 (1.52) 7.08 (1.71) 0.02

Muscular Ultrasonography

RFMA (cm?) 3.14 (1.08) 3.36 (1.19) 0.03

REMT (cm) 1.02 (0.25) 1.05 (0.27) 0.18

TDRF (cm) 3.49 (3.18-3.89) 3.54 (3.13-3.84) 0.17

Mi 0.53 (0.10) 0.53 (0.10) 0.67

FATi 0.35 (0.08) 0.35 (0.07) 0.92

NMNFi 0.12 (0.04) 0.12 (0.04) 0.41

Noirgﬁzﬁl iy 2063 (609) 2215 (678) 0.03

Penation Angle (°) 4.63 (3.10) 4.84 (2.90) 0.64

SCFAT (cm) 0.69 (0.32) 0.72 (0.35) 0.14

Muscle FunctioN
Ha“dgr(ilfg?trength 2212 (9.52) 23.16 (9.69) 0.07
Biochemical Parameters
Albumin (g/dl) 435 (0.38) 4.29 (0.41) 0.24
CRP/Prealbumin 0.05 (0.04-0.13) 0.06 (0.04-0.89) 0.89

BMI: Body Mass Index; ASMI: Appendicular Skeletal Muscle Index; BCMI: Body Cell Mass Index; REMA: rectus
femoris muscle area; REMT: rectus femoris muscle thickness; TDRF: transversal diameter rectus femoris; Mi:
Muscle to No Muscle Index; FATi: Fat to Muscle Index; NMNFi: No Muscle, No Fat to Muscle Index; SCFAT:
subcutaneous fat; CRP: C-reactive protein.

In patients aged >60 years, there was a significant increase in RFMA (p = 0.02), REMT
(p = 0.04), heterogeneity of grey level (p < 0.01), pennation angle (p = 0.02), and subcutaneous
fat adipose tissue (p = 0.04), indicating positive changes. Additionally, this group of patients
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showed a statistically significant improvement in handgrip strength (p < 0.01), while no
significant changes were observed in the BIA measurements (Table 3).

Table 3. Age-related changes in morphofunctional variables: baseline vs. 3 months post-intervention.

Variables (Unit) >60 Years (n = 36) <60 Years (1 = 29)

Baseline 3 Months 4 Baseline 3 Months P
Anthropometry
Weight (kg) (?éég) gé:i’g) 071  47.94(7.28) 4825(7.44) 029
BMI (kg/m?)  21.14(3.51) 21.14(354) 099  1822(278) 1834(275 026
%Weight Loss (%) —7.66 (8.4) 2.75(13.49)  <0.01 @i? 067 (323)  <0.01
Arm
Circumference 23.13 (3.48) 23.06 (3.16) 0.82 22.23(2.75) 22.28(2.89) 0.79
(cm)
Calf
Circumference 3051 (3.61) 30.75(327) 052  29.94(3.71) 30.10(3.66)  0.26
(cm)
Electrical Bioimpedanciometry
Phase Angle () 478(0,72)  4.62(094) 006  544(0.95) 536(096)  0.38
Resistance /Height 390.51 390.75 0.97 415.29 424.70 025
(ohm/m) (63.02) (76.55) (98.89) (88.99)
Reac(t(‘;‘;‘frf//gfight 3244 (656) 3147 (727) 018  3892(6.56) 39.24(7.19) 071
ASMI (kg/m2)  572(0.79) 6.15(155) 009  5.65(L11) 656 (1.43)  0.01
BCMI (kg/m2)  7.33(1.29) 6.88(1.77) 007  777(1L71) 727(1.66) 0.3
Muscular Ultrasonography
REMA (cm?) 2.66 (0.89)  3.03(1.21) 0.02 3.69 (1.02)  3.73(1.09) 0.69
REMT (cm) 0.88(0.18) 095(0.23)  0.04  1.16(023) 1.16(028)  0.89
TDRF (cm) (3.0?if3?.96) (3.1?:‘?.90) 0.23 (3.03;%;.77) (3.13535.77) 0.67
Mi 049(0.10) 049(0.07) 054  0.56(0.09) 058(0.10) 021
FATi 036 (0.06) 037(0.05) 020  0.33(0.07) 031(072)  0.10
NMNFi 0.15(0.04)  0.14 (0.04) 0.32 0.10 (0.03)  0.10(0.04) 0.93
Grey Level 1811 (553)  2125(804)  <0.01 2352 (547) 2318 (491)  0.63
Penation Angle (°)  3.38(2.14) 458 (2.68)  0.02  604(344) 514(316) 026
SCFAT (cm) 0.65(0.27)  0.71(0.29) 0.04 0.73(0.36)  0.73(0.41) 0.95
Muscle Function
S tii“g‘:ﬁr(fg) (il):gf) (ﬁ.‘gg) <001  2337(7.74) 23.73(7.66)  0.73

BMI: Body Mass Index; ASMI: Appendicular Skeletal Muscle Index; BCMI: Body Cell Mass Index; REMA: rectus
femoris muscle area; REMT: rectus femoris muscle thickness; TDRF: transversal diameter rectus femoris; Mi:
Muscle to No Muscle Index; FATi: Fat to Muscle Index; NMNFi: No Muscle, No Fat to Muscle Index; SCFAT:
subcutaneous fat.

3.3. Changes in the Diagnosis of Malnutrition and Sarcopenia

Over the three-month period, the intervention resulted in a remarkable and statistically
significant reduction in the prevalence of malnutrition, dropping from 93.4% at baseline to 78.9%
(p <0.01), and in severe malnutrition, decreasing from 60.7% to 40.3% (p < 0.01; Figure 4).
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Figure 4. Differences in malnutrition and sarcopenia prevalence before and after the intervention.

* denotes a statistically significant difference between baseline and follow-up period.

Notably, patients aged >60 years showed a reduction in malnutrition from 93.8% to
80.6% (p < 0.01) and in severe malnutrition from 60.6% to 22% (p < 0.01) (Figure 5), while
patients aged <60 years only showed a reduction in malnutrition prevalence (Figure 5).
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Figure 5. Differences in malnutrition and sarcopenia prevalence before and after the intervention in

patients aged above and below 60 years. * p-value < 0.05.
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The intervention resulted in a significant reduction in the prevalence of sarcopenia
among all patients, decreasing from 19.4% at baseline to 15.5% after three months (p = 0.04;
Figure 4). Remarkably, this improvement was only observed in patients aged >60 years
(Figure 5). When we separated sarcopenia into its components, patients aged <60 years did
not have differences in dinapenia prevalence before and after intervention (start: 17.2%;
3 months: 17.2%; p = 0.61). On the other hand, patients aged >60 years showed differences
in prevalence before and after intervention (start: 36.1%; 3 months: 30.6%; p < 0.01).

3.4. Differences in Muscle US Parameters between ONS Consumption Amounts

Patients who consumed two bottles experienced a statistically significant increase in
estimated body cell mass compared to those who consumed one bottle (two bottles: +2.2%
(IQR: —3.1% to +4.72%); one bottle: —2.2% (IQR: —16.40% to +0.86%); p < 0.01). Similarly;,
these patients also showed a statistically significant percentage increase in muscle quality
index compared to those who consumed one bottle (two bottles: +4.24% (IQR: —6.24% to
+13.75%); one bottle: —5.99% (IQR: —13.33% to +9.93%); p < 0.01). Although there was a
non-significant increase in muscle quality index determined by multi-Otsu, a decrease in fat
index was observed in patients who consumed two supplements (Figure 6). No significant
differences were observed in the other parameters.

2 R
< <
w0 w0
SR
S 3 1 bottle of 200mL
W Baseline
m 3 Months
2 R
N N
Mi FATI NMNFi
*
n
2 bottles of 200mL
M Baseline
3 Months

T T A
36%
I 357%
13%
12%

Mi FATi NMNFi

Figure 6. Differences in quality index measured in muscular ultrasonography between patients
concerning oral nutritional supplement amount. Mi: muscle; FATi: fat; NMNFi: collagen, connective
tissue, and fibrosis. * p-value < 0.05.

3.5. GI Tolerance and Compliance Rate

The product exhibited good gastrointestinal (GI) tolerance. Only two patients (3.1%)
experienced diarrhoea and needed to discontinue the intervention. They consumed <25% of
the prescribed ONS. Compliance data are available for a total of 65 patients. A compliance
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rate of over 75% of the prescribed ONS was achieved by 78.5% of the sample (n = 51).
Additionally, a compliance rate between 50% and 75% was achieved by 7.7% of the sample
(n = 4), while a compliance rate between 25% and 50% was achieved by 6.2% of the sample
(n =9.2) and <25% in 6.2% of patients (n = 4) (Figure 7).

6,1%

9,2%

6’20/\

m >75% of the prescribed dose m 50-75% of the prescribed dose
m 25-50 of the prescribed dose <25% of the prescribed dose

Figure 7. Rate of compliance to the prescribed dose.

4. Discussion

In the present study, we evaluated a novel cHPHC-ONS containing high nutritional
concentration (>2.1 kcal/mL; 32¢g of protein per 200) and combining fast-acting and long-
lasting, high-quality proteins (60% whey protein; 40% casein). This single nutritional
formula addresses the specific needs of patients with DRM, who often suffer from decreased
intake and require increased protein and caloric intake within a low nutrition volume. The
high-protein content with a high load of branched-chain amino acids (BCAAs) is crucial for
muscle protein synthesis and recovery for patients with DRM, who suffer from a high risk
of sarcopenia. Additionally, the high energy and protein density of this supplement allows
for the adequate adjustment of nutrient consumption within a manageable volume, which
is vital for patient adherence.

We demonstrated that in patients at risk of malnutrition with low body weight, per-
sonalised nutritional intervention with cHPHC-ONS significantly prevented further weight
loss. It led to improvements in ASMI, area, and echogenicity of the RE. Among patients
aged >60 years, three months of cHPHC-ONS containing high-quality protein resulted in
increased muscle area and thickness, as well as increased handgrip strength. Furthermore,
the prevalence of malnutrition and sarcopenia decreased significantly three months after
initiation of the personalised nutritional intervention with cHPHC-ONS.

It should be noted that our sample had a high percentage of oncological patients.
This high prevalence of oncological patients was seen predominantly in patients aged
>60 years. Ozorio et al. studied a sample of 885 cancer patients to assess DRM (median
age = 61 years), which was highly prevalent among cancer patients [32]. The different
distribution of pathologies related to age can influence the effect of personalised nutritional
intervention on body composition. Patients with cancers have low-grade inflammation and
an influence of treatment (surgery, radiotherapy, and chemotherapy), which can interfere
with nutritional status and the response to medical nutrition support [33].

The comparison of body composition parameters between males and females showed
higher baseline muscle mass and handgrip strength in males. The DRECO study had similar
differences in terms of sex [7]; however, our sample had a higher prevalence of severe
malnutrition. In terms of muscle quality, determined by the US for assessing echogenicity,
the male patients showed higher values in percentage of muscle mass and lower values
in percentage of fat intramuscular mass compared to female patients. These findings are
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similar to those of Van Doorn et al., which showed higher values of echogenicity (i.e., lower
muscle mass) in healthy women than men [34].

We also found that the body composition parameters differed significantly between
age groups. We found a lower phase angle in patients aged >60 years, which aligns with
Mattiello et al.’s meta-analysis [35]. In the muscular US, older adults had low muscle mass
(RFMA and RFMT) and less favourable muscle quality (higher percentage of muscle fat).
These changes in muscle US were described by Rossi et al.; this study observed a low
muscle mass and a higher echogenicity in older patients, with worse results in bedridden
patients [36].

Body weight, BMI, and classic anthropometry parameters are unreliable variables
used to monitor intervention effectiveness, especially in extreme weights (low and high)
or pathologies such as cancer. These conditions are associated with changes in body
composition related to inflammation and congestion [22]. Although, in our sample, we
did not observe changes in body weight or BMI, the use of novel ONS prevented further
weight loss, which is the primary objective of nutritional interventions in patients with
DRM. These changes run in line with previous published studies. In 2022, in a study that
analysed the effect of a diabetes-specific formula in a sample mainly composed of patients
with oncologic pathology (68.3%), there was a reduction in weight loss percentage [37].
Another study from 2023, which mainly involved non-oncologic patients (82.1%), showed
similar results [38]. The study of body composition through novel techniques, such as BIA
and the muscular US, helped us monitor the changes with nutritional treatment.

BIA can help in assessing the body composition of patients with DRM. In our sample,
we observed a decrease in phase angle, but there were no changes when we stratified our
cohort according to the age groups. This lack of change across age groups may be due to
varying causes of malnutrition that can affect body composition differently. A randomised
clinical trial by Herrera A. et al. found no differences in phase angle among cancer patients
who received a hypercaloric, hyperproteic formula with different types of protein [39]. In
contrast, other studies have shown an increase in phase angle with long-term interventions.
For example, Manikam et al. reported a numerical increase in phase angle in ovarian cancer
patients undergoing chemotherapy after a six-month intervention [40]. Similarly, Cornejo-
Pareja et al. demonstrated improvements in body composition parameters measured by
BIA after six months, alongside decreased inflammatory burden. Notably, 60% of the
patients in their study had been hospitalised due to oncological surgery [41]. Although
BIA is beneficial, it is limited by the possible interference of the inflammation burden. Our
results showed that, in patients with low inflammatory burden (patients with less than
60 years), there was an increase in estimated ASMI.

The effect of the cHPHC-ONS with high-quality protein was evident in the present
study by the increased RF muscle mass (muscle area in total sample and muscle area and
muscle thickness in patients over 60 years). These results are similar to those of a previous
study of our group; in this study, we observed an increase in BMI-adjusted muscle area
in men and in patients who consumed two bottles of an ONS enriched in leucine [38].
The study of Herrera et al. did not show differences in muscle mass assessed by the US
in any group of investigation [39]. In older adults, the evidence of the effect of medical
nutrition support on muscle US is scarce. Michel et al. did not observe muscle thickness
changes in patients with progressive resistance training and increased protein intake [42].
Nevertheless, another study by Strasser et al. showed an increase in the thickness of all
quadriceps muscles in a group of patients treated with resistance training and nutritional
supplementation [43].

Sarcopenia is related to muscle mass and quality. Our study observed increased
quality parameters of muscle US (pennation angle, grey level, and muscle thickness)
and handgrip strength in older patients (over 60 years). Quality parameters of muscle
US (pennation angle) and muscle strength in older patients increase in patients treated
with protein supplementation with calcium 3-hydroxy-B-methylbutyrate (CaHMB) and
exercise training in some studies [44,45]. Increased handgrip strength has been observed in
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older patients with a high protein intake associated with exercise training. In our study,
we increased protein intake and usual education in diet and exercise, which has been
previously reported to improve muscle mass in older adults [46].

Al-based US imaging systems can help assess muscle mass and quality, avoiding hu-
man mistakes [23]. Quality parameters such as echogenicity of muscle and its relationship
with echo architecture seem to be related to muscle function in patients with DRM [7],
neurological patients [47] and older adults [48]. Previous reports demonstrated that the
Al-based US assessment of RF muscle achieved high reliability and consistency [23]. These
parameters can be used to evaluate the presence of sarcopenia and changes with nutritional
treatment. Patients with lower age had more heterogeneous architecture and a higher
percentage of muscle. In patients aged >60 years, intervention with cHPHC-ONS with
high-quality protein led to a greater heterogeneity determined by grey level than those
with younger age. In patients who consumed two bottles of ONS, we found an increase in
the percentage of muscle mass relative to fat mass, as determined by the multi-thresholding
algorithm. This finding aligns with previous research demonstrating that consuming two
bottles of hypercaloric, leucine-enriched ONS increases muscle mass in patients undergoing
medical nutritional treatment [38].

After the intervention, the patients had a lower prevalence of malnutrition and severe
malnutrition, as assessed by GLIM criteria, and a reduction in sarcopenia prevalence. These
findings were more consistent in patients older than 60 years. These results are similar to
those of our studies with another hypercaloric hyperproteic supplementation, but these
data were collected in a population with a lower rate of severe malnutrition [37].

The main strengths of our study are the use of novel ONS and advanced assessment
techniques, such as muscular US and BIA, to assess the effectiveness of nutritional inter-
ventions in a population with severe DRM. To the best of our knowledge, limited evidence
exists in real clinical practice regarding the effectiveness of this novel cHPHC-ONS, which
contains a blend of fast-acting (60% whey protein and intrinsic leucine) and long-lasting
(40% casein protein) high-quality proteins with all the spectrum of essential and BCAAs, to
improve nutritional status and accelerate protein synthesis in these patients. During the
three-month follow-up period, a high proportion of patients, 61 out of 65 (93.85%), demon-
strated ongoing adherence to the prescribed therapeutic regimen by continuing to consume
the supplement. Notably, only two patients (3.1%) experienced gastrointestinal symptoms
(diarrhoea) and subsequently switched to an alternative ONS. Another strength is the use
of an Al-based method to evaluate US imaging. However, the present study is limited
by being a single-arm study with no control group; the main reason for this design is the
scarcity of evidence with this type of ONS and the need to develop it. Our sample was also
heterogeneous regarding underlying pathologies that caused malnutrition. Additionally,
the inflammation burden can interfere with the results of phase angle and other components
of body composition; however, this is a limitation in real-practice community-dwelling
studies. Future studies are needed to evaluate the real effect of nutritional support. It
is necessary to conduct randomised control trials with enteral formulas and to evaluate
the effects with diagnostic tests that can be performed in routine clinical practice from a
morphofunctional assessment point of view.

5. Conclusions

The present study supports the efficacy of the novel concentrated high-protein
(32 g/200 mL), high-calorie (>2.1 kcal/mL) oral nutritional supplement featuring a blend
of fast- and slow-acting proteins (60% whey protein and 40% casein) in patients with
disease-related malnutrition and sarcopenia. The results demonstrated a remarkable and
statistically significant reduction in the prevalence of malnutrition, severe malnutrition,
and sarcopenia, along with the prevention of further weight loss. Additionally, there was a
notable increase in muscle mass, muscle quality, and overall muscle strength. Such findings
underscore the effectiveness of personalised nutritional interventions using cHPHC-ONS
in patients at high risk of severe malnutrition. Importantly, it was noted that individuals
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over 60 years of age, especially those who diligently adhered to the regimen of consuming
two bottles daily, experienced the most significant benefits from the nutritional supplement.
The implementation of morphofunctional assessment to monitor the nutritional status in
our cohort allowed for a comprehensive understanding of changes in body composition
beyond traditional anthropometric measures, further elucidating the impact of personalised
medical nutrition therapy. While these outcomes are highly promising, further studies are
needed to confirm our findings.

Supplementary Materials: The following supporting information can be downloaded at https:
/ /www.mdpi.com/article/10.3390/nu16183136/s1, Table S1: Composition of high-protein energy-
dense oral nutrition supplement (ONS) used as an intervention. Table S2: Differences in morphofunc-
tional variables in function of age (more or less than 60 years).

Author Contributions: ].J.L.-G. contributed to conceptualisation, investigation, methodology, and
writing the original draft; D.P.-M. contributed to funding acquisition/resources; A.C. contributed
to investigation; O.L.-]. contributed to methodology; E.J.G. contributed to analyses/visualisation;
P.P-L. contributed to writing the original draft; R.J.S. contributed to critical review/editing; B.R.B.
contributed to supervision; J.G.G. contributed to investigation; and D.A.D.L.R. contributed to concep-
tualisation, investigation, methodology, and writing the original draft. All authors have read and
agreed to the published version of the manuscript.

Funding: The study was conducted independently by the research team, and the results were reported
in an unbiased and objective manner. We are pleased to disclose that this study has been funded by
Nestlé Health Science. However, it is important to note that the funding provided by Nestlé Health
Science was solely for the purpose of hiring a medical writer and covering the publication costs and
had no influence on the study protocol, execution, or analysis of results.

Institutional Review Board Statement: The study was approved by the Medical Research Ethics
Committee of the East Valladolid Area and registered as a clinical trial under code PI 22-2559.

Informed Consent Statement: All patients signed the written informed consent before enrolment.

Data Availability Statement: The data supporting this study’s findings are available from the
corresponding author upon reasonable request.

Acknowledgments: Content Ed Net Switzerland provided medical writing and editorial support
in preparing this paper. The authors would like to acknowledge Nestlé Health Science for their
review and comments on the manuscript. The authors retain full control of the manuscript content,
decision-making authority, and the final version submitted for publication.

Conflicts of Interest: ].J.L. has received support for the development of the present manuscript by
Nestlé Healthcare. ].J.L. has received payment or honoraria for lectures, presentations, participation
in speakers’ bureaus, manuscript writing, or educational events from Nestlé Healthcare, Vegenat
Healthcare, Abbott Nutrition, Persan Pharma, Adventia Pharma, and Nutricia. Additionally, J.J.L.
has been supported for attending meetings and/or travel by Adventia Pharma, Nutricia, and Persan
Pharma. Furthermore, ].J.L. has participated on Data Safety Monitoring Boards or Advisory Boards
for Abbott Nutrition, Nutricia, Persan Pharma, Vegenat Healthcare, and Nestlé Healthcare. The other
authors have no conflicts of interest to declare.

1. Pradelli, L.; Zaniolo, O.; Sanfilippo, A.; Lezo, A.; Riso, S.; Zanetti, M. Prevalence and Economic Cost of Malnutrition in Italy: A
Systematic Review and Metanalysis from the Italian Society of Artificial Nutrition and Metabolism (SINPE). Nutrition 2023, 108,

111943. [CrossRef]

2. de Luis, D.; Lopez Guzman, A. Nutritional Status of Adult Patients Admitted to Internal Medicine Departments in Public
Hospitals in Castilla Y Leon, Spain—A Multi-Center Study. Eur. |. Intern. Med. 2006, 17, 556-560. [CrossRef]

3.  Kaiser, M.].; Bauer, ].M.; Rdmsch, C.; Uter, W.; Guigoz, Y.; Cederholm, T.; Thomas, D.R.; Anthony, P.S.; Charlton, K.E.; Maggio, M.;
et al. Frequency of Malnutrition in Older Adults: A Multinational Perspective Using the Mini Nutritional Assessment. J. Am.
Geriatr. Soc. 2010, 58, 1734-1738. [CrossRef]

4. Loépez-Gomez, ].].; Bachiller, B.R.; de Luis Roman, D. Management of Disease-Related Malnutrition: A Real-World Experience
with a Novel Concentrated High-Protein Energy-Dense Oral Nutritional Supplement. Postgrad. Med. 2024, 136, 52-59. [CrossRef]


https://www.mdpi.com/article/10.3390/nu16183136/s1
https://www.mdpi.com/article/10.3390/nu16183136/s1
https://doi.org/10.1016/j.nut.2022.111943
https://doi.org/10.1016/j.ejim.2006.02.030
https://doi.org/10.1111/j.1532-5415.2010.03016.x
https://doi.org/10.1080/00325481.2024.2307869

Nutrients 2024, 16, 3136 16 of 18

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Zugasti-Murillo, A.; Petrina-Jauregui, M.E.; Ripa-Ciaurriz, C.; Sanchez-Sanchez, R.; Villazéon-Gonzalez, F.; Faes, AGD.;
Fernandez-Lopez, C.; Calles-Romero, L.; Martin-Palmero, A.; Riestra-Fernandez, M.; et al. Sedreno Study—Prevalence of
Hospital Malnutrition according to Glim Criteria, Ten Years after the Predyces Study. Nutr. Hosp. 2021, 38, 1016-1025. [CrossRef]
Meyer, F.; Valentini, L. Disease-Related Malnutrition and Sarcopenia as Determinants of Clinical Outcome. Visc. Med. 2019, 35,
282-290. [CrossRef]

de Luis Roman, D.; Garcia Almeida, ].M.; Bellido Guerrero, D.; Guzman Rolo, G.; Martin, A.; Primo Martin, D.; Garcia-Delgado,
Y.; Guirado-Pelaez, P.; Palmas, F.; Tejera Pérez, C.; et al. Ultrasound Cut-Off Values for Rectus Femoris for Detecting Sarcopenia in
Patients with Nutritional Risk. Nutrients 2024, 16, 1552. [CrossRef]

Sze, S.; Pellicori, P.; Zhang, J.; Weston, J.; Clark, A.L. The Impact of Malnutrition on Short-Term Morbidity and Mortality in
Ambulatory Patients with Heart Failure. Am. J. Clin. Nutr. 2021, 113, 695-705. [CrossRef]

Riesgo, H.; Castro, A.; Del Amo, S.; San Ceferino, M.J.; Izaola, O.; Primo, D.; Gémez Hoyos, E.; Lopez Gémez, ].].; De Luis, D.A.
Prevalence of Risk of Malnutrition and Risk of Sarcopenia in a Reference Hospital for COVID-19: Relationship with Mortality.
Ann. Nutr. Metab. 2021, 77, 324-329. [CrossRef]

Knobloch, 1.D.S.; Souza, G.C.; Machado, M.D.V.; Ribeiro, E.C.T;; Silva, EM. Association between Isolated or Combined Malnutri-
tion and Sarcopenia and Quality of Life in Heart Failure Outpatients: A Cross-Sectional Study. JPEN. ]. Parenter. Enteral Nutr.
2024, 48, 588-596. [CrossRef]

Muscaritoli, M.; Imbimbo, G.; Jager-Wittenaar, H.; Cederholm, T.; Rothenberg, E.; Di Girolamo, F.G.; Amabile, M.L; Sealy, M.;
Schneider, S.; Barazzoni, R.; et al. Disease-Related Malnutrition with Inflammation and Cachexia. Clin. Nutr. 2023, 42, 1475-1479.
[CrossRef]

Bauer, J.; Biolo, G.; Cederholm, T.; Cesari, M.; Cruz-Jentoft, A.J.; Morley, J.E.; Phillips, S.; Sieber, C.; Stehle, P.; Teta, D.; et al.
Evidence-Based Recommendations for Optimal Dietary Protein Intake in Older People: A Position Paper from the Prot-Age
Study Group. J. Am. Med. Dir. Assoc. 2013, 14, 542-559. [CrossRef]

Kuehneman, T.; Gregory, M.; de Waal, D.; Davidson, P; Frickel, R.; King, C.; Gradwell, E.; Handu, D. Academy of Nutrition
and Dietetics Evidence-Based Practice Guideline for the Management of Heart Failure in Adults. J. Acad. Nutr. Diet. 2018, 118,
2331-2345. [CrossRef]

Thomson, K.H.; Rice, S.; Arisa, O.; Johnson, E.; Tanner, L.; Marshall, C.; Sotire, T.; Richmond, C.; O’Keefe, H.; Mohammed, W.;
et al. Effectiveness and Cost-Effectiveness of Oral Nutritional Supplements in Frail Older People Who Are Malnourished or at
Risk of Malnutrition: A Systematic Review and Meta-Analysis. Lancet Healthy Longev. 2022, 3, e654—e666. [CrossRef]

Heyland, D.K,; Patel, J.; Compher, C.; Rice, TW.; Bear, D.E.; Lee, Z.Y.; Gonzalez, V.C.; O'Reilly, K.; Regala, R.; Wedemire, C.; et al.
The Effect of Higher Protein Dosing in Critically Ill Patients with High Nutritional Risk (EFFORT Protein): An International,
Multicentre, Pragmatic, Registry-Based Randomised Trial. Lancet 2023, 401, 568-576. [CrossRef]

De Luis, D.A,; 1zaola, O.; Lopez, J.J.; Torres, B.; Gomez Hoyos, E. Oral Nutritional Supplements and Taste Adherence in
Malnourished Adults Inpatients, Effect on Adhesion during Hospital Stance. Ann. Nutr. Metab. 2015, 67, 205-209. [CrossRef]
Bauer, ].M.; Mikusova, L.; Verlaan, S.; Bautmans, I.; Brandt, K.; Donini, L.M.; Maggio, M.; Mets, T.; Wijers, S.L.J.; Garthoff, J].A;
et al. Safety and Tolerability of 6-Month Supplementation with a Vitamin D, Calcium and Leucine-Enriched Whey Protein
Medical Nutrition Drink in Sarcopenic Older Adults. Aging Clin. Exp. Res. 2020, 32, 1501-1514. [CrossRef]

Niccoli, S.; Kolobov, A.; Bon, T.; Rafilovich, S.; Munro, H.; Tanner, K.; Pearson, T.; Lees, S.J. Whey Protein Supplementation
Improves Rehabilitation Outcomes in Hospitalized Geriatric Patients: A Double Blinded, Randomized Controlled Trial. J. Nutr.
Gerontol. Geriatr. 2017, 36, 149-165. [CrossRef]

Zanini, B.; Simonetto, A.; Zubani, M.; Castellano, M.; Gilioli, G. The Effects of Cow-Milk Protein Supplementation in Elderly
Population: Systematic Review and Narrative Synthesis. Nutrients 2020, 12, 2548. [CrossRef]

Trommelen, J.; Weijzen, M.E.G.; van Kranenburg, J.; Ganzevles, R.A.; Beelen, M.; Verdijk, L.B.; van Loon, L.J.C. Casein Protein
Processing Strongly Modulates Post-Prandial Plasma Amino Acid Responses in Vivo in Humans. Nutrients 2020, 12, 2299.
[CrossRef]

Dangin, M.; Boirie, Y.; Guillet, C.; Beaufrére, B. Influence of the Protein Digestion Rate on Protein Turnover in Young and Elderly
Subjects. J. Nutr. 2002, 132, 32285-3233S. [CrossRef]

Garcia-Almeida, ].M.; Garcia-Garcia, C.; Ballesteros-Pomar, M.D.; Olveira, G.; Lopez-Gomez, ].J.; Bellido, V.; Breton Lesmes,
I.; Burgos, R.; Sanz-Paris, A.; Matia-Martin, P,; et al. Expert Consensus on Morphofunctional Assessment in Disease-Related
Malnutrition. Grade Review and Delphi Study. Nutrients 2023, 15, 612. [CrossRef]

Garcia-Herreros, S.; Lopez Gomez, J.J.; Cebria, A.; Izaola, O.; Salvador Coloma, P.; Nozal, S.; Cano, ].; Primo, D.; Godoy, E.J.; de
Luis, D. Validation of an Artificial Intelligence-Based Ultrasound Imaging System for Quantifying Muscle Architecture Parameters
of the Rectus Femoris in Disease-Related Malnutrition (DRM). Nutrients 2024, 16, 1806. [CrossRef]

Elia, M. The Must Report—Nutritional Screening of Adults: A Multidisciplinary Responsibility; Malnutrition Action Group: Letchworth
Garden City, UK, 2003; pp. 1-138.

Kirk, B.; Cawthon, PM.; Arai, H.; Avila-Funes, J.A.; Barazzoni, R.; Bhasin, S.; Binder, E.E,; Bruyere, O.; Cederholm, T.; Chen, LK.;
et al. The Conceptual Definition of Sarcopenia: Delphi Consensus from the Global Leadership Initiative in Sarcopenia (GLIS). Age
Ageing 2024, 53, afae052. [CrossRef]

Cruz-Jentoft, A.J.; Bahat, G.; Bauer, J.; Boirie, Y.; Bruyére, O.; Cederholm, T.; Cooper, C.; Landi, F; Rolland, Y.; Sayer, A.A.; et al.
Sarcopenia: Revised European Consensus on Definition and Diagnosis. Age Ageing 2019, 48, 16-31. [CrossRef]


https://doi.org/10.20960/nh.03638
https://doi.org/10.1159/000502867
https://doi.org/10.3390/nu16111552
https://doi.org/10.1093/ajcn/nqaa311
https://doi.org/10.1159/000519485
https://doi.org/10.1002/jpen.2635
https://doi.org/10.1016/j.clnu.2023.05.013
https://doi.org/10.1016/j.jamda.2013.05.021
https://doi.org/10.1016/j.jand.2018.03.004
https://doi.org/10.1016/S2666-7568(22)00171-4
https://doi.org/10.1016/S0140-6736(22)02469-2
https://doi.org/10.1159/000440684
https://doi.org/10.1007/s40520-020-01519-x
https://doi.org/10.1080/21551197.2017.1391732
https://doi.org/10.3390/nu12092548
https://doi.org/10.3390/nu12082299
https://doi.org/10.1093/jn/131.10.3228S
https://doi.org/10.3390/nu15030612
https://doi.org/10.3390/nu16121806
https://doi.org/10.1093/ageing/afae052
https://doi.org/10.1093/ageing/afy169

Nutrients 2024, 16, 3136 17 of 18

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

Bellido, D.; Garcia-Garcia, C.; Talluri, A.; Lukaski, H.C.; Garcia-Almeida, ].M. Future Lines of Research on Phase Angle: Strengths
and Limitations. Rev. Endocr. Metab. Disord. 2023, 24, 563-583. [CrossRef]

Sergi, G.; De Rui, M.; Veronese, N.; Bolzetta, F; Berton, L.; Carraro, S.; Bano, G.; Coin, A.; Manzato, E.; Perissinotto, E. Assessing
Appendicular Skeletal Muscle Mass with Bioelectrical Impedance Analysis in Free-Living Caucasian Older Adults. Clin. Nutr.
2015, 34, 667—-673. [CrossRef]

Hernandez-Socorro, C.R.; Saavedra, P.; Lopez-Fernandez, J.C.; Ruiz-Santana, S. Assessment of Muscle Wasting in Long-Stay ICU
Patients Using a New Ultrasound Protocol. Nutrients 2018, 10, 1849. [CrossRef]

Liao, PS.; Chen, T.S.; Chung, P.C. A Fast Algorithm for Multilevel Thresholding. J. Inf. Sci. Eng. 2001, 17, 713-727. [CrossRef]
Cederholm, T; Jensen, G.L.; Correia, M.I.T.D.; Gonzalez, M.C.; Fukushima, R.; Higashiguchi, T.; Baptista, G.; Barazzoni, R.;
Blaauw, R.; Coats, A.; et al. GLIM Criteria for the Diagnosis of Malnutrition—A Consensus Report from the Global Clinical
Nutrition Community. Clin. Nutr. 2019, 38, 1-9. [CrossRef]

Ozorio, G.A.; Ribeiro, L.M.K.; Santos, B.C.; Bruzaca, W.ED.S.; Da Rocha, G.D.G.V.; Marchi, L.M.D.E; Santos, EM.; Alves De
Almeida, M.M.E; Kulcsar, M.A.V,; Junior, U.R; et al. Exploring the Use of the GLIM Criteria to Diagnose Malnutrition in Cancer
Inpatients. Nutrition 2023, 116, 112195. [CrossRef]

Muscaritoli, M.; Arends, J.; Bachmann, P,; Baracos, V.; Barthelemy, N.; Bertz, H.; Bozzetti, E.; Hiitterer, E.; Isenring, E.; Kaasa, S.;
et al. ESPEN Practical Guideline: Clinical Nutrition in Cancer. Clin. Nutr. 2021, 40, 2898-2913. [CrossRef]

van Doorn, J.L.M.; Wijn{jes, J.; Saris, C.G.J.; Ottenheijm, C.A.C.; van Alfen, N.; Doorduin, J. Association of Diaphragm Thickness
and Echogenicity with Age, Sex, and Body Mass Index in Healthy Subjects. Muscle Nerve 2022, 66, 197-202. [CrossRef]
Mattiello, R.; Amaral, M.A.; Mundstock, E.; Ziegelmann, PK. Reference Values for the Phase Angle of the Electrical Bioimpedance:
Systematic Review and Meta-Analysis Involving More than 250,000 Subjects. Clin. Nutr. 2020, 39, 1411-1417. [CrossRef]

Rossi, A.P.; Babbanini, A.; Del Monte, L.; Vantini, G.; Stabile, G.; Urbani, S.; Fantin, F.; Zoico, E.; Zamboni, M.; Mazzali, G. The
Role of Ultrasound Muscle Parameters for Myosteatosis and Myofibrosis Measurement in Young, Older, and Obese Subjects. J.
Am. Med. Dir. Assoc. 2024, 25, 91-97. [CrossRef]

Lopez-Gémez, ].J.; Gutiérrez-Lora, C.; Izaola-Jauregui, O.; Primo-Martin, D.; Gémez-Hoyos, E.; Jiménez-Sahagun, R.; De Luis-
Roman, D.A. Real World Practice Study of the Effect of a Specific Oral Nutritional Supplement for Diabetes Mellitus on the
Morphofunctional Assessment and Protein Energy Requirements. Nutrients 2022, 14, 4802. [CrossRef]

Lopez-Gomez, ].J.; I1zaola-Jauregui, O.; Primo-Martin, D.; Gémez-Hoyos, E.; Torres-Torres, B.; Jiménez-Sahagun, R.; Pérez-Lopez,
P,; De Luis-Roman, D.A. The Morphofunctional Evaluation of Patients at Risk of Malnutrition Receiving a Leucine-Enriched
Nutritional Supplement. J. Funct. Foods 2023, 111, 105896. [CrossRef]

Herrera-Martinez, A.D.; Leén Idougourram, S.; Muifioz Jiménez, C.; Rodriguez-Alonso, R.; Alonso Echague, R.; Chica Palomino,
S.; Sanz Sanz, A.; Manzano Garcia, G.; Galvez Moreno, M.A ; Calafias Continente, A.; et al. Standard Hypercaloric, Hyperproteic
vs. Leucine-Enriched Oral Supplements in Patients with Cancer-Induced Sarcopenia, a Randomized Clinical Trial. Nutrients 2023,
15,2726. [CrossRef]

Manikam, N.; Andrijono, A.; Witjaksono, F; Kekalih, A.; Sunaryo, J.; Widya, A.; Nurwidya, F. Dynamic Changes in Body
Composition and Protein Intake in Epithelial Ovarian Cancer Patients Undergoing Chemotherapy: A Preliminary Study. Asian
Pac. J. Cancer Prev. 2024, 25, 555-562. [CrossRef]

Cornejo-Pareja, I.; Ramirez, M.; Camprubi-Robles, M.; Rueda, R.; Vegas-Aguilar, LM.; Garcia-Almeida, ].M. Effect on an Oral
Nutritional Supplement with 3-Hydroxy-B-Methylbutyrate and Vitamin D on Morphofunctional Aspects, Body Composition,
and Phase Angle in Malnourished Patients. Nutrients 2021, 13, 4355. [CrossRef]

Michel, ].; Lievense, K.; Norton, S.; Costa, J.; Alphin, K.; Bailey, L.; Miller, G. The Effects of Graded Protein Intake in Conjunction
with Progressive Resistance Training on Skeletal Muscle Outcomes in Older Adults: A Preliminary Trial. Nutrients 2022, 14, 2739.
[CrossRef]

Strasser, E.M.; Franzke, B.; Hofmann, M.; Schober-Halper, B.; Oesen, S.; Jandrasits, W.; Graf, A.; Ploder, M.; Bachl, N.; Quittan,
M.; et al. Resistance Training with or without Nutritional Supplementation Showed No Influence on Muscle Thickness in
Old-Institutionalized Adults: A Secondary Analysis of the Vienna Active Ageing Study. Eur. J. Phys. Rehabil. Med. 2022, 58,
646—654. [CrossRef]

Din, U.S.U,; Brook, M.S.; Selby, A.; Quinlan, J.; Boereboom, C.; Abdulla, H.; Franchi, M.; Narici, M.V,; Phillips, B.E.; Williams, ].W.;
et al. A Double-Blind Placebo Controlled Trial into the Impacts of HMB Supplementation and Exercise on Free-Living Muscle
Protein Synthesis, Muscle Mass and Function, in Older Adults. Clin. Nutr. 2019, 38, 2071-2078. [CrossRef]

Alcazar, J.; Losa-Reyna, J.; Rodriguez-Lopez, C.; Navarro-Cruz, R.; Alfaro-Acha, A.; Ara, I.; Garcia-Garcia, FJ.; Alegre, LM,;
Guadalupe-Grau, A. Effects of Concurrent Exercise Training on Muscle Dysfunction and Systemic Oxidative Stress in Older
People with COPD. Scand. J. Med. Sci. Sports 2019, 29, 1591-1603. [CrossRef]

Kirwan, R.P; Mazidi, M.; Rodriguez Garcia, C.; Lane, K.E.; Jafari, A.; Butler, T.; Perez de Heredia, F.; Davies, 1.G. Protein
Interventions Augment the Effect of Resistance Exercise on Appendicular Lean Mass and Handgrip Strength in Older Adults: A
Systematic Review and Meta-Analysis of Randomized Controlled Trials. Am. J. Clin. Nutr. 2022, 115, 897-913. [CrossRef]


https://doi.org/10.1007/s11154-023-09803-7
https://doi.org/10.1016/j.clnu.2014.07.010
https://doi.org/10.3390/nu10121849
https://doi.org/10.6688/JISE.2001.17.5.1
https://doi.org/10.1016/j.clnu.2018.08.002
https://doi.org/10.1016/j.nut.2023.112195
https://doi.org/10.1016/j.clnu.2021.02.005
https://doi.org/10.1002/mus.27639
https://doi.org/10.1016/j.clnu.2019.07.004
https://doi.org/10.1016/j.jamda.2023.05.012
https://doi.org/10.3390/nu14224802
https://doi.org/10.1016/j.jff.2023.105896
https://doi.org/10.3390/nu15122726
https://doi.org/10.31557/APJCP.2024.25.2.555
https://doi.org/10.3390/nu13124355
https://doi.org/10.3390/nu14132739
https://doi.org/10.23736/S1973-9087.22.06436-X
https://doi.org/10.1016/j.clnu.2018.09.025
https://doi.org/10.1111/sms.13494
https://doi.org/10.1093/ajcn/nqab355

Nutrients 2024, 16, 3136 18 of 18

47. Loépez-Goémez, ].J.; Izaola-Jauregui, O.; Almansa-Ruiz, L.; Jiménez-Sahagun, R.; Primo-Martin, D.; Pedraza-Hueso, M.I.; Ramos-
Bachiller, B.; Gonzalez-Gutiérrez, J.; De Luis-Roman, D. Use of Muscle Ultrasonography in Morphofunctional Assessment of
Amyotrophic Lateral Sclerosis (ALS). Nutrients 2024, 16, 1021. [CrossRef]

48. Sanz-Paris, A.; Gonzalez-Fernandez, M.; Hueso-Del Rio, L.E.; Ferrer-Lahuerta, E.; Monge-Vazquez, A.; Losfablos-Callau, E;
Sanclemente-Hernandez, T.; Sanz-Arque, A.; Arbones-Mainar, ].M. Muscle Thickness and Echogenicity Measured by Ultrasound
Could Detect Local Sarcopenia and Malnutrition in Older Patients Hospitalized for Hip Fracture. Nutrients 2021, 13, 2401.
[CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.3390/nu16071021
https://doi.org/10.3390/nu13072401

	Introduction 
	Methods 
	Study Desing and Eligibility Criteria 
	Nutritional Intervention 
	Study Variables 
	Study Endpoints 
	Statistical Analysis 

	Results: 
	Baseline Characteristics of the Included Patients 
	Evolution of Morphofunctional Assessment Variables 
	Changes in the Diagnosis of Malnutrition and Sarcopenia 
	Differences in Muscle US Parameters between ONS Consumption Amounts 
	GI Tolerance and Compliance Rate 

	Discussion 
	Conclusions 
	References

