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Abstract

Muscle loss alone, or in the context of sarcopenia or cachexia, is a prevalent condition and a predictor of negative out-
comes in aging and disease. As adequate nutrition is essential for muscle maintenance, a growing number of studies has
been conducted to explore the role of specific nutrients on muscle mass or function. Nonetheless, more research is
needed to guide evidence-based recommendations. This scoping review aimed to compile and document ongoing clin-
ical trials investigating nutrition interventions as a strategy to prevent or treat low muscle mass or function (strength
and physical performance), sarcopenia, or cachexia. ClinicalTrials.gov and the WHO International Clinical Trials Reg-
istry Platform were searched up to 21 April 2021 for planned and ongoing trials. Randomized controlled trials with >20
participants per arm were included based on intent to explore the effects of nutrition interventions on muscle-related
outcomes (i.e. muscle mass or strength, physical performance, or muscle synthesis rate) in both clinical and non-clinical
conditions (i.e. aging). Two reviewers independently screened records for eligibility, and a descriptive synthesis of trials
characteristics was conducted. A total of 113 trials were included in the review. Most trials (69.0%) enroll adults with
clinical conditions, such as cancer (19.5%), obesity and metabolic diseases (16.8%), and musculoskeletal diseases
(10.7%). The effects of nutrition interventions on age-related muscle loss are explored in 31% of trials. Although nu-
trition interventions of varied types were identified, food supplements alone (48.7%) or combined with dietary advice
(11.5%) are most frequently reported. Protein (17.7%), amino acids (10.6%), and f-hydroxy-S-methylbutyrate (HMB,
6.2%) are the top three food supplements’ nutrients under investigation. Primary outcome of most trials (54.9%) con-
sists of measures of muscle mass alone or in combination with muscle strength and/or performance (as either primary
or secondary outcomes). Muscle strength and physical performance are primary outcomes of 38% and 31.9% of the tri-
als, respectively. These measurements were obtained using a variety of techniques. Only a few trials evaluate muscle
synthesis rate either as a primary or secondary outcome (5.3%). Several nutrition studies focusing on muscle, sarcope-
nia, and cachexia are underway and can inform future research in this area. Although many trials have similar type of
interventions, methodological heterogeneity may challenge study comparisons, and future meta-analyses aiming to
provide evidence-based recommendations. Upcoming research in this area may benefit from guidelines for the assess-
ment of therapeutic effects of nutrition interventions.
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Introduction

Loss of muscle mass with or without loss of function (i.e.
muscle strength or physical performance) can occur naturally
with aging or in the context of acute and chronic diseases.™?
Although the prevalence of low muscle mass and sarcopenia
(i.e. low muscle mass and function) may differ according to
the diagnostic criteria used, recent pooled analyses revealed
that these conditions are highly prevalent among commu-
nity-dwelling® and hospitalized older adults* as well as pa-
tients with lung diseases,® liver cirrhosis,® cancer,” and
other diseases.®° Patients may also lose muscle in the pres-
ence of obesity (i.e. sarcopenic obesity) or without changes in
body weight.**™** Low muscle mass is also a defining criterion
of cachexia, which is a catabolic condition further character-
ized by severe weight loss with or without loss of fat mass
and inflammation due to underlying diseases, with devastat-
ing consequences for patients.'**®

Given the mechanical, structural, and metabolic functions
of skeletal muscle, a growing body of evidence indicates that
low muscle mass is associated with adverse outcomes and in-
creased healthcare costs.'”*® For instance, having low muscle
is a predictor of infection risk, length of hospital stay, read-
mission, hospital complications, reduced physical function,
and mortality.*®72° Thus, effective management strategies
that can prevent and treat muscle loss are necessary to opti-
mize health outcomes.

Adequate supply of protein and energy are essential to
maintain muscle mass and promote its synthesis.?! Several
clinical trials have been conducted to investigate the role of
nutrition interventions, including protein and other nutrients,
in countering muscle loss. As summarized in a recent
umbrella review of studies in older adults without acute or
chronic diseases, long-term interventions (>24 weeks)
combining protein supplementation and resistance training
showed a positive effect on both muscle mass and strength?%;
increased muscle mass was also observed with leucine (in
those with sarcopenia only) or f-hydroxy-$-methylbutyrate
(HMB) supplements as well as with concurrent creatine sup-
plementation and resistance training.>?> Notably, omega-3
fatty acids are also a promising nutrient under consideration
for improved muscle health in older adults and clinical
conditions.?>?* Furthermore, recent research has shown
evidence of beneficial effects of HMB supplementation on
muscle mass and strength in a variety of clinical conditions.?*

Much research is needed to advance our understanding on
the impact of nutrition intervention trials in muscle, sarcope-
nia, and cachexia. For example, given the paucity of studies
reporting on post-intervention follow-up assessment, long-
term effectiveness remains to be established.?” Little is also
known regarding the role of multi-ingredient supplements
and nutrition interventions across individuals and diseases
states.??22627 Findings are often underpowered to detect
differences in muscle mass changes, and heterogeneity

across studies (e.g. dose, frequency, and duration of interven-
tions) preclude a comprehensive comparison  of
results.?>?732  Furthermore, the number of studies is
relatively small (particularly in clinical populations), often
lack measures of dietary intake and adherence and are
limited by the methodological challenges to assess muscle
parameters.?>31739

In view of these limitations, and the rapid growing interest
in the field, we conducted a scoping review with the overall
aim of documenting ongoing registered randomized clinical
trials (RCTs) on nutrition interventions as a strategy to pre-
vent or treat low muscle mass or function, sarcopenia, or ca-
chexia, to help inform future research.?”’” Our specific
objectives were to identify the types of nutritional interven-
tions being explored, the range of diseases or conditions as-
sociated with low muscle mass or function, sarcopenia, or
cachexia, as well as primary and secondary outcomes being
studied. This scoping review may provide a basis for planning
future studies, reducing duplication efforts, and advancing
knowledge translation to improve patients’ outcomes.

Methods
Search strategy and eligibility criteria

The search was conducted in two clinical trials registries, the
ClinicalTrials.gov and the World Health Organization Interna-
tional Clinical Trials Registry Platform (WHO ICTRP), on 20
January 2021 and updated on 21 April 2021 for planned
and ongoing RCTs. The WHO ICTRP is a search portal that
allows a single point of access to several primary source
registries globally.*® We used a combination of terms related
to muscle, sarcopenia, cachexia, and nutrition interventions
in standard search interfaces (Supporting Information,
Table S1), given their greater sensitivity than advanced
searches.* We piloted and adapted the search string by
deleting terms not adding results; terms related to exercise
interventions were not included as it was not our aim to
report studies on exercise interventions alone. Results were
downloaded and exported into a spreadsheet (Microsoft Ex-
cel®), and duplicates removed using the ‘Remove Duplicates’
feature. Two reviewers independently screened trial details
for the eligibility criteria (Table S2); disagreements were
solved by a third reviewer. An additional search in the source
registry (e.g. Clinical Trials Registry - India, The Netherlands
Trial Register) of each eligible trial was conducted (on 10
May 2021) to identify potential updates after the initial
search date. If the latter occurred, modifications were re-
corded, and trials with status updated to being completed
were excluded. On the same day, a search was carried out
in PubMed, Google, and Google Scholar using the trial
identification number to assess if eligible trials had recently
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published their findings as original manuscripts or conference
abstracts; trials with full findings (but not preliminary results
based on participant enrolment) were excluded. After
reviewing the records, at least three attempts were made
to contact corresponding authors (by email) to acquire miss-
ing information on population, study design, interventions,
and outcomes. If authors failed to respond, only those trials
not clearly reporting the type of nutrition intervention were
excluded (Table S3).

Data extraction and synthesis

Information on trial characteristics was primarily extracted
from the source registries or through direct communications
with corresponding authors. Trials with published protocols
were also reviewed for relevant information if information
was missing in the registry. Websites of nutritional supple-
ment companies were consulted for details on supplement
composition when needed. From these sources, we collected
data on population characteristics, study design, interven-
tional approach, primary and secondary outcomes, and other
information (Table S4). Only those outcomes related to mea-
sures of muscle mass (i.e. quantity), muscle synthesis rate
(assessed by muscle biopsy), and muscle function (i.e. muscle
strength and physical performance) were retrieved. Search
results were described using the Preferred Reporting Items
for Systematic Reviews and Meta-Analysis (PRISMA) flow
diagram.*>*® As reported below, trials were explored accord-
ing to interventions and outcome measures as well as
stratified by study population.

Interventions

Trials were sorted by type of nutrition intervention, food sup-
plement, dietary advice, and multimodal interventions being
provided to participants in the experimental arm. Nutrition
interventions were categorized as food supplements, food
modification, food products, fortified food products, and oral
nutritional supplements (ONS) according to the definitions
proposed by the European Society for Clinical Nutrition and
Metabolism (ESPEN)® (Table 1). The category ‘dietary advice’
was created to accommodate those trials providing
participants with either dietary advice (by heath care
providers, research staff, or self-help sources) or counselling
(by registered dietitians/nutritionists). We understand the
limitations of using the terms ‘advice’ and ‘counselling’
interchangeably as they may differ in terms of the nature of
intervention (e.g. nutrition education provided in-person or
using written information material vs. individualized
person-centred counselling), person delivering the interven-
tion, length and type of follow up, and aims of intervention.
Although we have attempted to extract these details when
available (Table S5), we opted to not report nor evaluate
these due to missing information in many trials.

Food supplements were grouped based on the main nutri-
ent component or derivatives/ingredients [e.g. proteins,
amino acids, B-hydroxy-f-methylbutyrate (HMB), creatine,
botanicals, and vitamins]. As all proteins are composed of
amino acids, we classified as ‘amino acid supplements’ only
those interventions that described its amino acid composition
[e.g. essential amino acids, branched-chain amino acids
(BCAA)]. Botanical supplements were defined as those food
supplements made from plants, plant parts, or plant extract

Table 1 Terminology used in this scoping review to describe types of assessed nutrition interventions

Terminology Definition

Examples

Dietary advice

research staff, or self-help sources.
Food product

Advice or counselling on healthy food choices
provided by dietitians, health care providers,

Nutritional counselling, education sessions,
support group, instructions provided via phone
and written educational material.

Food modification

Fortified food

Food supplement

Oral nutritional

supplements

Specialized oral nutritional
supplements

Any food with nutrients and/or other substances
that fulfils nutritional requirements.

Adjustments in the content of macronutrients and/
or micronutrients in the diet according to an eating
plan to achieve nutritional goals specific to
conditions or disorders.

Addition of nutrients to food products to increase
energy or nutrient density.

Food products with concentrated source of
nutrients (single or mixed) or other substances
that are used to supplement normal diet. They
are sold in several dose forms and are to be
consumed in measured small quantities.'®

Energy and nutrient-dense solutions prepared as
drinks or added to drinks and foods to be
consumed orally when diet alone is insufficient to
meet daily nutritional requirements.'®

Nutrient specific ONS designed with
anti-inflammatory ingredients or amino acid
metabolites.

Dairy products (e.g. milk, cheese, and yogurt),
meat, eggs, high-carbohydrate snacks.
High-protein diet, Mediterranean diet, diet that
meets individual energy needs, energy-restricted
diet, diet for diabetes.

Chocolates enriched with leucine, food products
enriched with protein.

Whey protein, creatine, vitamins, amino acid
mixture, BCAA, pre—/probiotics, HMB, omega-3
fatty acids, botanic dietary supplements.

High-protein ONS, high-energy ONS.

HMB-enriched ONS, omega-3 enriched ONS.

BCAA, branched-chain amino acids; HMB, B-hydroxy-p-methylbutyrate; ONS, oral nutritional supplement.
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with the intent of supplementing the diet despite whether
they met official definitions for dietary supplements within
the country regulating the trial. Oral nutritional supplements
(ONS) were classified based on the presence of specific nutri-
ents (i.e. omega-3 fatty acids) or ingredients (i.e. HMB) as
specialized ONS**; those ONS not containing any of these
specific nutrients or ingredients were classified simply as
‘ONS’ or ‘high-protein ONS’. Due to missing information from
one trial, we were unable to classify ‘Chinese medicine made
diet” within any of the proposed nutrition intervention cate-
gories; this trial was reported separately. For synthesis pur-
poses, multimodal interventions (defined as nutritional
interventions combined with other approaches targeting
muscle mass) were classified into exercise (i.e. aerobic and
resistance training and physical activity programmes), physi-
cal rehabilitation (i.e. physical therapy and electrical muscle
stimulation), and drug therapy (i.e. testosterone). We also de-
scribed whether patients are receiving treatment for their
clinical conditions, such as surgery (i.e. solid organ transplant,
cancer surgery, bariatric surgery, and orthopaedic surgery),
drug therapy (i.e. chemotherapy and androgen deprivation
therapy), or psychological therapy.

Outcome assessment

Trials were grouped according to the type of outcome
measure (primary vs. secondary as reported in the registry),
category of muscle-related outcomes [i.e. muscle mass, mus-
cle synthesis rate, and muscle function (i.e. muscle strength,
and physical performance)], and assessment methods. For
muscle mass assessment, trials were grouped based on the
body composition technique [e.g. dual-energy X-ray absorpti-
ometry (DXA), CT, and ultrasound] or anthropometric
approach being employed. Due to lack of information in
some studies, trials using bioimpedance techniques [e.g.
bioimpedance electrical analysis (BIA) or bioimpedance spec-
troscopy] were hereby reported using the abbreviation ‘BIA’,
although we understand that differences between tech-
niques do exist, especially in terms of approaches used to es-
timate muscle mass.* Given the diversity of approaches used
to assess muscle strength, we grouped techniques into hand-
grip strength (HGS), one-repetition maximum (1-RM) test,
and upper body strength or lower body strength (indepen-
dently whether measures are obtained using isometric or
isokinetic dynamometry). Likewise, physical performance
tests were grouped into gait speed tests [e.g. 6 min walking
test (6MWT), 6 m walk test, and 10 m walk test], short phys-
ical performance battery (SPPB), timed up and go (TUG), chair
raise tests (e.g. chair stand, 30 s chair stand test, and sit to
stand test), balance, stair climb, and VO,ax. We considered
a category of muscle-related outcome as a ‘primary outcome’
for trials evaluating primary and secondary outcomes concur-
rently within the same category of muscle-related outcome
but using different assessment methods. Readers are re-

ferred to data reported in Table S4 if a different analysis is
deemed necessary.

Study population

Trials were classified as including participants with clinical
conditions (i.e. acute or chronic conditions) and non-clinical
conditions (i.e. aging with or without low muscle mass or
function or sarcopenia). Trials enrolling participants with clin-
ical conditions were further grouped based on the type of
clinical conditions (e.g. cancer, obesity, chronic kidney dis-
ease, and musculoskeletal diseases). We also classified trials
according to the presence of low muscle mass or function
or sarcopenia (i.e. low muscle mass combined with low mus-
cle function) in both clinical and non-clinical conditions; ca-
chexia was reported in clinical conditions as per trial
definitions. The presence of weight loss, malnutrition, and
frailty were described as these relate to muscle health.

Results

A total of 2210 records were identified through the electronic
searches (Figure S1). Of these, 132 were deemed eligible and
were assessed for study status updates and completeness
of information. Fifteen records were excluded due to changes
in study status. Although most corresponding authors
responded to our inquiries (46 out of 72 emails sent), five re-
cords were excluded as we were unable to determine the
type of nutrition intervention from the information provided
(Table S3). A total of 112 records remained eligible and were
therefore included. Two different studies were registered un-
der the same trial identification number (RBR-9snttn; http://
ensaiosclinicos.gov.br/rg/RBR-9snttn) and are therefore
hereby treated as separate clinical trials. Thus, a total of
113 trials were analysed in this scoping review. For consis-
tency, description of the trials is presented as ongoing,
despite recruitment status reported in registries (e.g.
recruiting, enrolling by invitation, and not yet recruiting).

Overall characteristics of included trials

Trials are being conducted in 27 countries, with many regis-
tered between 2018 and 2020 (Figure 1A and 1B). Relative
to the total number of studies (n = 113), most trials (69.0%)
enrol adults with clinical conditions, and the remaining
(31.0%) enrol older adults with non-clinical conditions. The
presence of low muscle mass (5.3%) or function (2.7%) alone,
sarcopenia (9.7%), and pre-cachexia or cachexia (2.7%) are
reported as inclusion criteria. About 69% of trials are ran-
domizing participants to two intervention arms using a paral-
lel assignment; of all trials, most are open-label (26.5%),
single-blinded (25.7%), or double-blinded (21.2%) (Figure
1C). Two trials report having a pragmatic design. The smallest

Journal of Cachexia, Sarcopenia and Muscle 2022; 13: 1442-1459
DOI: 10.1002/jcsm.12954


http://ensaiosclinicos.gov.br/rg/RBR-9snttn
http://ensaiosclinicos.gov.br/rg/RBR-9snttn

1446 C.E. Orsso et al.
(A) ,_ ® -
) o 22 1
Y 520
s @ g1 10
§10 5 6 5
Z 5+1 1 1
([ ] 0
Q X 0 0 A 99 O N
. S s s
Number of trials . .
Registration year
1 17

Chinese medicine made diet
Dietary advice

Dietary advice, ONS

Dietary advice, food modification
Dietary advice, food supplement
Dietary advice, food product
Dietary advice, fortified food
Food modification

Food modification, food supplement
Food modification, food product
Food modification, ONS

Food supplement

Food supplement, food product
Food product

Fortified food

ONS

ONS, food supplement

ONS, food product

Total of trials

Type of nutrition intervention

1
0
0
i
(]
(0]
(0]
(0]
(0]
(0]
(]
P
(]
0
0
(]
0
]
4

Trial design Masking approach

Number of trials

Type of intervention
M Nutrition
M Exercise
Physical rehabilitation
M Drug therapy

O §

Number of trials

(E)

\

Person providing dietary advice
B Dietitian/nutritionist

I Not reported
Other health care professional
Dietitian + other health care professional
I Dietitian + research staff
M Research staff
[l Research staff + self-help sources
| Self-help sources

Number of trials

Figure 1 Graphical summary of the overall characteristics of ongoing randomized controlled trials investigating the effects of nutrition interventions
on muscle mass or function, sarcopenia, or cachexia (N = 113). Numbers are absolute counts. (A) lllustration showing the distribution of trials according
to country of registration. As depicted above, the USA is the leading country in the number of registered trials (15.0% of all trials); Brazil (8.0%) and
Japan (8.0%) appears as the second leading countries. (B) Bar graph reporting number of trials per year of registration. (C) Heat map illustrating num-
ber of trials stratified by type of nutrition intervention, study design, and masking approaches. Colours within the heat map range from dark blue (least
frequency) to dark red (most frequency); total numbers of trials can be found in the bottom row. (D) Sunburst chart showing the distribution of trials
(in absolute counts) in which nutrition interventions (inner ring) are combined with one (middle ring) or >2 co-interventions (outer rings; multimodal
interventions). (E) Pie chart depicting how dietary advice is provided in 38 trials. Numbers placed inside of each piece of rings (in D) or pies (in E) cor-
respond to the number of trials being studied. ONS, oral nutritional supplement.

trial includes 20 participants (cross-over assignment), and the
largest trial aims to enrol 3000 participants (three-arm, paral-
lel assignment). Almost 80% of trials enrol individuals of both
sexes. The shortest and longest length of intervention are
5 days and up to 24 months (subject to change depending
on adherence to the intervention), respectively. Follow-up
upon completion of the nutrition intervention ranges from
12 weeks to up to 24 months after the start of intervention.
Multimodal interventions are reported in 47.8% of trials, with
nutritional interventions being combined with one (46.0%) or
two additional interventions (1.8%) (Figure 1D). Exercise or
physical rehabilitation are provided in both experimental
and control arms in 24.8% of trials (Tables S6 and S7).
Several approaches are used as nutrition interventions
(Figure 2). Most trials provide participants with food

supplements alone (48.7%) or combined with dietary advice
(11.5%). Of all trials, food supplements containing protein
(17.7%), amino acids (10.6%), and HMB (6.2%) are the top
three under investigation (Figure 3). Whey protein is the most
reported protein type in food supplements (25.7% within food
supplement trials; 16.8% of all trials), with doses ranging from
20 to 47.4 g/day or as necessary to set a specific intake level
based on grams of protein per kilogram of body weight per
day. Four trials are comparing different doses of protein
across participants (Table S6 and S7). Amino acid supplements
are provided either in the form of a mixture (19.8 mg/day to
46 g/day of essential amino acids) or BCAA (12-24 g/day). Par-
ticipants receive food supplements containing HMB alone
[3 g/day of calcium HMB (Ca-HMB)] or combined with amino
acids (3.0 g/day of Ca-HMB, 14 g/day L-arginine, and 14 g/day
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Figure 2 Sunburst charts depicting the types of nutrition and multimodal interventions under investigation in ongoing randomized clinical trials in (A,
B) patients with clinical conditions (i.e. acute or chronic diseases; 78 out of 113 trials) and (C, D) older adults with non-clinical conditions (with or with-
out muscle-related conditions; 35 out of 113 trials). While the inner rings represent categories of clinical and non-clinical conditions, middle and outer
rings describe the types of nutrition and multimodal interventions that relates to each condition. Numbers placed inside of each piece of rings corre-
spond to the number of trials being studied in absolute counts. As an example of interpretation, in (A) of the 22 trials including patients with cancer, 11
provide patients with food supplements alone, 7 prescribe dietary advice (concurrent with food supplement in 4 trials or with ONS in 1 trial), 3 trials
provide ONS alone, and 1 trial prescribe food modification alone. BMI, body mass index; ONS, oral nutritional supplement.

L-glutamine). Oral nutritional supplements are provided in
13.3% of trials; of these, trials are studying the effects of
ONS enriched with HMB (2.7%) or omega-3 (2.7%) on
muscle-related outcomes. Refer to Figure 3 and Tables S6
and S7 for other supplements and dosages, respectively.
Most trials (54.0%) include measures of muscle mass
(either as primary or secondary outcome) in combination
with both muscle strength and physical performance (either

as primary or secondary outcomes) (Figure 4). Measures of
muscle mass are obtained as primary outcomes in 54.9% of
trials; of these trials (N = 62), 14.5% evaluate muscle mass
as the sole primary outcome, 25.8% combine measures of
muscle mass with muscle strength and physical performance
as primary outcomes concurrently, and 9.7% and 3.2% com-
bine measures of muscle mass with muscle strength or phys-
ical performance as a co-primary outcome, respectively.
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Figure 3 Heat map showing the distribution of ongoing randomized clinical trials studying the effects of food supplements (n = 74) and oral nutritional
supplements (n = 15) on muscle mass or function, sarcopenia, or cachexia out of 113 trials included in this scoping review. (A) Types of food supple-
ments under investigation in clinical (i.e. acute or chronic diseases; 49 out of 78 trials) and non-clinical conditions (i.e. aging with or without muscle
conditions; 25 out of 35 trials). (B) Composition of protein and amino acids supplements in clinical conditions. (C) Composition of protein and amino
acids supplements in non-clinical conditions. (D) Type of oral nutritional supplement in clinical and non-clinical conditions. Colours within the heat map
range from dark blue (least frequency) to dark red (most frequency). Value in each cell is absolute count, and the last column of each chart depicts
total counts. Note that some clinical and non-clinical conditions were omitted from the figure as they do not report nutrition interventions with food
supplements or oral nutritional supplements. BCAA, branched-chain amino acids; BMI, body mass index; Ca, calcium; CHO, carbohydrate; HMB, -hy-
droxy-B-methylbutyrate; ONS, oral nutritional supplements.
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Figure 3 Continued

Although BIA (33.6%), DXA (31.0%), and CT (12.4%) appear as
the top three body composition techniques, muscle mass is
also being estimated by anthropometry (8.0%), ultrasound
(7.1%), magnetic resonance imaging (4.4%),
air-displacement plethysmography (2.7%), Ds-creatine dilu-
tion (1.8%), peripheral quantitative computed tomography
(0.9%), and potassium counter (0.9%). Muscle strength is
measured as a primary (37.7%; of these, 11.6% assess muscle
strength as the sole primary outcome) or secondary outcome
(37.7%), and the HGS test is the most common approach
(54.9%) chosen by these trials followed by measures of lower
body strength (30.1%). Physical performance is evaluated as a
primary (31.9%; of these, 13.9% assess physical performance

as the sole outcome) or secondary outcome (34.5%) using
gait speed (34.5%), SPPB (24.8%), TUG (15.9%), and other
techniques. A small number of studies evaluate muscle syn-
thesis rate either as a primary (1.8%; only one study assesses
muscle synthesis rate as the sole outcome measure) or sec-
ondary outcome (3.5%).

Trials in clinical conditions
Cancer

Twenty-two (19.5%) trials in patients with cancer (aged
>18 years) were identified. Studies enrol 40 to 312 patients
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Figure 4 Heat map displaying outcome measures (y-axis) of 113 ongoing randomized clinical trials studying the effects of nutrition interventions on
muscle mass or function, sarcopenia, or cachexia. Trials are grouped by clinical and non-clinical conditions (x-axis). (A) Categories of muscle-related
outcomes (i.e. muscle quantity, muscle synthesis rate, muscle strength, and physical performance) stratified by types of outcomes (i.e. primary vs. sec-
ondary). (B) Anthropometric and body composition techniques being used to estimate outcomes related to muscle mass quantity. (C) Techniques being
employed to evaluate muscle strength. (D) Methods commonly used to assess physical performance; note that different tests to evaluate gait speed
and chair raise were grouped together for concision. Colours within the heat map range from dark blue (least frequency of trials) to dark red (most
frequency of trials). Value in each cell is absolute count, and the last column of each figure panel depicts total counts. Note that some trials reported
one or more concurrent primary or secondary outcomes. 1-RM, one-repetition maximum; ADP, air-displacement plethysmography; BIA, bioelectrical
impedance analysis; BMI, body mass index; CT, computed tomography; DXA, dual-energy x-ray absorptiometry; HGS, handgrip strength; MRI, magnetic
resonance imaging; NR, not reported; pQCT, peripheral quantitative computed tomography; SPPB, Short Physical Performance Battery; TUG, timed up
and go; US, ultrasound.

with a variety of cancer types (Figure 5). Seven studies dex by DXA < 7.23 kg/m? in men and <5.67 kg/m? in
include patients with concurrent pre-cachexia or cachexia women).*®

(2.7% of all studies), malnutrition (1.8%), weight loss in the Most trials provide participants with food supplements
prior month <10% (0.9%), or chemotherapy-induced periph- alone or with concurrent dietary advice, with the length of
eral neuropathy (0.9%). Only one trial described the criteria  nutrition interventions ranging from 3 weeks to 6 months. Di-
to define cachexia at registration, which was defined as etary advice differed between trials as reported in Table S5;
weight loss alone (>2%; pre-cachexia) or weight loss com- however, this information was not systematically collected
bined with low muscle mass (appendicular skeletal mass in- as discussed in the Methods section. Food supplements in-
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clude proteins, amino acids, HMB alone or combined with
amino acids, omega-3 fatty acids, creatine monohydrate,
and probiotics (Figure 3). Trials in patients with
pre-cachexia or cachexia prescribe food supplements com-
posed of whey protein, fermented soybean extract, or a
combination of BCAA and omega-3 fatty acids supplements
in addition to dietary advice with the goal of achieving a
high-protein diet. Additionally, ONS [either high-protein (in
two trials) or enriched with omega-3 fatty acids (in two
trials)], dietary advice alone, and a calorie-restricted diet
are prescribed to participants without cancer cachexia. A
summary of nutrition interventions and specific targeted
nutrients stratified by cancer type is provided in Figure 5,
and dosages are described in Table S6. Multimodal inter-
ventions include nutrition interventions in combination with
exercise or physical rehabilitation in eight trials (Figures 2B
and 5C).

Most studies assess muscle mass as a primary outcome
followed by measures of muscle strength and physical
performance as secondary outcomes (Figure 4). Techniques
most used to estimate muscle mass are BIA, DXA, and CT.
Two studies assess muscle protein synthesis rate. Handgrip
strength and gait speed appear as common approaches to
evaluate muscle strength and physical performance,
respectively.

Obesity and metabolic diseases
Eight trials (7.1%) include individuals with obesity aged 18—
80 years (Figure 6A). Of these, four trials investigate the ef-

fects of nutrition support after bariatric surgery.
Target sample sizes range from 40 to 100 participants, and
length of nutrition intervention from 8 weeks to 6 months.
Nutrition interventions include dietary advice alone or
combined with food supplements (mostly whey protein) or
high-protein ONS (Figure 6A and 6B; Table S6). Patients
being enrolled in two trials also participate in an exercise
programme in addition to the nutrition intervention
(Figure 2B).

Nine trials (8.0%) include patients with either pre-diabetes
or type 2 diabetes (Figure 6A). Target sample sizes range from
40 to 1000 participants, and length of nutrition intervention
from 10 to 52 weeks. Two studies enrol patients with type
2 diabetes and sarcopenia concurrently. Of these, only one
study described the diagnostic criteria for sarcopenia, which
includes low HGS (or gait speed) and low muscle mass (cut-
off points were not disclosed). Nutrition interventions com-
prise protein supplements, dietary advice, or high-protein
food products. A multimodal intervention with exercise or
physical rehabilitation is provided in seven of these trials.
Two studies in patients with metabolic diseases were also
identified (Figure 6A).

Most trials in obesity and metabolic diseases evaluate
muscle mass, muscle strength, physical performance or a
combination of them as primary outcomes (Figure 4). Two
clinical trials assess muscle synthesis rate as a secondary out-
come. Body composition techniques mostly reported are DXA
and BIA. Handgrip strength and gait speed are the methods
of choice in most trials to assess muscle function.
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Musculoskeletal conditions

Twelve nutrition trials (10.7%) in patients with diverse mus-
culoskeletal conditions were identified (Figure 6C), including
individuals who either have had or are awaiting orthopaedic
surgery, older adults temporarily immobilized and recovering
from an acute fracture, and adults with osteoarthritis, rheu-
matoid arthritis, or low bone mass or osteoporosis. Target
sample sizes range from 40 to 400 participants. Studies pro-
vide participants with food supplements, high-protein ONS
or ONS enriched with HMB, or food modification alone or

combined with dietary advice (Figures 2A and 3). Figure 6C
and 6D provides a summary of nutrition interventions and
food supplements stratified by musculoskeletal conditions.
Most trials collect measures of muscle mass, muscle strength,
physical performance, or a combination of them as primary
outcomes using several techniques (Figure 4).

Chronic liver diseases
Ten trials (8.9%) aim to enrol 40 to 150 patients with liver cir-
rhosis (Figure 2A). Five are being conducted in patients with
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low muscle mass (CT-based measures at L3), low muscle
strength (by HGS), or sarcopenia (by CT and HGS). Most trials
provide BCAA supplements alone or combined with dietary
advice (Figures 2A and 3B; Table S6). Trials also evaluate
the effects of HMB alone or ONS enriched with HMB in com-
bination with a low-glycaemic index carbohydrate as a late
evening snack (Figure 3; Table S6). Two studies, registered
under the same trial identification number (RBR-9snttn;
http://ensaiosclinicos.gov.br/rg/RBR-9snttn), enrol patients
on the waiting list for liver transplantation. Patients in these
studies receive a meal plan and dietary advice to achieve a
high-protein diet combined with either a leucine-enriched
food (7.5 g/day leucine; study 1) or a HMB supplement (study
2). No multimodal interventions were noted. Skeletal muscle
mass obtained by CT scans is assessed as a primary outcome
in most trials (Figure 4). Handgrip strength is evaluated as the
sole measure of muscle strength either as a primary or sec-
ondary outcome. Physical performance is assessed mostly
as a secondary outcome using either SPPB or 6MWT.

Chronic kidney diseases

Five trials (4.4%) include patients with chronic kidney dis-
eases (Figure 2A). In two kidney transplant studies, patients
receive either a preoperative multimodal intervention for
8 weeks (i.e. dietary advice combined with protein supple-
ment, exercise programme, and psychological advice) or die-
tary advice alone for 12 months with the goal to maintain
ideal body weight after surgery. Two additional trials investi-
gate the effects of food supplement alone (vitamin D) or in
the context of a multimodal intervention (omega-3 fatty acids
supplement plus ONS, exercise, and testosterone therapy) on
clinical outcomes during haemodialysis treatment (refer to
Table S6 for dosages). Furthermore, one trial uses a low-pro-
tein diet (0.6 g/kg BW/day) combined with keto-amino acids
supplements for 12 months. Muscle mass is estimated by BIA
and DXA in most trials as a secondary outcome (Figure 4). Tri-
als evaluate muscle strength either as primary or secondary
outcome by lower body strength tests and HGS. Only one
study measures VO, as @ primary outcome for physical
performance.

Lung diseases

Two trials (1.8%) enrol patients with chronic obstructive
pulmonary disease (COPD) (Figure 2A). One trial includes 90
participants with malnutrition, and patients receive ONS
and dietary advice. In another trial, 122 participants with
malnutrition and low fat-free mass are given a Chinese med-
icine made-diet. Both trials have a length of intervention of
12 weeks, and patients receive physical rehabilitation in addi-
tion to nutrition support. Outcome measures include
estimation of muscle mass by anthropometry, muscle
strength (HGS), and physical performance (6MWT) (Figure 4).

Critical illness

We identified two parallel randomized studies (1.8%) in pa-
tients with critical illness requiring mechanical ventilation
(Figure 2A, Table S6); no information on critical care setting
was provided. Target sample sizes range from 60 to 68 pa-
tients. In one study, patients receive a HMB supplement (as
a single nutrient) for up to 28 days via enteral tube feeding
or orally depending on their ability to eat. In another study,
patients receive a multimodal intervention consisting of pro-
tein supplement in combination with physical rehabilitation
and neuromuscular electric stimulation for 14 days. Primary
and secondary outcomes include measures of muscle mass
(by ultrasound), muscle strength (by HGS), and physical
performance (6MWT and SPPB) (Figure 4).

Cardiovascular diseases

Two nutrition trials (1.8%) in adults with cardiovascular dis-
eases are being conducted (Figure 2A, Table S6). In one study,
60 post-stroke patients receive whey protein and a creatine
supplement for 7 days. In the other study, 40 patients with
stable peripheral arterial disease receive creatine supplement
for 4 weeks in addition to muscle stretching. Primary
outcome includes only measures of physical performance
by either the 6MWT or TUG (Figure 4).

Multiple clinical conditions

One trial (0.9%) investigates the effects of dietary advice
combined with resistance exercise in 320 patients with
stroke, osteoporosis, chronic kidney diseases, or cancer of
any type (Figure 2A and 2B). The 3 month intervention
includes muscle mass, muscle strength, and physical perfor-
mance as concurrent primary outcomes. It is unclear whether
authors plan to conduct separate analysis by disease group.

Low testosterone

We also identified one trial (0.9%) including 196 older men
with low serum testosterone (<10 nmol/L) (Figure 2A and
2B). Participants in the experimental arm are given protein
supplement and vitamin D after every exercise session for
16 weeks. They also receive testosterone injection. Primary
outcome assessment includes measures of physical perfor-
mance, and secondary outcome assessment includes muscle
mass and muscle strength (Figure 4).

Inflammatory bowel disease

One trial (0.9%) in patients with Crohn’s disease and ulcera-
tive colitis was identified (Figure 2A). The trial has a
three-arm parallel design and includes 75 patients of both
sexes. Dietary advice targets a high-protein diet (1.5 g/kg
BW/day) combined with whole-body electromyostimulation
for 12 weeks. Primary outcome includes estimates of muscle
mass (by BIA), and secondary outcomes include muscle
strength (HGS and lower limb strength), and physical perfor-
mance (6MWT) (Figure 4).
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Hospitalized patients

In one trial (0.9%), 80 hospitalized older adults receive whey
protein supplement in combination with testosterone
injection for 30 days (Figure 2A and 2B; Table S6). Physical
performance is assessed by the SPPB test as a primary out-
come and muscle mass by HGS as a secondary outcome.

Trials in non-clinical conditions

Older adults without muscle or health conditions

Nineteen trials (16.8%) are recruiting 20 to 3000 middle-aged
and older adults (>40 years old) without co-morbidities, low
muscle mass or function, sarcopenia, or cachexia (Figure 2C).
Participants receive food supplements, high-protein or
HMB-enriched ONS, or high-protein food products. Most tri-
als provide botanicals, protein, and vitamin supplements; a
description of food supplements and dosage are provided in
Figure 3 and Table S7. Dietary advice is provided alone or
integrated to other nutrition interventions aiming to either
increase protein intake or promote a Mediterranean eating
pattern. Nutrition interventions are accompanied by exercise
or physical activity programmes in 12 trials (Figure 2D).
Length of nutrition intervention range between 5 days (acute
bed rest intervention) and 12 months. One trial plan to ex-
tend the nutrition intervention up to 24 months if adherence
to the programme is high. Most trials assess muscle mass as a
secondary outcome using BIA and DXA (Figure 4). Muscle
strength is evaluated mainly as a primary outcome, using
HGS or lower body strength. Researchers also assess physical
performance either as a primary or secondary outcome; most
trials use the SPPB test.

Older adults with low muscle mass or function, or sarcopenia
Ten trials (8.9%) enrol between 52 to 200 older adults with
low muscle mass or function, or sarcopenia (Figure 2C). Sar-
copenia is defined by different diagnostic criteria [i.e. Asian
Working Group for Sarcopenia,*’*® European Working Group
on Sarcopenia in Older People (EWGSOP2),% or low muscle
mass combined with low muscular strength (HGS) or physical
performance (gait speed)*], although some trials used a
combination of definitions. Most trials use food supplements
of varied types (Figure 3, Table S7). In one trial, dietary advice
is provided in addition to HMB supplementation. In another
trial, participants receive one serving of a high-protein ONS
per day. These interventions last between 60 days and
24 weeks, and three trials also include an exercise pro-
gramme. Measures of muscle mass and strength are obtained
in most trials either as primary or secondary outcomes
(Figure 4). Trials preferentially use BIA and DXA to estimate
muscle mass, and HGS or lower body tests to evaluate muscle
strength. Physical performance is being evaluated mainly as a
secondary outcome using gait speed tests or SPPB.

Older adults with pre-frailty or frailty

Five trials (4.4%) include between 150 and 1000 older adults
with pre-frailty or frailty, as defined by the Fried criteria,*®
Rockwood Clinical Frailty Scale,* or the Survey of Health, Ag-
ing and Retirement in Europe (SHARE)-FI75+.°% Participants
receive protein supplement, high-protein food products, or
dietary advice on how to achieve a high-protein diet or
healthy eating according to nutrition status (Figure 2C). One
of these trials include individuals with both pre-frailty and
low muscular strength (assessed by HGS). All five trials
integrate nutrition with exercise interventions, and they last
between 12 weeks to 12 months (Figure 2D). Measures of
muscle mass are obtained solely as secondary outcomes
using BIA or DXA (Figure 4). Muscular strength and physical
performance are assessed either as primary or secondary
outcomes mainly using HGS and SPPB, respectively.

Older adults with malnutrition

We identified one trial (0.9%) enrolling 93 institutionalized
older adults at risk of malnutrition or moderate malnutrition.
Participants receive a whey protein at lunch and a
high-carbohydrate food product after dinner for 90 days
(Table S7). Primary outcome of interest includes measures
of muscle mass by DXA, and secondary outcomes are muscle
strength (by HGS and lower body strength test) and physical
performance (using the 6MWT and TUG tests) (Figure 4).

Discussion

This scoping review identified ongoing registered clinical
trials focusing on nutrition interventions as a strategy to pre-
vent or treat low muscle mass or function, sarcopenia, or ca-
chexia in adults with clinical and non-clinical conditions.
Despite the diversity of intervention approaches, our results
indicate that food supplements and ONS composed of pro-
tein, amino acids, HMB, or omega-3 fatty acids are of partic-
ular interest by researchers in the field given their potential
for anabolic effects.>®** Although these are not novel nutri-
tion interventions, as highlighted by a number of systematic
reviews,?>*73® further research is needed to understand
their impact on muscle mass and function.

One major question that remains elusive is the optimal
dose to promote muscle protein synthesis in aging and clini-
cal conditions, although a higher protein intake compared
to needs of healthy young adults (except in severe chronic
kidney disease) has been recommended.?*>>~>8 We found a
wide range of dosage regimens under investigation in these
trials, and only a few of them compare different protein
doses within the same study. Moreover, controversies exist
regarding whether larger protein doses (30 to 40 g) per meal
should be recommended to optimize muscle anabolism.33>°
Testing the impact of different protein doses (per day and
meal) and distinct amino acid composition (e.g. high in essen-
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tial amino acids) on muscle-related outcomes is therefore
recommended in future studies, as protein bioavailability is
determined by many factors'*®°®2 and ongoing trials are
not sufficiently addressing these questions.

Multimodal interventions may also enhance the effects of
nutrition interventions, as shown for older adults,2%2%3363
but with limited evidence in clinical populations.3¥%%5> we
hereby demonstrate that a number of ongoing trials combine
nutrition interventions with other synergistic strategies such
as exercise programmes and drug therapies (i.e. testoster-
one). Although multimodal therapies may target a set of
pathways related to muscle anabolic and/or catabolic re-
sponse, we found that many multimodal trials allocate exer-
cise interventions to both experimental and control arms
(i.e. a ‘standard of care’ or ‘no intervention’ arm is absent).
Ideally, the use of four arms is recommended to understand
whether and how synergistic therapies lead to additional
benefits to nutrition interventions,! although our findings in-
dicate that ongoing studies are not following this approach. A
‘standard of care’ arm is preferred over ‘no intervention’
because of ethical issues related to depriving appropriate
treatment for those in need.®®

The effectiveness of nutrition interventions to prevent or
treat sarcopenic obesity is another timely research topic not
being investigated by ongoing clinical trials.®”"%® It is possible
that individuals with sarcopenic obesity respond differently
to nutrition interventions due to anabolic resistance associ-
ated with obesity and lower baseline muscle mass and func-
tion, compared with individuals with sarcopenia or obesity
alone.® The recently proposed consensus definition of
sarcopenic obesity may facilitate enrollment of a more
representative sample of patients, potentially reducing the
heterogeneity related to eligibility criteria in a future meta-
analysis.®%7°

Previous systematic reviews evaluating the effects of nutri-
tion interventions on muscle health have also identified the
absence of baseline protein and caloric intakes as well as re-
duced patients’ adherence to the intervention protocol as po-
tential sources of bias.?>3*7771 Although it was not our
objective to collect such information, we noticed that several
trials did not report measures of adherence (data not shown).
As meeting energy and protein requirements may be
challenging to some individuals, adherence to prescribed in-
terventions should be considered and evaluated in all RCTs
to inform whether intervention effects are in fact measurable
at study completion.® Trials may also provide participants
with education and awareness on the importance of
nutritional strategies to prevent muscle loss. Our findings
highlight the common inclusion of dietary advice concurrent
to nutrition intervention. In fact, nutritional counselling has
been considered the first line for prevention and treatment
of malnutrition, a risk factor for muscle loss, as it supports
personalized nutritional strategies and improved health
outcomes.>”*872

One may argue that the study design most suitable to sin-
gle nutrient trials may be the placebo-controlled, double-
blinded, parallel arm as recommended in drug trials.”® This
design is common among food supplement trials but may
be challenging to be achieved in other nutrition or multi-
modal interventions, especially in studies providing dietary
advice or counselling, food substitutes (e.g. high-protein food
products), or exercise where blinding participants is difficult,
if not impossible. One approach to avoid bias would be to
have outcome measures assessed by blinded researchers.”

Nevertheless, pragmatic and adaptive clinical trials may
have advantages over traditional RCTs, with potential to
shape the future landscape of nutrition research and reduce
the time gap between knowledge generation and application
in clinical practice.”>””” For instance, this study design allows
for the tailoring of nutrition interventions toward individuals’
nutritional needs by either embedding the intervention
within routine care or testing multi-arm trials of distinct
treatments (including different doses), with results of interim
analyses determining whether treatment arms can be in-
cluded or dropped.”>”#8 Moreover, data on healthcare re-
source utilization can be obtained from patients’ electronic
medical records and used toward cost-effectiveness analysis,
reducing economic burden in healthcare system.8%%2 Of the
studies included here, only two use a pragmatic design and
five will perform a cost-effectiveness analysis, emphasizing
the need for future trials to incorporate these approaches.

Regarding outcome assessment, our findings show that
BIA and DXA are common techniques used to estimate mus-
cle mass; notably, they provide double indirect and indirect
measures of body composition, respectively.8#* Handgrip
strength is being assessed in most trials; however, it may
not be sensitive enough to detect longitudinal changes in
muscle function,®® and other potential approaches including
lower body strength, gait speed, SPPB, and TUG may be used
instead. Alongside with measures of physical function, and in
line with regulatory agencies expectations for drug trials,
inclusion of outcomes related to quality of life should also
be considered in future studies.®®

We also noticed that several trials include one or more
co-primary outcome simultaneously. As not all trials clearly
stated their research objectives, we could not determine if
the reporting of multiple primary outcomes was truly
intended or whether these trials will adjust the statistical
analysis. Multiple primary outcomes are in fact not recom-
mended for future nutrition intervention trials if adjustments
are not considered, as they may inflate type | error rate pre-
cluding a greater probability of finding at least one false
significant result.®”~8° This issue is particularly relevant in
studies where intervention success is defined by a significant
effect observed in at least one of several outcomes.®

Although we have made a great effort to contact corre-
sponding authors for clarification, not all replied. As such,
we were unable to summarize details on food supplement

Journal of Cachexia, Sarcopenia and Muscle 2022; 13: 1442-1459
DOI: 10.1002/jcsm.12954



1456

C.E. Orsso et al.

or ONS type, composition, dosage, goals, person providing
dietary advice, and outcome assessment for all trials.
Furthermore, we were unable to assess whether trials pro-
vide nutrition interventions under ideal conditions (e.g. con-
trolled-feeding trial) or control background diet and total
energy intake.’®®! Another limitation is that we could not
control for changes in trial status and other information pro-
vided, given the nature of clinical trial registries where inves-
tigators can update their studies at any moment. Despite
that, we manually verified extracted data from each trial im-

Ongoing trials:

"~ Most trials in cancer, obesity, metabolic
diseases, musculoskeletal conditions, or

)

y

| Population

mediately before conducting the data synthesis. Lastly,
quality of life is an important patient-centred outcome to
be included in nutrition trials, and not evaluating it as an out-
come of interest in this scoping review is an additional limita-
tion. We observed that 58 (51.3%) studies mentioned
assessment of quality of life; however, this number may not
be an accurate representation as there may be other ongoing
clinical trials that are assessing the effects of nutrition inter-
ventions on quality of life but not on muscle parameters
and were, therefore, not captured in our search.

Recommendations for future trials:

= All populations should be further investigated
Efforts must be made towards interventions in:

Rciichiclivendisca ol . - Older adults with muscle-related conditions
 Limited number of trials in cachexia or older - Patients with sarcopenic obesity
adults with muscle-related conditions } - Patients with cachexia

INiNg P

mainly by

intervention follow-

" Improvi

rior

Figure 7 Recommendations for future trials investigating nutrition or multimodal interventions to prevent or treat low muscle mass or function, sar-
copenia, or cachexia. BIA, bioelectrical impedance analysis; CT, computed tomography; DXA, dual-energy X-ray absorptiometry; ONS, oral nutritional
supplement; SPPB, Short Physical Performance Battery; TUG, timed up and go.
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In conclusion, this scoping review documented several
ongoing RCTs exploring the role of nutrition interventions
on muscle mass, muscle function, sarcopenia, or cachexia in
aging and disease. We should expect additional evidence on
the effects of food supplements and ONS containing protein,
amino acids, omega-3 fatty acids, or HMB on these condi-
tions. Although many trials share similar types of interven-
tions, methodological heterogeneity was observed regarding
study design, supplement dosage, length of intervention,
and outcome assessment, and essential information was
missing for some trials. These issues/limitations may hinder
comparisons between studies, data-pooling, and future
meta-analyses, which in turn limits the potential of these on-
going studies to inform evidence-based recommendations.
To advance the field, here, we provide a set of recommenda-
tions for future trials on nutrition and multimodal interven-
tions addressing muscle health, sarcopenia, and cachexia
(Figure 7; a table version of this is included in Table S8).

Acknowledgements

All authors of this manuscript comply with the guidelines of
ethical authorship and publishing in the Journal of Cachexia,
Sarcopenia and Muscle.®? This work was Supported by a

Canadian Institutes of Health Research New Investigator
Salary Award (to C.M.P.) and the Campus Alberta Innovation
Program (to C.M.P). We thank Felicia Sim for her assistance.

Online supplementary material

Additional supporting information may be found online in the
Supporting Information section at the end of the article.

Conflict of interest

C.E.O. has received honoraria from Abbott Nutrition outside
the scope of the submitted work. C.M.P. has received hono-
raria and/or paid consultancy from Abbott Nutrition, Nutricia,
Nestlé Health Science, Fresenius Kabi, Pfizer, and Helsinn. A.L.
has received honoraria and/or paid consultancy from Abbott,
Baxter, BBraun, Fresenius Kabi, Nestlé Health Science,
Nutricia, and Smartfish; and research grant from Fresenius
Kabi. The other authors declare that they have no known con-
flicts of interest.

cirrhosis: a systematic review and meta-
analysis. PLoS ONE 2017;12:1-16.

Xiao J, Weltzien E, Prado CM, et al. Weight
stability masks changes in body composi-

References

. Bauer J, Morley JE, Schols AMWJ, Ferrucci 7. Pamoukdjian F, Bouillet T, Lévy V, Soussan tion in colorectal cancer: a retrospective
L, Cruz-Jentoft AJ, Dent E, et al. Sarcopenia: M, Zelek L, Paillaud E. Prevalence and pre- cohort study. Am J Clin Nutr 2021;113:
A time for action. An SCWD position paper. dictive value of pre-therapeutic sarcopenia 1482-1489.
J Cachexia Sarcopenia Muscle 2019;10: in cancer patients: a systematic review. Clin ~ 14. Muscaritoli M, Anker SD, Argilés J, Aversa Z,
956-961. Nutr 2018;37:1101-1113. Bauer JM, Biolo G, et al. Consensus defini-

. Cruz-Jentoft AJ, Bahat G, Bauer J, Boirie Y, 8. Zhang Y, Zhang J, Ni W, Yuan X, Zhang H, Li tion of sarcopenia, cachexia and pre-ca-
Bruyére O, Cederholm T, et al. Sarcopenia: P, et al. Sarcopenia in heart failure: a sys- chexia: joint document elaborated by
Revised European consensus on definition tematic review and meta-analysis. ESC Special Interest Groups (SIG) ‘cachexia-an-
and diagnosis. Age Ageing 2019;48:16-31. Hear Fail 2021;8:1007-1017. orexia in chronic wasting diseases’ and ‘nu-

. Mayhew AJ, Amog K, Phillips S, Parise G, 9. CaiY, Feng F, Wei Q, Jiang Z, Ou R, Shang H. trition in geriatrics’. Clin Nutr 2010;29:
McNicholas PD, De Souza RJ, et al. The Sarcopenia in patients with Parkinson’s dis- 154-159.
prevalence of sarcopenia in ease: a systematic review and meta-analy- 15. Evans WIJ, Morley JE, Argilés J, Bales C,
community-dwelling older adults, an explo- sis. Front Neurol 2021;12:1-11. Baracos V, Guttridge D, et al. Cachexia: a
ration of differences between studies and 10. Chung SM, Moon JS, Chang MC. Prevalence new definition. Clin Nutr 2008;27:793-799.
within definitions: a systematic review and of sarcopenia and its association with dia- 16. Cederholm T, Barazzoni R, Austin P, Ballmer
meta-analyses. Age Ageing 2019;48:48-56. betes: A meta-analysis of P, Biolo G, Bischoff SC, et al. ESPEN

. Ligthart-Melis GC, Luiking YC, Kakourou A, community-dwelling  asian  population. guidelines on definitions and terminology
Cederholm T, Maier AB, de van der Front Med 2021;8:1-9. of clinical nutrition. Clin Nutr 2017;36:
Schueren MAE. Frailty, sarcopenia, and 11. Prado CM, Purcell SA, Laviano A. Nutrition 49-64.
malnutrition frequently (Co-)occur in hos- interventions to treat low muscle mass in  17. Wolfe RR. The underappreciated role of
pitalized older adults: a systematic review cancer. J Cachexia Sarcopenia Muscle muscle in health and disease. Am J Clin
and meta-analysis. J Am Med Dir Assoc 2020;11:366-380. Nutr 2006;84:475-482.
2020;21:1216-1228. 12. Prado CM, Lieffers JR, McCargar LJ, Reiman  18. Prado C, Purcell S, Alish C, Pereira S, Deutz

. Benz E, Trajanoska K, Lahousse L, T, Sawyer MB, Martin L, et al. Prevalence N, Heyland D, et al. Implications of low
Schoufour JD, Terzikhan N, De Roos E, and clinical implications of sarcopenic obe- muscle mass across the continuum of care:
et al. Sarcopenia in COPD: a systematic re- sity in patients with solid tumours of the a narrative review. Ann Med 2018;50:
view and meta-analysis. Eur Respir Rev respiratory and gastrointestinal tracts: a 675-693.
2019;28:1-13. population-based study. Lancet Oncol 19. Yoon YH, Ko Y, Kim KW, Kang DY, Ahn JM,

. Kim G, Kang SH, Kim MY, Baik SK. Prognos- 2008;9:629-635. Ko E, et al. Prognostic value of baseline
tic value of sarcopenia in patients with liver ~ 13. Brown JC, Caan BJ, Cespedes Feliciano EM, sarcopenia on 1-year mortality in patients

undergoing transcatheter aortic valve im-
plantation. Am J Cardiol 2021;139:79-86.

Journal of Cachexia, Sarcopenia and Muscle 2022; 13: 1442-1459

DOI: 10.1002/jcsm.12954



1458

C.E. Orsso et al.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31

Xiao J, Caan BJ, Cespedes Feliciano EM,
Meyerhardt JA, Peng PD, Baracos VE,
et al. Association of low muscle mass and
low muscle radiodensity with morbidity
and mortality for colon cancer surgery.
JAMA Surg 2020;155:942-949.

Ford KL, Arends J, Atherton PJ, Engelen M,
Goncalves TJM, Laviano A, et al. The impor-
tance of protein sources to support muscle
anabolism in cancer: an expert group opin-
ion. Clin Nutr 2022;41:192-201.

Gielen E, Beckwée D, Delaere A, De
Breucker S, Vandewoude M, Bautmans I,
et al. Nutritional interventions to improve
muscle mass, muscle strength, and physical
performance in older people: an umbrella
review of systematic reviews and meta-
analyses. Nutr Rev 2021;79:121-147.
Huang YH, Chiu WC, Hsu YP, Lo YL, Wang
YH. Effects of omega-3 fatty acids on
muscle mass, muscle strength and muscle
performance among the elderly: a meta-
analysis. Nutrients 2020;12:3739.

Bird JK, Troesch B, Warnke I, Calder PC. The
effect of long chain omega-3 polyunsatu-
rated fatty acids on muscle mass and func-
tion in sarcopenia: a scoping systematic
review and meta-analysis. Clin Nutr ESPEN
2021,;46:73-86.

Bear DE, Langan A, Dimidi E, Wandrag L,
Harridge SDR, Hart N, et al. p-Hydroxy-
B-methylbutyrate and its impact on skele-
tal muscle mass and physical function in
clinical practice: a systematic review and
meta-analysis. Am J Clin Nutr 2019;109:
1119-1132.

Cruz-Jentoft AJ, Dawson Hughes B, Scott D,
Sanders KM, Rizzoli R. Nutritional strate-
gies for maintaining muscle mass and
strength from middle age to later life: a
narrative review. Maturitas 2020;132:
57-64.

Prado CM, Anker SD, Coats AJS, Laviano A,
von Haehling S. Nutrition in the spotlight in
cachexia, sarcopenia and muscle: avoiding
the wildfire. J Cachexia Sarcopenia Muscle
2021;12:3-8.

De LC, Tsauo JY, Wu YT, Cheng CP, Chen HC,
Huang YC, et al. Effects of protein supple-
mentation combined with resistance exer-
cise on body composition and physical
function in older adults: a systematic re-
view and meta-analysis. Am J Clin Nutr
2017;106:1078-1091.

Bai GH, Tsai MC, Tsai HW, Chang CC,
Hou WH. Effects of branched-chain amino
acid-rich supplementation on EWGSOP2
criteria for sarcopenia in older adults: a
systematic review and meta-analysis. Eur J
Nutr  2021. https://doi.org/10.1007/
s00394-021-02710-0

Lambell KJ, King SJ, Forsyth AK, Tierney AC.
Association of energy and protein delivery
on skeletal muscle mass changes in criti-
cally ill adults: a systematic review. J
Parenter Enteral Nutr 2018;42:1112-1122.
Cruz-Jentoft AJ, Landi F, Schneider SM,
Zuiiga C, Arai H, Boirie Y, et al. Prevalence
of and interventions for sarcopenia in age-
ing adults: a systematic review. Report of
the International Sarcopenia Initiative

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

(EWGSOP and IWGS). Age Ageing 2014,
43:48-759.

Lam CN, Watt AE, Isenring EA, de van der
Schueren MAE, van der Meij BS. The effect
of oral omega-3 polyunsaturated fatty acid
supplementation on muscle maintenance
and quality of life in patients with cancer:
a systematic review and meta-analysis. Clin
Nutr 2021;40:3815-3826.

Kirwan R, Mazidi M, Garcia C, Lane K, Jafari
A, Butler T, et al. Protein interventions aug-
ment the effect of resistance exercise on
appendicular lean mass and handgrip
strength in older adults: a systematic re-
view and meta-analysis of randomized con-
trolled trials. Am J Clin Nutr 2021;nqab355.
https://doi.org/10.1093/ajcn/ngab355
Beaudart C, Dawson A, Shaw SC, Harvey
NC, Kanis JA, Binkley N, et al. Nutrition
and physical activity in the prevention
and treatment of sarcopenia: systematic
review. Osteoporos Int 2017;28:
1817-1833.

Matsuzawa R, Yamamoto S, Suzuki Y, Abe
Y, Harada M, Shimoda T, et al. The effects
of amino acid/protein supplementation in
patients undergoing hemodialysis: a sys-
tematic review and meta-analysis of ran-
domized controlled trials. Clin Nutr ESPEN
2021;44:114-121.

Theodorakopoulos C, Jones J, Bannerman
E, Greig CA. Effectiveness of nutritional
and exercise interventions to improve body
composition and muscle strength or func-
tion in sarcopenic obese older adults: a sys-
tematic review. Nutr Res 2017;43:3-15.
Naseer M, Turse EP, Syed A, Dailey FE,
Zatreh M, Tahan V. Interventions to im-
prove sarcopenia in cirrhosis: a systematic
review. World J Clin Cases 2019;7:156-170.
Trethewey SP, Brown N, Gao F, Turner AM.
Interventions for the management and
prevention of sarcopenia in the critically
ill: a systematic review. J Crit Care 2019;
50:287-295.

de van der Schueren MAE, Laviano A,
Blanchard H, Jourdan M, Arends J, Baracos
VE. Systematic review and meta-analysis of
the evidence for oral nutritional interven-
tion on nutritional and clinical outcomes
during chemo (radio)therapy: current evi-
dence and guidance for design of future
trials. Ann Oncol 2018;29:1141-1153.
Ghersi D, Pang T. From Mexico to Mali:
four years in the history of clinical trial reg-
istration. J Evid Based Med 2009;2:1-7.
Glanville JM, Duffy S, Mccool R, Varley D.
Searching ClinicalTrials.gov and the Inter-
national Clinical Trials Registry Platform to
inform systematic reviews: what are the
optimal search approaches? J Med Libr
Assoc 2014;102:177-183.

Page MJ, Mckenzie JE, Bossuyt PM,
Boutron I, Hoffmann C, Mulrow CD, et al.
The PRISMA 2020 statement: an updated
guideline for reporting systematic reviews.
BMJ 2021;372:n71. https://doi.org/10.
1136/bmj.n71

Tricco AC, Lillie E, Zarin W, Brien KKO,
Colquhoun H, Levac D, et al. PRISMA exten-
sion for scoping reviews (PRISMA-SCR):

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

checklist and explanation. Ann Intern Med
2018;169:467-473.

Deutz NE, Matheson EM, Matarese LE, Luo
M, Baggs GE, Nelson JL, et al. Readmission
and mortality in malnourished, older, hos-
pitalized adults treated with a specialized
oral nutritional supplement: a randomized
clinical trial. Clin Nutr 2016;35:18-26.

Kyle UG, Bosaeus I, De Lorenzo AD,
Deurenberg P, Elia M, Gomez JM, et al.
Bioelectrical impedance analysis - Part I:
review of principles and methods. Clin Nutr
2004;23:1226-1243.

Fearon K, Strasser F, Anker SD, Bosaeus |,
Bruera E, Fainsinger RL, et al. Definition
and classification of cancer cachexia: an in-
ternational consensus. Lancet Oncol 2011;
12:489-495.

Chen LK, Liu LK, Woo J, Assantachai P,
Auyeung TW, Bahyah KS, et al. Sarcopenia
in Asia: consensus report of the Asian
Working Group for Sarcopenia. J Am Med
Dir Assoc 2014;15:95-101.

Chen LK, Woo J, Assantachai P, Auyeung
TW, Chou MY, lijima K, et al. Asian Working
Group for Sarcopenia: 2019 consensus up-
date on sarcopenia diagnosis and treat-
ment. J Am Med Dir Assoc 2020;21:
300-307.

Correa-De-Araujo R, Hadley E. Skeletal
muscle function deficit: a new terminology
to embrace the evolving concepts of sarco-
penia and age-related muscle dysfunction.
J Gerontol - Ser A Biol Sci Med Sci 2014;69
A:591-594.

Fried LP, Tangen CM, Walston J, Newman
AB, Hirsch C, Gottdiener J, et al. Frailty in
older adults: evidence for a phenotype. J
Gerontol - Ser A Biol Sci Med Sci 2001;56:
146-157.

Rockwood K, Song X, Macknight C,
Bergman H, Hogan DB, McDowell I, et al.
A global clinical measure of fitness and
frailty in elderly people. CMAJ 2005;173:
489-495.

Romero-Ortuno R, Soraghan C. A Frailty In-
strument for primary care for those aged
75 years or more: findings from the Survey
of Health, Ageing and Retirement in
Europe, a longitudinal population-based
cohort study (SHARE-FI75+). BMJ Open
2014;4:e006645. https://doi.org/10.1136/
bmjopen-2014-006645

Wilkinson DJ, Hossain T, Hill DS, Phillips BE,
Crossland H, Williams J, et al. Effects of leu-
cine and its metabolite P-hydroxy-
B-methylbutyrate on human skeletal mus-
cle protein metabolism. J Physiol 2013;
591:2911-2923.

Fujita S, Dreyer HC, Drummond MJ, Glynn
EL, Cadenas JG, Yoshizawa F, et al. Nutrient
signalling in the regulation of human mus-
cle protein synthesis. J Physiol 2007;582:
813-823.

Bauer J, Biolo G, Cederholm T, Cesari M,
Cruz-Jentoft AJ, Morley JE, 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.

Journal of Cachexia, Sarcopenia and Muscle 2022; 13: 1442-1459

DOI: 10.1002/jcsm.12954


https://doi.org/10.1007/s00394-021-02710-0
https://doi.org/10.1007/s00394-021-02710-0
https://doi.org/10.1093/ajcn/nqab355
https://doi.org/10.1136/bmj.n71
https://doi.org/10.1136/bmj.n71
https://doi.org/10.1136/bmjopen-2014-006645
https://doi.org/10.1136/bmjopen-2014-006645

Ongoing nutrition trials in muscle, sarcopenia, and cachexia

1459

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

Deutz N, Bauer J, Rocco B, Biolo G, Boirie Y,
Bosy-Westphal A, et al. Protein intake and
exercise for optimal muscle function with
aging: recommendations  from  the
ESPEN Expert Group. Clin Nutr 2014;33:
929-936.

Volkert D, Beck AM, Cederholm T, Cruz-
Jentoft A, Goisser S, Hooper L, et al. ESPEN
guideline on clinical nutrition and hydra-
tion in geriatrics. Clin Nutr 2019;38:10-47.
Arends J, Bachmann P, Baracos V,
Barthelemy N, Bertz H, Bozzetti F, et al.
ESPEN guidelines on nutrition in cancer pa-
tients. Clin Nutr 2017;36:11-48.

Paulussen KIM, McKenna CF, Beals JW,
Wilund KR, Salvador AF, Burd NA. Anabolic
resistance of muscle protein turnover
comes in various shapes and sizes. Front
Nutr 2021;8:1-12.

Gorissen SHM, Trommelen J, Kouw WK,
Holwerda AM, Pennings B, Groen BBL,
et al. Protein type, protein dose, and age
modulate dietary protein digestion and
phenylalanine absorption kinetics and
plasma phenylalanine availability in
humans. J Nutr 2020;150:2041-2050.

Zhu K, Kerr DA, Meng X, Devine A, Solah V,
Binns CW, et al. Two-year whey protein
supplementation did not enhance muscle
mass and physical function in well-
nourished healthy older postmenopausal
women. J Nutr 2015;145:2520-2526.

Kies C. Bioavailability: a factor in protein
quality. J Agric Food Chem 1981;29:
435-440.

Wu PY, Huang KS, Chen KM, Chou CP, Tu
YK. Exercise, nutrition, and combined exer-
cise and nutrition in older adults with sar-
copenia: a systematic review and network
meta-analysis. Maturitas 2021;145:38-48.
Grande AJ, Silva V, Sawaris Neto L, Teixeira
Basmage JP, Peccin MS, Maddocks M.
Exercise for cancer cachexia in adults.
Cochrane Database Syst Rev 2021;2021. 3,
CD010804.

Sadeghi F, Mockler D, Guinan EM, Hussey J,
Doyle SL. The effectiveness of nutrition in-
terventions combined with exercise in up-
per gastrointestinal cancers: a systematic
review. Nutrients 2021;13:13.
Byrd-Bredbenner C, Wu FF, Spaccarotella K,
Quick V, Martin-Biggers J, Zhang Y. System-
atic review of control groups in nutrition
education intervention research. Int J
Behav Nutr Phys Act 2017;14:91.

Yin YH, Liu JYW, Valimaki M. Effectiveness
of non-pharmacological interventions on
the management of sarcopenic obesity: a
systematic review and meta-analysis. Exp
Gerontol 2020;135:110937.

Hsu K, Liao C, Tsai M, Chen C. Effects of ex-
ercise and nutritional intervention on body
composition, metabolic health, and physi-
cal performance in adults with sarcopenic
obesity: a meta-analysis. Nutrients 2019;

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

11:2163. https://doi.org/10.3390/nu1109
2163

Donini LM, Busetto L, Bauer JM, Bischoff S,
Boirie Y, Cederholm T, et al. Critical ap-
praisal of definitions and diagnostic criteria
for sarcopenic obesity based on a system-
atic review. Clin Nutr 2020;39:2368-2388.
Donini L, Busetto L, Bischoff S, Cederholm
T, Ballesteros-Pomar M, Batsis J, et al.
Definition and diagnostic criteria for
sarcopenic obesity: ESPEN and EASO con-
sensus statement. Clin Nutr. Accepted.
Martin-Cantero A, Reijnierse EM, Gill BMT,
Maier AB. Factors influencing the efficacy
of nutritional interventions on muscle mass
in older adults: a systematic review and
meta-analysis. Nutr Rev 2021;79:315-330.
de van der Schueren MAE. Use and effects
of oral nutritional supplements in patients
with cancer. Nutrition 2019;67:110550.
https://doi.org/10.1016/j.nut.2019.07.002
Reginster JY, Cooper C, Rizzoli R, Kanis JA,
Appelboom G, Bautmans |, et al. Recom-
mendations for the conduct of clinical trials
for drugs to treat or prevent sarcopenia.
Aging Clin Exp Res 2016;28:47-58.
Hrébjartsson A, Thomsen A, Emanuelsson
F, Tendal B, Hilden J, Boutron I, et al. Ob-
server bias in randomized clinical trials
with measurement scale outcomes: a sys-
tematic review of trials with both blinded
and nonblinded assessors. CMAJ 2013;
185:E201-E211.

Pallmann P, Bedding AW, Choodari-
Oskooei B, Dimairo M, Flight L, Hampson
LV, et al. Adaptive designs in clinical trials:
why use them, and how to run and report
them. BMC Med 2018;16:1-15.

Cumpston MS, Webb SA, Middleton P,
Sharplin G, Green S, for the Australian Clin-
ical Trials Alliance Reference Group on Im-
pact and Implementation of CTN Trials.
Understanding implementability in clinical
trials: a pragmatic review and concept
map. Trials 2021;22:232.

Godwin M, Ruhland L, Casson I, MacDon-
ald S, Delva D, Birtwhistle R, et al. Prag-
matic controlled clinical trials in primary
care: the struggle between external and in-
ternal validity. BMC Med Res Methodol
2003;3:28. https://doi.org/10.1186/1471-
2288-3-28

Hébert JR, Frongillo EA, Adams SA, Turner-
McGrievy GM, Hurley TG, Miller DR, et al.
Perspective: randomized controlled trials
are not a panacea for diet-related research.
Adv Nutr 2016;7:423-432.

Branch-Elliman W, Lehmann LS, Boden WE,
Ferguson R, Monach P. Pragmatic, adaptive
clinical trials: is 2020 the dawning of a new
age? Contemp Clin Trials Commun 2020;19:
19-21.

Thorlund K, Haggstrom J, Park JJ, Mills EJ.
Key design considerations for adaptive clin-
ical trials: a primer for clinicians. BMJ 2018;

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

360:k698.
k698
Almufleh A, Joseph J. The time is now: Role
of pragmatic clinical trials in guiding re-
sponse to global pandemics. Trials 2021;
22:229.

Rich MW, Nease RF. Cost-effectiveness
analysis in clinical practice: the case of
heart failure. Arch Intern Med 1999;
159:1690. https://doi.org/10.1001/
archinte.159.15.1690

Sun SS, Chumlea WC, Heymsfield SB,
Lukaski HC, Schoeller D, Friedl K, et al. De-
velopment of bioelectrical impedance anal-
ysis  prediction equations for body
composition with the use of a multicompo-
nent model for use in epidemiologic sur-
veys. Am J Clin Nutr 2003;77:331-340.
Prado CMM, Heymsfield SB. Lean tissue
imaging: a new era for nutritional assess-
ment and intervention. J Parenter Enteral
Nutr 2014,;38:940-953.

Tieland M, Verdijk LB, De Groot LCPGM,
Van Loon LJC. Handgrip strength does not
represent an appropriate measure to eval-
uate changes in muscle strength during
an exercise intervention program in frail
older people. Int J Sport Nutr Exerc Metab
2015;25:27-36.

Fearon KCH, Argiles JM, Baracos VE,
Bernabei R, Coats AJS, Crawford J, et al. Re-
quest for regulatory guidance for cancer
cachexia intervention trials. J Cachexia Sar-
copenia Muscle 2015;6:272-274.

Schulz K, Altman D, Moher D, for the CON-
SORT Group. CONSORT 2010 Statement:
updated guidelines for reporting parallel
group randomised trials. BMC Med 2010;
8:18. https://doi.org/10.1186/1741-7015-
8-18

Dmitrienko A, D’Agostino RB. Multiplicity
considerations in clinical trials. N Engl J
Med 2018;378:2115-2122.

Vickerstaff V, Ambler G, King M, Nazareth |,
Omar RZ. Are multiple primary outcomes
analysed appropriately in randomised con-
trolled trials? A review. Contemp Clin Trials
2015;45:8-12.

Lichtenstein AH, Petersen K, Barger K,
Hansen KE, Anderson CAM, Baer DJ, et al.
Perspective: design and conduct of human
nutrition randomized controlled trials. Adv
Nutr 2021;12:4-20.

Trepanowski JF, loannidis JPA. Perspective:
Limiting dependence on nonrandomized
studies and improving randomized trials
in human nutrition research: why and
how. Adv Nutr 2018;9:367-377.

von Haehling S, Morley JE, Coats AJS, Anker
SD. Ethical guidelines for publishing in the
Journal of Cachexia, Sarcopenia and Mus-
cle: update 2021. J Cachexia Sarcopenia
Muscle 2021;12:2259-2261.

https://doi.org/10.1136/bmj.

Journal of Cachexia, Sarcopenia and Muscle 2022; 13: 1442-1459

DOI: 10.1002/jcsm.12954


https://doi.org/10.3390/nu11092163
https://doi.org/10.3390/nu11092163
https://doi.org/10.1016/j.nut.2019.07.002
https://doi.org/10.1186/1471-2288-3-28
https://doi.org/10.1186/1471-2288-3-28
https://doi.org/10.1136/bmj.k698
https://doi.org/10.1136/bmj.k698
https://doi.org/10.1001/archinte.159.15.1690
https://doi.org/10.1001/archinte.159.15.1690
https://doi.org/10.1186/1741-7015-8-18
https://doi.org/10.1186/1741-7015-8-18

