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Introduction

Osteosarcopenia is a term derived from “osteo” (bone) and 
“sarcopenia” (loss of muscle mass and strength) [1]. This 
condition refers to the concurrent presence of osteoporosis 
and sarcopenia, two age-related musculoskeletal condi-
tions with significant implications for health and functional 
independence in older adults [1]. While osteoporosis and 
sarcopenia have traditionally been viewed as distinct enti-
ties, emerging evidence suggests that they often coexist and 
share common pathophysiological mechanisms, leading to a 
synergistic decline in musculoskeletal health [2]. 

Nowadays, the importance of osteosarcopenia lies in its 
profound impact on overall health, mobility, and quality of 
life in older individuals [3]. On the one hand, osteoporo-
sis, characterized by low bone mass and microarchitectural 
deterioration of bone tissue, increases the risk of fragility 
fractures, particularly in the spine, hip, and wrist, resulting 
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Abstract
Background & aims  Osteosarcopenia is a recently recognized geriatric syndrome. The association between osteosarcopenia 
and mortality risk is still largely underexplored. In this systematic review with meta-analysis of prospective cohort studies, 
we aimed to explore whether osteosarcopenia could be associated with a higher mortality risk.
Methods  Several databases were searched from the inception to 16th February 2024 for prospective cohort studies dealing 
with osteosarcopenia and mortality. We calculated the mortality risk in osteosarcopenia vs. controls using the most adjusted 
estimate available and summarized the data as risk ratios (RRs) with their 95% confidence intervals (CIs). A random-effect 
model was considered for all analyses.
Results  Among 231 studies initially considered, nine articles were included after exclusions for a total of 14,429 participants 
(mean age: 70 years; 64.5% females). The weighted prevalence of osteosarcopenia was 12.72%. Over a mean follow-up 
of 6.6 years and after adjusting for a mean of four covariates, osteosarcopenia was associated with approximately 53% 
increased risk of mortality (RR: 1.53; 95% CI: 1.28–1.78). After accounting for publication bias, the re-calculated RR was 
1.48 (95%CI: 1.23–1.72). The quality of the studies was generally good, as determined by the Newcastle Ottawa Scale.
Conclusions  Osteosarcopenia was significantly linked with an increased risk of mortality in older people, indicating the 
need to consider the presence of osteoporosis in patients with sarcopenia, and vice versa, since the combination of these two 
conditions typical of older people may lead to further complications, such as mortality.
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in pain, disability, and loss of independence [4]. Sarcopenia, 
on the other hand, involves the progressive loss of muscle 
mass, strength, and function, leading to impaired physical 
performance, increased risk of falls, and functional decline 
[5]. 

Probably, the coexistence of osteoporosis and sarcope-
nia in osteosarcopenia further exacerbates these adverse 
outcomes, creating a vicious cycle of frailty, disability, and 
mortality in older adults [6]. Individuals with osteosarco-
penia are at heightened risk of falls, fractures, hospitaliza-
tions, and institutionalization, placing a substantial burden 
on healthcare systems and society as a whole [7]. 

Understanding the etiology, epidemiology, and clinical 
consequences of osteosarcopenia is essential for developing 
effective prevention and management strategies to optimize 
musculoskeletal health and promote healthy aging. In this 
regard, the association between osteosarcopenia and mortal-
ity is still underexplored.

Given this background, with this systematic review and 
meta-analysis of prospective cohort studies, we aimed to 
explore whether osteosarcopenia could be associated with 
a higher mortality risk.

Methods

This systematic review and meta-analysis was conducted 
in accordance with the updated 2020 Preferred Report-
ing Items for Systematic Reviews and Meta-Analyses 
(PRISMA) guidelines [8]. The protocol has been registered 
in Open Science Framework (https://osf.io/5drnu/).

Search strategy

Two independent reviewers (NV and FSR) searched 
PubMed, Web of Science, and Embase from inception until 
16 February 2024. The full search strategy and the search 
terms used are described in Supplementary Table 1. Dis-
crepancies in the literature search process were resolved by 
a third investigator (SS).

Inclusion and exclusion criteria

Studies were included based on the following criteria: (i) 
Baseline data from observational prospective studies; (ii) 
clear diagnostic criteria for osteosarcopenia indicated as 
validated criteria for osteoporosis and for sarcopenia; (iii) 
reporting data regarding mortality and summarizing these 
data as hazard ratios (HRs) or risk ratios (RRs), deriving 
from multivariate analyses; and (iv) studies had to include 
both adults with and without osteosarcopenia. Published 
articles were excluded if they (i) were reviews, letters, in 

vivo or in vitro experiments, commentaries, or posters; and 
(ii) were not published as a full text and in English, since 
literature has demonstrated excluding such papers has little 
impact on the effect estimates and conclusions of systematic 
reviews [9].

Data extraction and risk of bias

Two authors (NV and FSR) extracted data independently, 
which included name of first author, date of publication, 
country of origin, participant age, study design, population 
studied, number of participants, definition of sarcopenia and 
osteoporosis, tools and criteria for assessing sarcopenia and 
osteoporosis, follow-up time in years, main condition, num-
ber and type of adjustments in statistical analyses. Disagree-
ments between reviewers were resolved by one independent 
reviewer (SS).

The Newcastle-Ottawa Scale (NOS) was used to assess 
the study quality/risk of bias [10]. The NOS assigns a maxi-
mum of 9 points based on three quality parameters: selec-
tion, comparability, and outcome. The evaluation was made 
by two investigator (FSR and NV) and checked by another 
(SS). The risk of bias was consequently categorized as high 
(< 5/9 points), moderate (6–7), or low (8–9) [11].

Outcomes

The outcome of our interest was mortality (overall or spe-
cific), reported using any method, including death cer-
tificates, medical records, administrative data, or other 
information, such as asking for information from relatives.

Statistical analysis

The primary analysis compared the cumulative incidence of 
mortality in patients with osteosarcopenia versus controls, 
summarizing the data derived from multivariate statistical 
analyses. In the case of univariate analyses, the number of 
confounders was posed equal to zero. Then, we calculated 
the risk ratios (RRs) with their 95% confidence intervals 
(CIs). Statistical significance was assessed using the ran-
dom effects model and inverse-variance method [12].

Statistical heterogeneity of outcome measurements 
between different studies was assessed using the overlap of 
their confidence interval (95% CI) and expressed as I2. Data 
classification as having low heterogeneity was based on I2 
from 30 to 49%, moderate heterogeneity from 50 to 74%, 
and high heterogeneity from 75% and above [13]. In case 
of high heterogeneity, a random-effect meta-regression was 
planned to explore potential sources of variability that could 
affect estimate rates among studies [14]. We plan to con-
sider as moderators mean age of the population, percentage 
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of females, number of adjustments in multivariate analyses 
(in univariate analyses was posed equal to zero), and fol-
low-up in years, but the main outcome did not suffer on any 
statistical heterogeneity.

Publication bias was assessed by visually inspecting fun-
nel plots and using the Egger bias test [15]. In case of statis-
tically significant publication bias, the trim-and-fill analysis 
was used [15]. For all analyses, a P-value less than 0.05 was 
considered statistically significant. All analyses were per-
formed using STATA version 14.0 (StataCorp).

Results

Literature search

Among the 231 studies initially identified, we screened 114 
records and retrieved 13 full texts. At this level, two stud-
ies were excluded: one was a review [7, 16], one did not 
report meta-analyzable data on mortality (only included in 
a composite outcome) [17], and one had limited data about 
the diagnosis of osteosarcopenia [18]. Finally, we included 

nine cohort studies [19–27]. The literature search selection 
is summarized in the PRISMA flowchart (Supplementary 
Fig. 1).

Descriptive characteristics

Table  1 shows the main descriptive characteristics of the 
studies included. Overall, the nine cohort studies included 
a total of 14,429 participants, followed up for a mean of 6.6 
years. They aged a mean of 70 (SD = 6) years, and they were 
prevalently females (64.5%). The studies were conducted 
on all continents except for Africa, mainly Asia (n = 4), 
Europe (n = 2), South America (n = 2), and Oceania (n = 1). 
Among the main conditions considered, three studies were 
conducted among community-dwelling older people, while 
the other six considered specific medical conditions, such 
as cirrhosis, hip fracture, or similar (see Table 1 for further 
details). Regarding the diagnosis of sarcopenia, five stud-
ies used the criteria proposed by international societies that 
associated the evaluation of body composition parameters 
with muscle strength and/or physical performance, one 
study used phase angle parameters, and the other three 

Fig. 1  Prevalence of osteosarcopenia in the studies included
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studies, criteria specific for the population examined; simi-
larly, the diagnosis of osteoporosis was made in six stud-
ies using a T-score less than − 2.5 SD, while two studies 
used less than one SD, and one study, criteria specific for the 
population included (Table 1).

Osteosarcopenia as a risk factor for mortality: meta-
analysis

Figure  1 shows the prevalence of osteosarcopenia in the 
studies included. Overall, the studies reported that 1,147 
over 14,429 participants suffered from osteosarcopenia for 
a weighted prevalence of 12.72% (95%CI: 9.65–15.78) 
(Fig.  1). The prevalence largely varied from 2.78% [21] 
to 38.46% [20], leading to a substantial heterogeneity 
(I2 = 99%).

Figure  2 shows the association between osteosarcope-
nia at the baseline and mortality. After adjusting the analy-
ses for a mean of four potential confounders (see the list 
in Table  1), the presence of osteosarcopenia significantly 
increased the risk of mortality in the cohort studies included 
by 53% (RR = 1.53; 95%CI: 1.28–1.78). This analysis was 
not affected by any significant heterogeneity (I2 = 0%), and 
all the studies reported a significant association between 
osteosarcopenia and mortality except for one [26]. 

This outcome was, however, affected by the presence of 
publication bias (Egger’s test p-value < 0.0001): after using 
the trim-and-fill analysis, with four studies trimmed at the 
left of the mean, the association was only slightly reduced 
(RR = 1.48; 95%CI: 1.23–1.72).

Risk of bias

The risk of bias evaluation is reported in Supplementary 
Table 2. Overall, the mean NOS was 8, with no study at 
possible high risk of bias. The main source of risk of bias 
was the short time of follow-up, less than 5 years.

Discussion

In this systematic review with meta-analysis, including nine 
cohort studies with a total of 14,429 participants followed 
up for a mean of 6.6 years, we found that the presence of 
osteosarcopenia at the baseline increased the risk of mor-
tality by 53%, also after accounting for several potential 
confounders. Even if the outcome suffers from publication 
bias, the trim-and-fill analysis only slightly attenuated our 
findings.

The first crucial epidemiological point is the high preva-
lence of osteosarcopenia found in our meta-analysis, i.e., 
about 12.7%. Osteosarcopenia represents a growing concern 
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of osteosarcopenia significantly affects mortality rate inde-
pendently from the definition used that was, however, of 
clinical heterogeneity for both, sarcopenia and osteoporo-
sis. Altogether, our findings suggest that the importance of 
identifying osteosarcopenia does not stand in the diagnostic 
criteria used to identify it but in identifying this entity to 
effectively treat and prevent mortality.

Osteosarcopenia can increase the risk of mortality 
through different mechanisms. First, and most obviously, 
osteosarcopenia could increase the risk of fractures, includ-
ing hip and falls [7, 30]. Both falls and fractures are widely 
known risk factors for mortality in older people [31]. In this 
regard, sarcopenia is a progressive and generalized skeletal 
muscle disorder characterized by the loss of muscle mass 
and function and is known to be associated with increased 
adverse outcomes related to fractures, falls, frailty, dis-
ability, and mortality [5]. Moreover, sarcopenia also repre-
sents a significant economic burden worldwide [32], with 
a remarkable prospected increase in the next 40 years [32]. 
At the same time, osteoporosis is a chronic skeletal disorder 
characterized by low bone mass and mineral density, along 
with the deterioration of bone–tissue microarchitecture, fur-
ther leading to bone fragility and consequential susceptibil-
ity to fractures, disability, and mortality [29]. With the aging 
of the global population, these two conditions will become 
more prevalent, and the incidence of osteosarcopenia will 

in aging populations. While individual prevalence estimates 
vary, studies suggest a substantial overlap between osteopo-
rosis and sarcopenia, with prevalence rates ranging from 5 
to 20% in older adults [28]. Of importance, the prevalence 
of osteosarcopenia is expected to rise in parallel with the 
aging population, placing a significant burden on healthcare 
systems and society [28]. Our review, using a meta-analytic 
approach confirms the epidemiological importance of this 
entity in geriatrics, across different clinical situations.

Overall, the pooled analysis indicated that osteosarco-
penia significantly increased the risk of mortality, and the 
results were not affected by any heterogeneity, with prac-
tically all the studies reporting a significant positive asso-
ciation between osteosarcopenia and mortality. Our findings 
are in agreement with two previous reviews reporting that 
osteosarcopenia increased the risk of mortality [7, 16]. Even 
if these two systematic reviews increased the risk of our 
knowledge about this important topic, they could report 
only three [7] and five studies [16], respectively, there-
fore having more limited literature compared to our work. 
Indeed, according to several previous studies, both osteo-
porosis and sarcopenia individually increased the risk of 
mortality [5, 29]. Thus, the possibility that osteosarcopenia 
could significantly increase the risk of mortality is reason-
able, as it involves the co-existence of the two aforemen-
tioned conditions [7]. Of importance is that the presence 

Fig. 2  Meta-analysis of osteosarcopenia as predictor factor for mortality
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if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless 
indicated otherwise in a credit line to the material. If material is not 
included in the article’s Creative Commons licence and your intended 
use is not permitted by statutory regulation or exceeds the permitted 
use, you will need to obtain permission directly from the copyright 
holder. To view a copy of this licence, visit http://creativecommons.
org/licenses/by/4.0/.

References

1.	 Hirschfeld H, Kinsella R, Duque G (2017) Osteosarcopenia: 
where bone, muscle, and fat collide. Osteoporos Int 28:2781–2790

2.	 Zanker J, Duque G (2020) Osteosarcopenia: the path beyond con-
troversy. Curr Osteoporos Rep 18:81–84

3.	 Kirk B, Miller S, Zanker J, Duque G (2020) A clinical guide to 
the pathophysiology, diagnosis and treatment of osteosarcopenia. 
Maturitas 140:27–33

4.	 Curtis EM, Reginster J-Y, Al-Daghri N, Biver E, Brandi ML, 
Cavalier E, Hadji P, Halbout P, Harvey NC, Hiligsmann M (2022) 
Management of patients at very high risk of osteoporotic fractures 
through sequential treatments. Aging Clin Exp Res 34:695–714

5.	 Veronese N, Demurtas J, Soysal P, Smith L, Torbahn G, Schoene 
D, Schwingshackl L, Sieber C, Bauer J, Cesari M (2019) Sarco-
penia and health-related outcomes: an umbrella review of obser-
vational studies. Eur Geriatr Med 1–10

6.	 Inoue T, Maeda K, Nagano A, Shimizu A, Ueshima J, Murotani 
K, Sato K, Hotta K, Morishita S, Tsubaki A (2021) Related fac-
tors and clinical outcomes of osteosarcopenia: a narrative review. 
Nutrients 13:291

7.	 Teng Z, Zhu Y, Teng Y, Long Q, Hao Q, Yu X, Yang L, Lv Y, Liu 
J, Zeng Y (2021) The analysis of osteosarcopenia as a risk factor 
for fractures, mortality, and falls. Osteoporos Int 32:2173–2183

8.	 Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, 
Mulrow CD, Shamseer L, Tetzlaff JM, Akl EA, Brennan SE 
(2021) The PRISMA 2020 statement: an updated guideline for 
reporting systematic reviews. Syst Reviews 10:1–11

9.	 Dobrescu A, Nussbaumer-Streit B, Klerings I, Wagner G, Persad 
E, Sommer I, Herkner H, Gartlehner G (2021) Restricting evi-
dence syntheses of interventions to English-language publica-
tions is a viable methodological shortcut for most medical topics: 
a systematic review. J Clin Epidemiol 137:209–217

10.	 Luchini C, Stubbs B, Solmi M, Veronese N (2017) Assessing the 
quality of studies in meta-analyses: advantages and limitations of 
the Newcastle Ottawa Scale. World J Meta-Analysis 5:80–84

11.	 Luchini C, Veronese N, Nottegar A, Shin JI, Gentile G, Granziol 
U, Soysal P, Alexinschi O, Smith L (2021) Assessing the qual-
ity of studies in meta-research: Review/guidelines on the most 
important quality assessment tools. 20:185–195

12.	 DerSimonian R, Laird N (1986) Meta-analysis in clinical trials. 
Control Clin Trials 7:177–188

13.	 Higgins JP, Thompson SG, Deeks JJ, Altman DG (2003) Measur-
ing inconsistency in meta-analyses. BMJ 327:557–560

14.	 Cumpston M, Li T, Page MJ, Chandler J, Welch VA, Higgins 
JP, Thomas J (2019) Updated guidance for trusted systematic 
reviews: a new edition of the Cochrane Handbook for System-
atic Reviews of Interventions. Cochrane Database Syst Rev 
10:14651858

15.	 Duval S, Tweedie R (2000) A nonparametric trim and fill method 
of accounting for publication bias in meta-analysis. J Am Stat 
Assoc 95:89–98

16.	 Chen S, Xu X, Gong H et al (2024) Global epidemiologi-
cal features and impact of osteosarcopenia: a comprehensive 

thus increase dramatically in the upcoming decades [7]. 
Therefore, osteosarcopenia represents an important public 
health issue to which great attention should be paid glob-
ally, also because it significantly increases the risk of death 
independently from potential confounders.

The findings of this systematic review must be consid-
ered within its limitations. First, we could not estimate 
whether the risk of mortality caused by osteosarcopenia was 
higher compared to the presence of sarcopenia or osteopo-
rosis alone due to insufficient original data. Second, even 
if the I2 was < 50%, the diagnostic criteria for osteosarco-
penia may have affected the results from a clinical point of 
view, not leading to a univocal definition of this entity. For 
example, some studies included osteoporotic patients, but 
others involved osteopenic participants; similarly, sarcope-
nia was defined according to different criteria. Third, some 
studies explored osteosarcopenia among community dwell-
ers, while others analyzed specific populations. Fourth, even 
if we used the results of multivariable analyses, the adjust-
ment factors differed among studies.

In conclusion, our systematic review suggests that osteo-
sarcopenia significantly increases the risk of mortality by 
about 53% compared to controls. Our results underline the 
need to consider the presence of osteoporosis in sarcope-
nic patients, and vice versa, since the combination of these 
two conditions, typical of older people, may lead to further 
adverse complications, such as mortality.

Supplementary Information  The online version contains 
supplementary material available at https://doi.org/10.1007/s40520-
024-02785-9.

Author contributions  Preparation of the first draft: Veronese, Ragusa, 
Sabico; data analysis: Veronese, Ragusa; critical revision: Dominguez, 
Barbagallo, Duque, Al-Daghri. All authors approved the final version 
submitted to the journal.

Funding statement  This work was supported by the Distinguished 
Scientist Fellowship Program (DFSP) of the King Saud University, 
Riyadh, Kingdom of Saudi Arabia.
Open access funding provided by Università degli Studi di Palermo 
within the CRUI-CARE Agreement.

Data availability  Data are available upon request to the Corresponding 
Author, based on a reasonable request.

Declarations

Competing interests  The authors declare no competing interests.

Conflict of interest  none.

Open Access   This article is licensed under a Creative Commons 
Attribution 4.0 International License, which permits use, sharing, 
adaptation, distribution and reproduction in any medium or format, 
as long as you give appropriate credit to the original author(s) and the 
source, provide a link to the Creative Commons licence, and indicate 

1 3

Page 7 of 8    132 

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1007/s40520-024-02785-9
https://doi.org/10.1007/s40520-024-02785-9


Aging Clinical and Experimental Research

25.	 Xiang T, Fu P, Zhou L (2023) Sarcopenia and Osteosarcopenia 
among patients undergoing hemodialysis. Front Endocrinol (Lau-
sanne) 14:1181139

26.	 Yoo JI, Kim H, Ha YC, Kwon HB, Koo KH (2018) Osteosarco-
penia in patients with hip fracture is related with high mortality. J 
Korean Med Sci 33:e27

27.	 Loyola WS, de Barros Morselli J, Quintanilla FA, Teixeira D, 
Bustos AA, Molari M, Fuenzalida JJV, Probst VS (2023) Clini-
cal impact of osteosarcopenia on mortality, physical function and 
chronic inflammation: a 9-year follow up cohort study. Nutricion 
Clin Y Dietetica Hospitalaria 43:133–140

28.	 Kirk B, Zanker J, Duque G (2020) Osteosarcopenia: epidemiol-
ogy, diagnosis, and treatment—facts and numbers. Wiley Online 
Library, pp 609–618

29.	 Leboime A, Confavreux CB, Mehsen N, Paccou J, David C, 
Roux C (2010) Osteoporosis and mortality. Joint bone Spine 
77:S107–S112

30.	 Chen S, Xu X, Gong H, Chen R, Guan L, Yan X, Zhou L, Yang 
Y, Wang J, Zhou J (2024) Global epidemiological features and 
impact of osteosarcopenia: a comprehensive meta-analysis and 
systematic review. J Cachexia Sarcopenia Muscle 15:8–20

31.	 James SL, Lucchesi LR, Bisignano C, Castle CD, Dingels ZV, 
Fox JT, Hamilton EB, Henry NJ, Krohn KJ, Liu Z (2020) The 
global burden of falls: global, regional and national estimates of 
morbidity and mortality from the global burden of Disease Study 
2017. Inj Prev 26:i3–i11

32.	 Bruyère O, Beaudart C, Ethgen O, Reginster J-Y, Locquet M 
(2019) The health economics burden of Sarcopenia: a systematic 
review. Maturitas 119:61–69

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

meta-analysis and systematic review. J Cachexia Sarcopenia 
Muscle 15:8–20

17.	 Nakano Y, Mandai S, Naito S et al (2024) Effect of osteosarco-
penia on longitudinal mortality risk and chronic kidney disease 
progression in older adults. Bone 179:116975

18.	 de Cuevas KMM, Sepúlveda-Loyola W, Araya-Quintanilla F, 
Morselli JB, Molari M, Probst VS (2022) Association between 
clinical measures for the diagnosis of osteosarcopenia with func-
tionality and mortality in older adults: longitudinal study. Nutri-
cion Clinica y Dietetica Hospitalaria. 42:143–151

19.	 Balogun S, Winzenberg T, Wills K, Scott D, Callisaya M, Cicut-
tini F, Jones G, Aitken D (2019) Prospective associations of 
osteosarcopenia and osteodynapenia with incident fracture and 
mortality over 10 years in community-dwelling older adults. Arch 
Gerontol Geriatr 82:67–73

20.	 Kara GK, Ozturk C (2023) Effect of osteosarcopenia on the 
development of a second compression fracture and mortality in 
elderly patients after vertebroplasty. Acta Orthop Traumatol Turc 
57:271–276

21.	 Paulin TK, Malmgren L, McGuigan FE, Akesson KE (2024) 
Osteosarcopenia: prevalence and 10-Year fracture and mortal-
ity risk - A Longitudinal, Population-based study of 75-Year-old 
women. Calcif Tissue Int 114:315–325

22.	 Saeki C, Kanai T, Ueda K, Nakano M, Oikawa T, Torisu Y, Saruta 
M, Tsubota A (2023) Osteosarcopenia predicts poor survival in 
patients with cirrhosis: a retrospective study. BMC Gastroenterol 
23:196

23.	 Salech F, Marquez C, Lera L, Angel B, Saguez R, Albala C 
(2021) Osteosarcopenia predicts Falls, Fractures, and mortality in 
Chilean Community-Dwelling older adults. J Am Med Dir Assoc 
22:853–858

24.	 Shimada H, Suzuki T, Doi T, Lee S, Nakakubo S, Makino K, Arai 
H (2023) Impact of osteosarcopenia on disability and mortality 
among Japanese older adults. J Cachexia Sarcopenia Muscle 
14:1107–1116

1 3

  132   Page 8 of 8


	﻿Osteosarcopenia increases the risk of mortality: a systematic review and meta-analysis of prospective observational studies
	﻿Abstract
	﻿Introduction
	﻿Methods
	﻿Search strategy
	﻿Inclusion and exclusion criteria
	﻿Data extraction and risk of bias
	﻿Outcomes
	﻿Statistical analysis

	﻿Results
	﻿Literature search
	﻿Descriptive characteristics
	﻿Osteosarcopenia as a risk factor for mortality: meta-analysis
	﻿Risk of bias

	﻿Discussion
	﻿References


