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Abstract
Background
The WHO recommended criteria for diagnosis of sever acute malnutrition (SAM) are weight-for-height/length Z-score (WHZ) of <− 3Z of the WHO2006 standards, a mid-upper-arm circumference (MUAC) of < 115 mm, nutritional oedema or any combination of these parameters. A move to eliminate WHZ as a diagnostic criterion has been made on the assertion that children with a low WHZ are healthy, that MUAC is a “superior” prognostic indicator of mortality and that adding WHZ to the assessment does not improve the prediction of death. Our objective was to examine the literature comparing the risk of death of SAM children admitted by WHZ or MUAC criteria.

Methods
We conducted a systematic search for reports which examined the relationship of WHZ and MUAC to mortality for children less than 60 months. The WHZ, MUAC, outcome and programmatic variables were abstracted from the reports and examined. Individual study’s case fatality rates were compared by chi-squared analysis and random effects meta-analyses for combined data.

Results
Twenty-one datasets were reviewed. All the patient studies had an ascertainment bias. Most were inadequate because they had insufficient deaths, used obsolete standards, combined oedematous and non-oedematous subjects, did not report the proportion of children with both deficits or the deaths occurred remotely after anthropometry. The meta-analyses showed that the mortality risks for children who have SAM by MUAC < 115 mm only and those with SAM by WHZ < −3Z only are not different.

Conclusions
As the diagnostic criteria identify different children, this analysis does not support the abandonment of WHZ as an important independent diagnostic criterion for the diagnosis of SAM. Failure to identify such children will result in their being denied treatment and unnecessary deaths from SAM.
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Background
Severe acute malnutrition (SAM) affects at least 19 million children at any one time [1]. Identification of all these children and admission to treatment programs is a public health priority. The World Health Organisation (WHO) has established three independent criteria for the diagnosis of children with SAM. These are a weight-for-height/weight-for-length Z-score (WHZ) of <−3Z or an absolute mid-upper-arm circumference (MUAC) of < 115 mm to assess marasmus, and bilateral nutritional oedema to include kwashiorkor and marasmic-kwashiorkor when both oedema and an anthropometric deficit are present.
Because of its simplicity, ease of use and relative cheapness as a screening tool MUAC has been readily taken up to identify and treat children with SAM in the community and elsewhere [2]. Thus, MUAC has been widely adopted by many agencies and several governments as the only anthropometric criterion for SAM; they consider WHZ cumbersome and difficult to assess. However, although the prevalence of SAM is about the same in representative community nutritional surveys, different children are identified by the two anthropometric criteria with a considerable discordance in individual countries [3–20]. Data from representative community samples of children from 47 countries [21] show that the overall overlap for anthropometric SAM (i.e. children fulfilling both the WHZ and MUAC criteria) was only 16.5%. About 45% of the children fulfil the WHZ definition for SAM but not the MUAC criterion. Where a MUAC only policy has been adopted children fulfilling WHO’s WHZ criterion, but not the MUAC criterion, for SAM remain un-identified and un-treated.
Because the two diagnostic parameters select different children we proposed that both MUAC and WHZ have to be retained and continue to be used routinely to identify all those children who need to be treated for SAM and methods found to more easily identify those children with a low WHZ in the community [21]. These proposals led to forceful criticism from Briend et al. [22] who maintain that only MUAC should be used to identify severely malnourished children and that the use of WHZ can be safely dispensed with. This proposal appears to have widespread approval [23–28].
Briend et al. [22, 26] contend that children with a low WHZ do not need to be identified or treated on the grounds that, 1) MUAC has been repeatedly shown to be a “superior” diagnostic parameter to predict subsequent death of SAM children, 2) that children with a low WHZ are healthy and thus do not need treatment; 3) that they only have a low WHZ because their legs are relatively long, 4) that the two anthropometric criteria are proxies for each other, 5) that when children satisfy both criteria their mortality rate is not additive, but that MUAC mortality is universally higher than that with WHZ [22, 26, 29–31] and 6) that addition of WHZ to MUAC does not increase the prognostic sensitivity or specificity of future death prediction and is therefore redundant [31]. These repeated assertions have consequently led to failure to identify children with a WHZ < −3Z, but a normal MUAC, in many programs and officially by some governments who have abandoned the use of WHZ altogether. What started as a simple screening tool for the community identification and as an alternative to WHZ has changed into the primary tool to be used to diagnose SAM with advocacy to extend the suppression of WHZ assessment universally [22, 29, 30, 32].
This series of papers addresses the veracity of these assertions. As we consider whether all the criteria for SAM should be routinely used, or whether WHZ assessment can be omitted safely, the mortality risk of children who would be excluded from diagnosis and treatment as a result of such a policy must be the focus of consideration. As the fate of millions of SAM children is at stake, such a change of policy must be based upon unequivocal robust evidence. In paper I [33] we present empirical data to show that children under treatment for SAM have a higher mortality when admitted with the WHZ criterion, without fulfilling the MUAC criterion, than with the MUAC criterion without fulfilling the WHZ criterion. In paper III [34] we examine the influence of the relative case-load with each criterion on the potential avoidable deaths that would occur in excluded children.
The objective of this paper is to examine the evidence in the published literature that compares the risk of death of severely malnourished children who satisfy the WHZ with those that satisfy the MUAC criteria and to assess whether those that fulfil the WHZ criterion only can be safely omitted from treatment programs.

Methods
We used the Preferred Reporting Items for Systematic Reviews and Meta-Analysis (PRISMA) statement to guide our review [35].
Papers included in the analysis
In order to exhaustively include as much evidence as possible pertaining to mortality risk of SAM children by the two anthropometric criteria, all studies were eligible for inclusion if they contained the numbers of children, less than 60 months of age, that were alive and dead when they exited the study, and who had SAM by any WHZ and any MUAC criteria, in any language and at any time.
In February 2017 we searched Pubmed, Scopus and CABI- index for papers of relevance using the search terms: (Mortality or Death or Case Fatality) and (MUAC or mid-upper-arm circumference or arm-circumference or Perimeter Brachial) and (WHZ or weight-for-height or weight-for-length or poids pour taille or PPT). Google-Scholar was also regularly consulted, particularly for papers indexed after our initial search. The search strategy is shown in Fig. 1. Papers that did not provide the numbers of children with MUAC, WHZ and outcome were not considered. Papers relating to children with primary disease unrelated to nutrition were not considered (e.g. congenital heart disease, chronic renal failure, malignancies, cystic fibrosis, etc.). Where possible the original theses, reports and supplementary information from which the paper was written were obtained as these usually gave fuller information. The data presented in our companion paper [33] were not included. One conference presentation [36] was included in the analysis. From the final 20 reports (21 datasets) containing relevant information the following data were abstracted: authors and reference: date: place: type and purpose of study: study setting, in-patient facility (IPF), out-patient treatment program (OTP) or Community cohort: the length of time the children were observed: the standards used for diagnosis of SAM by MUAC and WHZ: the age range of the children included: whether oedematous children were included or excluded: the percent of overlap between the two parameters (i.e. those fulfilling both WHZ and MUAC criteria for SAM / total SAM): the percent of missing data: the default rate: the total number of children and the number that died in the WHZ and MUAC categories. Were possible the number of children fulfilling both diagnostic criteria was obtained and these reports then formed a separate category. It was not possible to estimate the proportions of overlap for those reports where this information was not given.[image: A12937_2018_383_Fig1_HTML.png]
Fig. 1Flow of study selection





Statistical analysis
The original authors analysed their data in a number of ways and some did not present results that directly compared the risk of death of SAM children diagnosed by MUAC, WHZ or both. Most analysed all-cause mortality in the whole childhood community or patient population, including children who did not have SAM by any definition. The area-under a ROC curve, logistic regression, life table, etc., including all available children, were then used in the analysis. For the present analysis the subjects that did not have SAM were not considered; this was because the objective was not to compare SAM children with non-SAM children, but to compare the relative mortality risks of children with SAM who fulfilled either the MUAC or the WHZ criterion. Therefore the original analyses were not considered. The actual numbers of children who were below the cut-off points used in the paper to define SAM who survived and those who died were used to re-analyse the data. We directly compared the case fatality rates (CFR) and relative risk (RR) of death of children with SAM by MUAC with SAM by WHZ.
There were 10 datasets where children with SAM could be divided into the following groups:SAM by MUAC but not by WHZ criteria – designated as “S-muac”

SAM by WHZ but not by MUAC criteria – designated as “S-whz”

SAM by both MUAC and WHZ criteria – designated as “S-both”


There were 11 datasets where children with SAM by both criteria were not separately reported from those children with SAM by one or the other criterion (i.e. S-both could not be determined). In these reports children with SAM by MUAC may, or may not, also have SAM by WHZ; they are designated as “All-muac”. Similarly, those with SAM by WHZ may, or may not, also have SAM by MUAC; they are designated as “All-whz”. These papers were potentially in error because of mathematical coupling (see companion paper I [33]) and are examined as a separate group. Mathematical coupling occurs where “one variable directly or indirectly contains the whole or part of another, and the two variables are analysed using standard statistical techniques” [37, 38]. Thus, S-muac, S-whz and S-both data are mutually exclusive, but All-muac and All-whz are not mutually exclusive. There were also papers where oedematous children were incorporated into the analysis, usually with an unknown proportion of oedematous children in each group; this is known to be a major confounder [33]. Thus, where oedematous children were included in the dataset, so that marasmus could not be differentiated from marasmic-kwashiorkor the reports were analysed in a sub-category.
The data from two studies were each reported using different standards (study from Senegal in datasets 18 & 19 [39, 40] and from Democratic Republic of Congo in datasets 20 & 21 [40, 41]). Each of the duplicate datasets were included in an initial analysis by subgroup comparing the effect of using different diagnostic cut-off points to analyse the data and demonstrate the effect of using different references on the derived outcomes. The duplicated data (18 to 21) were not used in the other analyses as report 7 had incorporated the same two datasets, combined with a study from Nepal, into their analysis. As report 7 used WHO criteria, separated children with both criteria (S-both) and as far as possible excluded oedematous children the data in this report was considered to be most reliable.
Individual datasets with S-muac vs, S-whz and All-muac vs All-whz were analysed by 2 × 2 chi-squared. Where there were fewer than 5 children in any expected category the analysis was by Fisher’s exact test.

Meta-analyses
The data abstracted from the individual papers were examined by meta-analyses using MetaXL version 5.3 software [42]; the random effects model with relative risk (RR) output divided by subgroups, was used to compare the effects of potential bias. The quality effects model was used for the final analysis where the studies are grouped by whether S-both data were available or not [43]. Tests for heterogeneity were generated for each analysis by two methods (funnel plots and Doi plot). In the funnel plot, the ORs were plotted against the standard error, while in Doi plots, the ORs were plotted against z-score. To examine the potential effects of bias because of the differences in the study type, standards and inclusion criteria, the meta-analyses were repeated dividing the studies into the following sub-categories: 1) to test the biasing effect of oedema inclusion, S-muac v S-whz with and without oedematous case inclusion (i.e. omitting the 11 studies with only All-muac and All-whz information): 2) to test the effects of using different definitions of SAM, the datasets were divided by the standards and cut-off points for diagnosis: 3) to examine ascertainment and treatment bias, the studies were grouped by type of study (community cohort, in-patients treated for SAM, out-patients treated for SAM): and, 4) the difference between those that excluded children with S-both and those that incorporated them into their dataset. The assessment of study quality and potential for bias was assessed, using the criteria in table Additional file 1: Table S1. Confidence intervals are 95% for all reports and a probability of 0.05 is considered significant.

Effect of including or excluding “S-both” in the analyses
In order to examine the effects of including children suffering from both deficits (i.e. WHZ < −3Z and MUAC < 115 mm) in the comparison of mortality related to WHZ and MUAC, we calculated both the CFRs of S-whz and S-muac and for the same cohorts of SAM children when S-both was added to S-whz and S-muac to give the corresponding All-whz and All-muac CFR from the same study. This analysis could only be performed with the reports that differentiated S-both from the single deficit categories.

Ethical statement
This is a secondary analysis of published data in the public domain. As such no ethical clearance was required.


Results
The 21 datasets’ characteristics are shown in Table 1 and the derived mortality data in Table 2 [16, 36, 39–41, 44–58]. A brief description and comments on each study are given in Additional file 2. We have divided the datasets into: 1) those that reported the proportion of children fulfilling both anthropometric criteria (S-both) separately from those children with single deficits (S-muac and S-whz) and excluding oedema: 2) those that reported children with S-both separately, but also included an admixture of oedematous patients: and, 3) those that failed to differentiate those with both deficits from those with a single deficit as well as including oedematous cases in most of these reports.Table 1Characteristics of studies included in the analysis


	Ref
	Study
	Author & year
	Country
	Settinga
	Study design
	Prospect Retrosp
	Date of data
	MUAC stand
	WHZ stand
	Age range
	Oed
	Oed cases
	“Both” in study
	“Both” in survey
	Time obs
	Missing data
	Default or lost
	Original analysis

	#
	#
	 	 	 	 	 	year
	mm
	Z or %
	month
	 	%
	%
	%
	d.m
	%
	%
	 
	Studies giving numbers of children fulfilling both WHZ and MUAC criteria

	 41
	1
	Aguayo 2015
	India
	IPF
	Case notes
	Retrosp
	2009–11
	< 115
	<− 3 WHO
	6–59
	excl
	 	63.9
	21.3
	14 d
	ng
	22.9
	Log reg

	 42
	2
	Grellety 2012
	Niger
	Com
	Com trial
	Prospect
	2010
	< 115
	<−3 WHO
	
                            6–23
                          
	excl
	 	35.1
	24.9
	5 m
	5.3
	0.0
	Cox PH reg

	 21
	3
	Grellety 2015
	South Sudan
	OTP
	Case notes
	Retrosp
	2008
	< 115
	<−3 WHO
	6–59
	excl
	 	31.7
	20.3
	51 d
	8.6
	15.0
	Binom reg

	 43
	4
	Isanaka 2015
	Niger
	OTP
	RCT
	Prospect
	2012–3
	< 115
	<−3 WHO
	6–59
	excl
	 	39.2
	24.9
	29.5 d
	0.0
	1.0
	Log-binom

	 44
	5
	Lowlaavar 2016
	Uganda
	IPF
	Cohort
	Prospect
	2012–3
	< 115
	<−3 WHO
	6–60
	excl
	 	22.5
	11.6
	3 d
	ng
	9.7
	Log reg

	 45
	6
	LaCourse 2014
	Malawi
	IPF
	Case notes
	Prospect
	2011–2
	
                            < 110
                          
	< 70% NCHS
	6–60
	excl
	 	14.2
	8.8
	ng
	0.5
	0.0
	Chisq OR

	 35
	7
	Olofin 2016
	DRC,Senegal,Nepal
	Com
	Com cohort
	Prospect
	1983–92
	< 115
	<−3 WHO
	6–59
	excl
	 	21.9
	20,12,7
	2–6 m
	ng
	ng
	Cox PH reg

	Studies including oedema

	 46
	8
	Berkley 2005
	Kenya
	IPF
	Case notes
	Prospect
	1999–02
	< 115
	<−3 NCHS
	
                            12–59
                          
	incl
	34.2
	42.9
	8.8b
	ng
	3.6
	ng
	ROC curve

	 47
	9
	Chiabi 2017
	Cameroun
	IPF
	Case notes
	Retrosp
	2006–14
	< 115
	<− 3 WHO
	6–59
	incl
	ng
	58.5
	17.0
	ng
	30.7
	10.1
	ROC curve

	 48
	10
	Sachdeva 2016
	India
	IPF
	Case notes
	Prospect
	2012–3
	< 115
	<−3 WHO
	6–60
	incl
	3.8
	32.2
	21.3
	3.7 d
	ng
	15.0
	ROC curve

	Studies where children fulfilling both criteria are incorporated into both the WHZ and MUAC categories

	 49
	11
	Burza 2016
	India
	Com
	Follow up
	Prospect
	2009–11
	< 115
	<−3 WHO
	6–59
	ng
	ng
	ng
	21.3
	18 m
	26.7
	ng
	Log reg

	 50
	12
	Mogeni 2011
	Kenya
	IPF
	Case notes
	Prospect
	2007–9
	< 115
	<−3 WHO
	6–60
	incl
	19.2
	ng
	8.8b
	ng
	5.4
	ng
	Chisq

	 51
	13
	Sylla 2015
	Senegal
	IPF
	Case notes
	Retrosp
	2012
	< 115
	<− 3 WHO
	
                            0–60
                          
	ng
	ng
	ng
	6.6
	ng
	ng
	ng
	Log reg

	 52
	14
	Vella 1990
	Uganda
	Com
	Com cohort
	Prospect
	1988
	< 115
	<−3 NCHS
	
                            0–60
                          
	incl
	ng
	ng
	11.6
	ng
	13.0
	10.0
	Log reg

	 53
	15
	Dramaix 1993
	DRC
	IPF
	Case notes
	Prospect
	1986–8
	< 115
	< 70% NCHS
	0–60
	incl
	28.9
	ng
	11.5
	60 d
	15.4
	ng
	Log reg

	 54
	16
	Girum 2017
	Ethiopia
	IPF
	Case notes
	Retrosp
	2013–5
	< 115
	
                            < 70% ng
                          
	ng
	incl
	66.6
	ng
	15.5
	13 d
	ng
	11.6
	Cox PH reg

	 55
	17
	Savadogo 2007
	BFA
	IPF
	Case notes
	Retrosp
	1999–03
	
                            Tertile
                          
	
                            <−3 NCHS
                          
	0- < 36
	excl
	ng
	ng
	18.3
	19 d
	ng
	18.3
	Cox PH reg

	 36
	18
	Garenne1987
	Senegal
	Com
	Com cohort
	Prospect
	1983–4
	< 115
	<−3 NCHS
	
                            1–60
                          
	incl
	ng
	ng
	6.6
	3 m
	ng
	ng
	Life table

	 37
	19
	Garenne 2009
	Senegal
	Com
	Com cohort
	Prospect
	1983–4
	
                            < 110
                          
	
                            CDC2000
                          
	
                            1–60
                          
	incl
	ng
	ng
	6.6
	3 m
	ng
	ng
	Life table

	 37
	20
	Garenne 2009
	DRC
	Com
	Com cohort
	Prospect
	1989–92
	
                            < 110
                          
	
                            CDC2000
                          
	
                            1–60
                          
	incl
	ng
	ng
	11.5
	6 m
	ng
	ng
	Life table

	 38
	21
	VD Broeck 1993
	DRC
	Com
	Com cohort
	Prospect
	1989–92
	
                            <−4 SD
                          
	<−3 NCHS
	
                            0–60
                          
	incl
	ng
	ng
	11.5
	3 m
	ng
	ng
	Life table


a For brief description of each study and comments please see Additional File 2
b These studies were on the Kenya coast and the nutritional survey was from North Kenya
DRC Democratic Republic of Congo (COD), BFA Burkina Faso, IPF In-patient Facility, Com community study, OTP Out-patient treatment program, RCT randomized controlled trial, Retrosp retrospective, Prospect prospective, stand standards used to define SAM, WHO World Health Organisation 2006 WHZ standards, NCHS National Center for Health Statistics 1996 standards, CDC2000 Centre for Disease Control 2000 standards, Oed oedematous cases (kwashiorkor and marasmic-kwashiorkor), excl excluded from analysis, incl included in analysis, ng not given in report, “Both” in study the proportion of all the SAM cases which had both WHZ < − 3Z and MUAC < 115 mm in the study’s subjects, “Both” in survey the proportion of all SAM cases that had both WHZ < − 3Z and MUAC < 115 mm derived from a nutritional survey of a random sample of the community (see [21]), obs average time the subjects were observed to determine the outcome, d.m days or months, log logistic, reg regression, Binom binomial, PH Proportional Hazards, Chisq Chi-squared Test, OR odds ratio. Non-standard definitions of SAM and age ranges not within the 6-60 month age range are shown in bold script.


Table 2The numbers, mortality and significance of differences by criterion for studies analysed


	Ref
	Study
	Author & year
	Kwash
	Total SAM
	S-whz
	S-muac
	S-both
	
                            S-whz
                          
	
                            S-muac
                          
	
                            S-both
                          
	WHZ v MUAC

	 	 	 	Total
	dead
	Total
	dead
	Total
	dead
	Total
	dead
	Total
	dead
	
                            CFR
                          
	
                            CFR
                          
	
                            CFR
                          
	χ2
	χ2
	Fisher
	Cramer

	#
	
                            #
                          
	 	#
	#
	#
	#
	#
	#
	#
	#
	#
	#
	
                            %
                          
	
                            %
                          
	
                            %
                          
	value
	p (2-tail)
	p (1-tail)
	V

	Studies giving numbers of children fulfilling both WHZ and MUAC criteria

	 41
	1
	Aguayo 2015
	231
	11
	6076
	32
	1333
	3
	859
	2
	3884
	27
	
                            0.23
                          
	
                            0.23
                          
	
                            0.70
                          
	 	 	0.65
	0.00

	 42
	2
	Grellety 2012
	2
	0
	530
	13
	177
	3
	167
	2
	186
	8
	
                            1.69
                          
	
                            1.20
                          
	
                            4.30
                          
	 	 	0.53
	0.02

	 21
	3
	Grellety 2015
	excl
	excl
	2205
	40
	1486
	13
	21
	1
	698
	26
	
                            0.87
                          
	
                            4.76
                          
	
                            3.72
                          
	 	 	0.22
	0.12

	 43
	4
	Isanaka 2015
	excl
	excl
	2399
	13
	530
	3
	929
	4
	940
	6
	
                            0.57
                          
	
                            0.43
                          
	
                            0.64
                          
	 	 	0.48
	0.03

	 44
	5
	Lowlaavar 2016
	excl
	excl
	262
	21
	171
	11
	32
	0
	59
	10
	
                            6.43
                          
	
                            0.00
                          
	
                            16.95
                          
	 	 	0.14
	0.10

	 45
	6
	LaCourse 2014
	97
	8
	210
	15
	29
	2
	68
	4
	16
	1
	
                            6.90
                          
	
                            5.88
                          
	
                            6.25
                          
	 	 	0.58
	0.02

	 35
	7
	Olofin 2016
	ng
	ng
	767
	145
	116
	18
	483
	64
	168
	63
	
                            15.50
                          
	
                            13.25
                          
	
                            37.50
                          
	0.41
	0.52
	0.31
	0.03

	Studies including oedema

	 46
	8
	Berkley 2005
	390
	ng
	1140
	193
	267
	27
	384
	42
	489
	124
	
                            10.11
                          
	
                            10.94
                          
	
                            25.36
                          
	0.11
	0.74
	0.42
	0.01

	 47
	9
	Chiabi 2017
	ng
	ng
	106
	22
	23
	1
	21
	3
	62
	18
	
                            4.35
                          
	
                            14.29
                          
	
                            29.03
                          
	 	 	0.27
	0.17

	 48
	10
	Sachdeva 2016
	ng
	ng
	447
	59
	228
	18
	75
	15
	144
	26
	
                            7.89
                          
	
                            20.00
                          
	
                            18.06
                          
	8.52
	
                            0.004
                          
	
                            0.004
                          
	0.17

	Studies where children fulfilling both criteria are incorporated into both the WHZ and MUAC categories

	 	 	 	 	 	 	 	All-whz
	All-muac
	 	 	
                            All-whz
                          
	
                            All-muac
                          
	 	All-whz v All-muac

	 49
	11
	Burza 2016
	ng
	ng
	650
	36
	295
	26
	650
	36
	 	 	
                            8.81
                          
	
                            5.54
                          
	 	3.55
	0.06
	
                            0.042
                          
	0.06

	 50
	12
	Mogeni 2011
	392
	ng
	1768
	217
	966
	101
	802
	116
	 	 	
                            10.46
                          
	
                            14.46
                          
	 	6.54
	
                            0.011
                          
	 	0.06

	 51
	13
	Sylla 2015
	ng
	ng
	272
	42
	90
	27
	117
	15
	 	 	
                            30.00
                          
	
                            12.82
                          
	 	9.28
	
                            0.002
                          
	
                            0.002
                          
	0.21

	 52
	14
	Vella 1990
	ng
	ng
	118
	22
	34
	3
	96
	18
	 	 	
                            8.82
                          
	
                            18.75
                          
	 	 	 	0.14
	0.12

	 53
	15
	Dramaix 1993
	320
	102
	442
	122
	267
	63
	175
	57
	 	 	
                            23.60
                          
	
                            32.57
                          
	 	4.31
	
                            0.038
                          
	
                            0.025
                          
	0.10

	 54
	16
	Girum 2017
	363
	25
	545
	51
	130
	26
	277
	41
	 	 	
                            20.00
                          
	
                            14.80
                          
	 	1.74
	0.19
	0.12
	0.07

	 55
	17
	Savadogo 2007
	excl
	excl
	1322
	212
	930
	168
	387
	95
	 	 	
                            18.03
                          
	
                            24.50
                          
	 	7.19
	
                            0.007
                          
	 	0.01

	 36
	18
	Garenne1987
	ng
	ng
	622
	63
	92
	14
	569
	54
	 	 	
                            15.22
                          
	
                            9.49
                          
	 	2.81
	0.09
	0.06
	0.07

	 37
	19
	Garenne 2009
	ng
	ng
	281
	44
	183
	23
	98
	21
	 	 	
                            12.57
                          
	
                            21.43
                          
	 	3.79
	0.051
	
                            0.040
                          
	0.12

	 37
	20
	Garenne 2009
	ng
	ng
	388
	25
	150
	9
	238
	16
	 	 	
                            6.00
                          
	
                            6.72
                          
	 	0.08
	0.78
	0.48
	0.01

	 38
	21
	Broeck 1993
	56
	8
	652
	13
	113
	3
	539
	6
	 	 	
                            2.65
                          
	
                            1.11
                          
	 	 	 	0.14
	0.05


S-whz WHZ below cut off point with MUAC above cut-off point as defined in the paper, S-muac MUAC below cut off point with WHZ above cut-off point as defined in the paper, S-both MUAC and WHZ both below the cut-off point as defined in the paper, All-whz WHZ below the cut-off point, with MUAC either above or below the cut-off point as defined in the paper, All-muac MUAC below the cut-off point, WHZ either above or below the cut-off as defined in the paper, excl excluded from analysis, ng not given in report, CFR Case Fatality Rate in percentage, χ2 Pearson’s chi squared test (two-way significance), Fisher Fisher’s exact test (one-tailed test of significance), Cramer Cramer’s V test of association between the groups. The higher CFR and significant differences are shown in bold script



As the current proposal is to cease using WHZ and implement MUAC-only programs, in deciding whether such a policy is ethical, the focus has to be on those children who would then be excluded; that is, children diagnosed by WHZ but have neither the MUAC nor the oedema criteria for SAM. The only studies which make this differentiation possible are those giving data for S-both. This is because the CFR for S-whz cannot be ascertained when the WHZ category also includes S-both children. These are shown in the first two categories (datasets 1 to 10). In order to examine the relative mortality statistically it is necessary to have sufficient deaths in each group. Reports 1 to 7, individually, have insufficient deaths to allow for meaningful differentiation of WHZ from MUAC mortality risk; none were statistically different using Fisher’s exact test.
The effect of oedema
From our empirical data [33] and other studies [59, 60] it is clear that children with oedema have a higher mortality than those that are oedema free, no matter their anthropometric status. However, the augmentation of oedema related mortality appears to be different in children who have wasting by MUAC or by WHZ.
Figure 2 shows a meta-analysis of papers 1 to 10 comparing those with and without admixture of oedematous cases. Although none of the pooled differences are significant, the first 7 studies that have excluded oedematous cases show that the RR of death is greater in S-whz than S-muac (RR, 1.12; CI, 0.75–1.68). For the 3 studies that included oedema the RR indicates that S-muac has a higher mortality risk than S-whz  (RR, 0.59; CI, 0.28–1.21).[image: A12937_2018_383_Fig2_HTML.png]
Fig. 2Forest plot of the RR in children diagnosed by WHZ-only relative to MUAC-only with and without oedema. Legend: IND India; NER Niger; SDN South Sudan; UGA Uganda; MWI Malawi; COD Democratic Republic of the Congo; SEN Senegal; KEN Kenya; CMR Cameroun; Ln RR natural log of relative risk; CI confidence intervals. In each of the forest plots “favours WHZ” indicates that the Relative Risk for death is higher in children with WHZ < − 3Z than with a MUAC of < 115 mm; “favours MUAC” indicates that the Relative Risk for death of children with a MUAC < 115 mm is higher than those with WHZ < − 3Z





Effect of the reference criteria
WHO recommends that only the WHO2006 standards be used as the reference for WHZ and < 115 mm for MUAC diagnosis of SAM in children 6 to 59 months [61, 62]. Obsolete references were naturally used for studies published before 2006 and these have not, to our knowledge, been re-published using WHO criteria. References that are more stringent than the WHO2006 standards, such as the NCHS reference, should have a higher case fatality rate (CFR) and a lower case load than would be the case if the WHO standards were used. This is because the children then diagnosed as SAM will have a lower mean WHZ and thus be more severely malnourished with a higher risk of death than those included with a less stringent reference. Fig. 3 shows the cut-off weights for given heights of the references used in the various studies. Where a more lenient reference, such as the CDC2000 curves, is used to define SAM the additional children included in the SAM cohort will have an ameliorating effect on the CFR as they are at a lower mean risk of death, but the additional children will increase the case load. This effect can be quite profound because the absolute number of children included in the SAM category increases exponentially as the diagnostic criteria are relaxed. This is because the shape of the distribution curve of anthropometric parameters in the community is approximately Gaussian [63, 64]. Similarly, where a MUAC of < 110 mm has been used we expect a higher CFR and a lower case-load, than where < 115 mm has been used to define SAM. Thus, whether either the MUAC or WHZ criterion is more or less stringent the relative CFRs and case-loads will change reciprocally. The interpretation of the mortality rates must be judged by the references used. As shown in Fig. 3, the different reference slopes are non-linear. It is not possible to convert data obtained from one set of references to another or to properly amalgamate the data from studies that used obsolete standards.[image: A12937_2018_383_Fig3_HTML.png]
Fig. 3The cut-off weights for heights that define SAM by the different references in use in the studies reviewed. Legend: WHO World Health Organisation, 2006 standards; NCHS National Center for Health Statistics (USA) 1977; CDC2000 Center for Disease control and Prevention, Atlanta, USA, 2000 reference




Figure 4 shows the meta-analysis of all the datasets grouped by the standards that were used. None of the pooled differences showed a significant difference between the risk of death of children fulfilling the MUAC or the WHZ criteria. The studies that used the WHO recommended criteria have an equivalent mortality risk for WHZ and MUAC.[image: A12937_2018_383_Fig4_HTML.png]
Fig. 4Forest plot of the RR in children diagnosed by WHZ relative to MUAC grouped by the standards used. Legend: WHO/115 WHO criteria and MUAC< 115 mm; NCHS/115 NCHS criteria and MUAC< 115 mm; CDC2000/110 CDC2000 criteria and MUAC< 110 mm; IND India; NER Niger; SDN South Sudan; UGA Uganda; SEN Senegal; CMR Cameroun; KEN Kenya; COD Democratic Republic of the Congo; ETH Ethiopia; MWI Malawi; BFA Burkina Faso; RR relative risk; CI confidence intervals




Unexpectedly, those studies that used the NCHS reference had the same RR as those that used the WHO standards with no difference between MUAC and WHZ. Theoretically, WHZ should have had a higher mortality because of the shape of the cut-off for NCHS -3Z; but, as the WHO and NCHS reference lines cross each other at about 73 cm height the net effect will depend upon the height (age) distribution of the children in the studies. The lack of difference between WHO and NCHS could also be due to confounding by inclusion of oedematous children in each of the NCHS studies as well as some of the WHO studies. Nevertheless, there is no net difference and for this reason we have included studies that used the NCHS reference in our main meta-analysis.
The two datasets (a single report) that used the CDC2000 criteria [40] and reduced the cut-off for MUAC to < 110 mm (CDC2000/110) strongly favoured a higher risk of death for those admitted by MUAC; this was expected and almost reached significance. Report 18 and 19, from Senegal, used exactly the same original data, therefore these reports can be directly compared. When NCHS and MUAC< 115 mm (NCHS/115) was used All-whz has a much higher mortality than All-muac (RR, 1.60; CI, 0.93–2.77); whereas, when CDC2000/110 was used All-muac had a much higher risk than All-whz which just reaches significance (RR, 0.59; CI, 0.34–1.00). The same data were also used in reports 20 and 21 from DRC; again there is a substantial difference between the RRs when using the two different anthropometric references. Savadogo et al. [58], in the “other” group, used an obsolete MUAC-for-age formula to calculate All-muac Z-scores [65] and then divided the results into tertiles for analysis; minus 4Z using this standard increases from 103 mm to 111 mm between 6 and 59 months of age. The mean Z score of Savadogo’s children on admission was − 4.59Z which for a 12 to 24 month old child equates to about 100 mm. It is clear that the MUAC standard for these children was very low which would account for the RR of death being significantly greater for S-muac than S-whz (RR, 0.74; CI, 0.59–0.92).
In each of the other meta-analyses we have omitted these reports using CDC2000 reference and MUAC< 110 mm (# 19 & 20), the duplicated data from those reports (# 18 & 21) as well as Savadogo’s report (# 17). The data from datasets 18 to 21 are incorporated into report #7.

Effect of mode of treatment
In-patient cohort studies are often criticised on the basis that they do not represent the children in the community and are subject to ascertainment bias [22, 30]. In Fig. 5 we sub-divide the reports by mode of treatment to determine whether this has an effect on comparison of WHZ and MUAC deaths. The in-patients had about the same mortality risk with MUAC and WHZ (RR, 0.92; CI, 0.66–1.28).[image: A12937_2018_383_Fig5_HTML.png]
Fig. 5Relative Risk of mortality in children diagnosed by WHZ relative to MUAC by mode of treatment. Legend: IPF In-patient Facility (Hospital. Therapeutic Feeding Center); OTP Out-patient treatment program (Home treatment); Com community study; IND India; NER Niger; SDN South Sudan; UGA Uganda; SEN Senegal; CMR Cameroun; KEN Kenya; COD Democratic Republic of the Congo; ETH Ethiopia; MWI Malawi; BFA Burkina Faso; RR relative risk; CI confidence intervals




The two OTP studies are dominated by a retrospective study from Sudan (study 3) where there were very few S-muac admissions (WHZ 1486 with 13 deaths; MUAC 21 with 1 death); there was no follow-up of defaulters to distinguish death from simple non-attendance. The other report (study 4) from a secondary analysis of a prospective RCT is much more reliable and shows S-whz to have a greater, but non-significant, RR of death (RR, 1.31; CI, 0.30–5.8).
The community studies also showed a non-significant higher risk with WHZ than MUAC (RR, 1.22; CI, 0.82–1.81).

Overall analysis
Figure 6 shows the overall analysis, omitting the duplicated studies found in the previous analyses. Here they are sub-grouped by whether S-both was incorporated or excluded from the analysis. There was no difference in the risk of death between those with a low MUAC and those with a low WHZ (RR, 0.99; CI, 0.73–1.35). The heterogeneity of the S-whz v S-muac group was low (I2 = 23%) but high in the All-whz v All-muac group (I2 = 80%). The statistics, sensitivity analysis, Doi and funnel plots are given in Additional file 3: Figure S1.[image: A12937_2018_383_Fig6_HTML.png]
Fig. 6Relative Risk of mortality in children diagnosed by WHZ relative to MUAC omitting the duplicate data. Legend: S-whz WHZ below cut off point with MUAC above cut-off point as defined in the paper; S-muac MUAC below cut off point with WHZ above cut-off point as defined in the paper; All-whz WHZ below the cut-off point, with MUAC either above or below the cut-off point as defined in the paper; All-muac MUAC below the cut-off point, WHZ either above or below the cut-off as defined in the paper; IND India; NER Niger; SDN South Sudan; UGA Uganda; SEN Senegal; CMR Cameroun; KEN Kenya; COD Democratic Republic of the Congo; ETH Ethiopia; MWI Malawi; BFA Burkina Faso; RR relative risk; CI confidence intervals





Grouping of deficits
As there was no difference in the meta-analysis of children with single and double deficits (Fig. 6), and we had found in our empirical data that inclusion of both deficits into the S-whz and S-muac groups gave erroneous results due to mathematical coupling, we examined the difference this change in analytical procedures would cause using the studies where we had information on S-both.
The differences between CFRs of S-whz v S-muac and All-whz v All-muac in reports 1 to 10 are shown in Table 3. In two of the papers the All-whz/muac gave a larger difference in CFR than the S-whz/muac comparison; in 6 of the papers S-whz/muac CFR comparison was larger than the All-whz/muac comparison. In the other 2 papers by Lowlaavar et al. [47] and Berkley et al. [49] the direction of the difference was actually reversed (in opposite directions), so by inclusion of children with both deficits into each of the single groups contrary conclusions would have been reached. These latter studies are examples of Simpson’s paradox, an extreme form of confounding [33, 66], but inclusion of S-both into the whz v muac comparison led to erroneous results in every study.Table 3The effect of mathematical coupling on the interpretation of CFR and possibility of Simpson’s paradox


	Study
	Author & year
	Single deficits alone
	 	 	Single and both deficits
	 	 	Difference WHZ-MUAC

	
                              S-whz
                            
	
                              S-muac
                            
	S-whz v S-muac
	All-whz
	All-muac
	All-whz v All-muac
	S-whz-S-muac
	All-whz-All-muac
	Effect on CFR

	
                              CFR
                            
	
                              CFR
                            
	χ2
	Fisher
	Cramer
	CFR
	CFR
	χ2
	Fisher
	Cramer

	
                              %
                            
	
                              %
                            
	
                              p
                            
	
                              p
                            
	 	%
	%
	p
	p
	 	 	 	 
	1
	Aguayo 2015
	0.23
	0.23
	
                              nc
                            
	(0.96)
	0.00
	0.58
	0.61
	0.81
	nc
	0.00
	−0.01
	−0.04
	>All

	2
	Grellety 2012
	1.69
	1.20
	
                              nc
                            
	0.73
	0.02
	3.03
	2.83
	0.88
	0.880
	0.01
	0.50
	0.20
	>S

	3
	Grellety 2015
	0.87
	4.76
	
                              nc
                            
	(0.19)
	0.05
	1.79
	3.76
	0.002
	nc
	0.06
	−3.89
	−1.97
	>S

	4
	Isanaka 2015
	0.57
	0.43
	
                              nc
                            
	(0.68)
	0.01
	0.61
	0.54
	0.77
	nc
	0.01
	0.14
	0.08
	>S

	5
	Lowlaavar 2016
	6.43
	0.00
	
                              nc
                            
	0.14
	0.10
	9.13
	10.99
	0.61
	0.607
	0.03
	6.43
	−1.86
	Reverse

	6
	LaCourse 2014
	6.90
	5.88
	
                              nc
                            
	0.83
	0.02
	6.67
	5.95
	nc
	0.860
	0.01
	1.01
	0.71
	>S

	7
	Olofin 2016
	15.52
	13.25
	0.52
	0.52
	0.03
	28.52
	19.51
	0.002
	nc
	0.10
	2.27
	9.01
	>All

	8
	Berkley 2005
	10.11
	10.94
	0.74
	0.74
	0.01
	19.97
	19.01
	0.63
	nc
	0.01
	−0.83
	0.96
	Reverse

	9
	Chiabi 2017
	4.35
	14.29
	
                              nc
                            
	0.31
	0.17
	22.35
	25.30
	0.65
	0.659
	0.03
	−9.94
	−2.95
	>S

	10
	Sachdeva 2016
	7.89
	20.00
	
                              0.004
                            
	
                              0.005
                            
	0.17
	11.83
	18.72
	
                              0.021
                            
	
                              0.023
                            
	0.09
	−12.11
	−6.89
	>S


S-whz WHZ below cut off point with MUAC above cut-off point as defined in the paper, S-muac MUAC below cut off point with WHZ above cut-off point as defined in the paper, All-whz WHZ below the cut-off point, with MUAC either above or below the cut-off point as defined in the paper, All-muac MUAC below the cut-off point, WHZ either above or below the cut-off as defined in the paper, S-whz–S-muac (single deficit) WHZ minus MUAC CFR, All-whz – All-muac (combined deficits) WHZ minus MUAC CFR, CFR Case Fatality Rate in percentage; χ2 significance of Chi-squared analysis of MUAC against WHZ CFRs; Fisher Fisher’s exact test, two-sided mid P-value (values in parentheses are approximate as one cell number too large); Cramer Cramer’s V of association between variables; “>All” the difference in CFRs between WHZ and MUAC is greater with All-whz/muac; “>S” the difference is greater with S-whz/muac; “Reverse” the direction of the change is reversed (Simpson’s paradox), negative numbers WHZ < MUAC, positive numbers WHZ > MUAC. Significant differences are shown in bold script





Discussion
Most of the original analyses in the papers examined considered the whole population of children, either in the community or admitted to the IPF (hospital). They tested the diagnostic ability of MUAC and WHZ to predict the death of the children compared to those that did not fulfil any of the criteria for SAM and then compared statistics such as the areas under a ROC curve. They frequently proposed changes in the cut-off points to maximise the sensitivity and specificity (giving sensitivity and specificity equal importance) of the diagnosis to predict death. Comparison of SAM with non-SAM children was not the objective of our analysis. The WHO has specified the standards and cut-off points that are used to define SAM; we are not examining how appropriate these cut-off points are to define SAM-related deaths or to see how a change is the MUAC cut-off would capture more children with WHZ < −3Z. Our objective was to compare the risk of death of SAM children identified by either the WHO specified MUAC or WHZ criteria directly. Thus, unlike the reported studies, the children who did not have SAM were not considered relevant in our analysis. This is the first review of SAM-related mortality data to be examined in this way.
The most reliable of the meta-analyses is probably the first subgroup shown in Fig. 2. These 7 reports are the only reports where children with S-whz and S-muac were separated in the analyses to eliminate the effect of mathematical coupling [37, 38], oedematous children were excluded, the age range of the children was from 6 to 60 months and the WHO recommended criteria for diagnosis of SAM were used. However, 6 of the 7 studies were under-powered. The pooled result showed no significant difference between the risk of death for those admitted that fulfilled the WHZ criterion and those that fulfilled the MUAC criterion. Nevertheless, the combined data showed that WHZ had a slightly higher mortality risk (RR, 1.12; CI, 0.75–1.68) than children fulfilling the MUAC criterion. The group of studies from the community in Fig. 5, although old and subject to mathematical coupling, should not have an ascertainment bias; they also showed a higher risk with a low WHZ (RR, 1.22; CI, 0.82–1.81). These two groups are probably more reliable than the other studies and are both in agreement with our empirical data showing a higher risk of death for children with WHZ < −3Z than MUAC < 115 mm. These latter community studies are the class of study that is most frequently quoted in favour of a MUAC only program.
When the other studies that are potentially subject to more severe bias are included there was no difference in the relative mortality risks between children admitted by MUAC and those admitted by WHZ (RR 0.99). It is clear that 6–60 month old children with WHZ < −3Z or MUAC < 115 mm both have a substantial risk of death and that children with WHZ < −3Z are at an equivalent or higher risk than those with a low MUAC. There is no justification in labelling children with a WHZ < −3Z and a MUAC > 115 mm as healthy and denying then treatment [22, 23, 25–30] in preference to children with a MUAC < 115 mm, although it is acknowledged pragmatically that MUAC is a much easier and more convenient measure at the present time.
Potential sources of Bias
The data from the studies included in this review are all subject to bias, some sufficiently severs to render the studies of little value in setting policy. The major problems with some of the studies are outlined in Additional file 2.

Confounding
Oedema
Oedema is clearly a major confounder in some studies. The paper by Girum et al. [57] had 67% of oedematous children in their analysis, and in the paper by Berkley et al. [49], which is very widely quoted, 38% of the children fulfilling the S-muac criterion and 14% of those with S-whz had oedema. It is unclear which way oedema affects the relative mortality of S-muac and S-whz children. In paper I [33] oedematous children had a much higher mortality when associated with WHZ < −3Z, whereas in our meta-analysis oedematous children with a low MUAC had the higher risk of death. We do not have an explanation for this discrepancy.
In the report by LaCourse [48], infants with a low MUAC and oedema had a 21% CFR, compared to 6% in those with only a low MUAC. This large difference may indicate a different prognostic impact of oedema in infants, possibly because sodium homeostasis appears to be different in malnourished children less than 12 months of age from older children [67]. However, oedematous malnutrition normally has a higher incidence in older children. The degree of oedema may also affect the increase in mortality risk [60]. It is thus difficult to predict the relative magnitude of the increase in mortality risks due to oedema in different groups of patients.
The community based studies, which are quoted extensively in support of MUAC-only programs [40, 68–78] did not exclude oedematous cases. As oedematous malnutrition usually has a short history before death (a few days), it will not have been recorded during the antecedent anthropometric measurements and oedema is not usually observed by parents unless it is gross and accompanied by other signs of kwashiorkor. This problem does not arise with the patient based studies.

Other co-morbidity bias
Most of the studies do not report signs and symptoms, investigations, infections, complications or other characteristics of their children and how they differ between groups. They rarely report the putative causes of death. Where such data are reported there are always significant differences in the characteristics of the children admitted with S-muac and S-whz apart from age and oedema status. For example, Berkley et al. [49] report significant differences between their groups in degree of stunting, skin/hair signs of kwashiorkor, and gender. Sachdeva et al. [51] report differences in age, fast breathing and duration of illness. But they do not report statistical comparisons between the anthropometric groups, only between those that survived and died.
When the putative causes of death are recorded, it appears that many of the deaths were due to conditions that are not normally associated with SAM and would not be alleviated by treatment with the standard protocols for the management of SAM. For example, in the reports by Sachdeva and Berkley, 30 and 10% of the SAM children had convulsions respectively; these were of unreported/undetermined aetiologies, but are not normally a feature of malnutrition per se [79]. As the proportion with convulsions varied with diagnostic group there is a potential co-morbidity bias in these studies, and also in the studies that did not report the prevalence of complications in the respective groups.
One of the problems of interpreting the community studies is that death occurs remotely in time to the antecedent anthropometry so it is unknown whether and how the children were malnourished, or not, at the time of death, their relative WHZ and MUAC status, whether their deaths were confounded by oedema and whether the death was from non-nutrition related illness. It is noteworthy in reading the reports that a relatively small proportion of all deaths occurred in malnourished children in the community cohorts. For example, the very careful report by Van den Broeck et al. record 87% of deaths as miscellaneous or unknown [41]. The causes of death vary by age and thus are likely to have different MUAC and WHZ profiles. Non-nutritional mortality requires different strategies to prevent death: for example, immunisation, sanitation, maternal services, HIV prevention, etc. The extent to which nutritional treatment would affect non-nutrition related mortality is unknown, but this and many other studies were conducted in malaria hyper-endemic areas. The potentiating effect of malnutrition on malarial mortality is controversial [1, 80, 81].

Diagnostic bias (references used)
The use of obsolete standards also has a profound effect. The reports by Garenne [40], Van den Broeck [41] and Savadogo [58] each used very stringent diagnostic cut-offs for MUAC and Garenne’s report a very lenient WHZ reference. This makes these reports unreliable for setting policy. Of course, as we show in paper III [34] the importance of the CFR has to be judged in relation to the case-load. It is noteworthy that by choosing to use obsolete standards in Garenne et al’s 2009 Senegal report they generated a CRF that is much greater with MUAC than with WHZ. Nevertheless, the attributable risk percentage for severe wasting to cause death was 12.1% for WHZ and only 5.7% for MUAC. Attributable risk is a much more important statistic for setting policy than CFR. By their choice of diagnostic criteria the case load changed in a reciprocal fashion to the CFR. The CFR quoted in Garenne et al’s 2009 paper must not continue to be used to advocate for a MUAC-only policy. Despite this, papers which used obsolete criteria for both WHZ and MUAC, and other biases, are misleadingly quoted as evidence in favour of a MUAC only program [39–41, 48, 49, 55, 56].

Ascertainment bias
When focusing upon SAM, the whole community is not relevant. What is relevant is the extent to which the children in the study represent the children with SAM in the community. The least biased sample of such children should come from those children with SAM in a large random sample of the community. Although with demographic, social and nutritional change, historical cohorts may not represent SAM in present day circumstances or in other countries, apart from Senegal and the Democratic Republic of Congo, as the diagnosis of SAM by the two criteria differs markedly from place to place [21].
The patients selected in IPFs and OTPs that satisfy both the WHZ and the MUAC criteria are more at risk and are less representative of SAM in the community than those that satisfy a single criterion. We include in Table 2 and Additional file 1: Table S1 a measure of this discordance between the ratios of S-both to total SAM found in the study and in representative samples of SAM in the community [21]; we consider this as an indication of the extent of ascertainment bias. This bias will be much greater if the severest children (those with both criteria) are included in the analysis of patients. We maintain that one reason for splitting the children into those with single deficits is that the S-whz is more likely to be representative of the S-whz children in the community than total SAM in a patient cohort is to total SAM in the community. This is because children with S-both are common in the patient groups and much less common in the community.
The reports from patient cohorts in both IPFs and OTPs have been criticised because they “do not represent the community” and have been dismissed as valid evidence by some [22, 30]. When we eliminate the studies using inappropriate criteria, it is noteworthy that the community derived cohorts have a higher risk of death for WHZ than MUAC diagnosed children (Fig. 5), and not the reverse as those advocating MUAC-only programs speculate [29, 30].


Verification bias
Length of observation
Two of the studies, Lowlaavar [47] and Sachdeva [51], had extremely short observation periods for children in hospital before they died or were discharged. They also have a very high mortality which calls into question the severity of SAM, the admission criteria and the quality of treatment given. It is likely that only children brought directly for clinical care by the parents because of severe complications, and were admitted in extremis, form the bases for these two reports. Such children may not be appropriate to guide admission policy for less critically ill children from the community or elsewhere. This is because it is unknown whether children who die with a low MUAC or WHZ have a different time course to death after presentation to the health services. Varied time of observation for each child at risk is a potential source of verification bias.

Missing data and defaulting
Missing data is a potential source of bias. Two studies [50, 52] had over one quarter of their data missing. Unfortunately, 9 of the other 18 reports did not give any indication of the extent of missing data.
Defaulting is another source of verification bias. In IPF this is less serious as children that die from SAM usually die early after admission (about 70% of deaths occur in the first week), and most defaults occur later when the caretakers themselves consider that the child has sufficiently recovered, that they are not making any progress or competing priorities at home mount and demand the mother’s attention.
Of more concern is defaulting as outpatients (OTP). There is very rarely any follow up to determine the outcome of children who simply do not return for treatment, so it is not known what proportion of these children “default” because they are actually dead. The CFR for the OTP studies must be seen as a minimum and not an actual death rate. This can lead to very substantial verification bias. OTP study number 4, by Isanaka et al. [46] did not suffer from this defect.


Mathematical coupling
From our empirical data [33] it is clear that, in judging MUAC and WHZ as independent criteria for diagnosis of SAM, the children with both deficits have a significantly augmented mortality risk. This is confirmed by most of the studies which report the outcome of children with both deficits and have sufficient events (Table 2). Many studies only counted children with a low MUAC and added to that group those that also had a low WHZ (S-both), and their deaths, without separating those with double defects (datasets 11 to 21).
This incorporation of exactly the same data into both groups, and then comparing the groups, results in a phenomenon termed mathematical coupling [37, 38] that causes the analytical results to be in error. In other words some of the children were compared with themselves. The meta-analysis did not show any difference between these two types of selection of children to include in an analysis. We therefore examined the papers where we could assess the extent to which this may have affected the data (Table 3) and found that CFRs were different in each case, some with greater augmentation of WHZ and others of MUAC; two of the studies even reversed the relative magnitude of the WHZ and MUAC mortality rates, a phenomenon termed Simpson’s paradox [66]. The degree and direction of the changes depend upon the relative mortality in the data common to both groups and the relative size of the three groups. These factors were different in each of the studies shown in Table 3.
The report by Lowlaavar [47] is particularly illustrative of the errors that can occur. There were no deaths at all in the children with S-muac and a CFR in the S-whz children of over 6%. When the children with both a low MUAC and WHZ who have a high CFR (17%) are added to the analysis of both groups there is a dramatic reversal so that All-muac now appears to have a higher CFR than All-whz. This analytical error affected most of the studies reported, including those where single defects were also reported, because, in every report the combined data was used in their life tables, logistic (or other) regressions and generated ROC curves. As Tu et al. [66] state: “Incorrect use of statistical models might produce consistent, replicable, yet erroneous results” this seems to be the case with all the original analyses in the literature reviewed.

Limitations
All the studies reviewed have limitations that are presented in the discussion and in Additional file 2. Community representative samples of children 6–59 months show that only an average of 16.5% of the children meeting the criteria for SAM have both a MUAC and WHZ below the WHO cut-off points; the rest of the SAM children have either one or the other criterion making them eligible for treatment [21]. The studies reviewed all have a higher proportion of children satisfying both criteria than are present in the community. In Table 1 we show the overlap (S-both) of children in the study, and that found in recent representative samples of the community.
The heterogeneity of the standards, the admixture of oedematous cases and the failure to account for confounding, such as TB, HIV, and non-nutrition related conditions, makes simple amalgamation of data from the different study populations problematic. Similarly, there are major co-morbidity, temporal and stochastic biases with the community studies [82]. The community studies were performed at a time when most countries had a much higher prevalence of malnutrition, all-cause mortality, and poor coverage of other public health programs such as measles vaccination, vitamin A capsule distribution, salt iodisation, insecticide impregnated bed-nets and HIV services. It is perhaps for this reason that the community studies also have a higher proportion of children satisfying both criteria than are found with recent surveys in the same areas. It is also probably the reason why the attributable fraction of death due to SAM in these older community studies was lower than expected. It is estimated that SAM and moderate acute malnutrition underlie up to half of all paediatric deaths [80].
The meta-analyses are only as good as the studies that are incorporated into the analysis. We have eliminated the most egregious of the studies, but it must be acknowledged that none of the studies are without potential bias. Therefore, unfortunately, there are no definitive unflawed data upon which to rely in order to unequivocally inform public health policy.


Conclusions
None of the datasets reviewed, with the possible exception of our empirical data [33] were large enough to have sufficient power to distinguish between the CFRs associated with the WHO criteria for SAM by MUAC and WHZ. They used inappropriate standards, included children outside the age range used by WHO’s SAM treatment protocols [83], included children with oedema or entered individuals with both defects into each of the groups being compared. All the patient studies have an ascertainment bias. None of these studies provide sufficient evidence to support the assertions made by those seeking to drop WHZ as a routine diagnostic criterion for SAM.
The assertions of Briend et al. [22, 26, 31], in particular, that MUAC is consistently “superior” to WHZ as a prognostic indicator, that children with a low WHZ are healthy and do not have an independent mortality risk, and that the two parameters are not additive are all incorrect. Although papers, with completely inadequate data, have been heavily criticised [84], they are still being used to justify a MUAC-only policy [85]; these papers are reviewed here and are found sufficiently problematic that they should not be used to guide policy decisions.
The conclusions drawn from our empirical data [33] are supported by the published reports comparing the prognostic value of WHZ and MUAC. That is that children with a WHZ of <−3Z have about the same or higher risk of death as children with a MUAC < 115 mm. They both are at substantial risk of death, and neither should be omitted from protocols aimed at diagnosis and treatment of all SAM cases.
The relative case loads not only differ between countries, but also determine the absolute number of deaths that occur in each of the diagnostic groups. This is explored in detail in paper III [34]; it has not been sufficiently considered by those advocating for abandonment of WHZ as a diagnostic criterion for SAM.

Acknowledgements
We would like to acknowledge the contribution made by the reviewers of our initial submission of this article.
Funding
Nutriset provided a PhD fellowship to Université Libre de Bruxelles in support of EG. Nutriset had no role in any aspect of this research including data collection, design, analysis, interpretation or writing the article. MHG received no support.

Availability of data and materials
The datasets used and/or analysed during the current study are publically available in the literature cited.


Authors’ contributions
EG & MHG were involved in all stages from the conception and design, data acquisition, analysis and interpretation. Both authors approved the final version of the article.

Ethics approval and consent to participate
This is a secondary analysis of anonymous data which is in the public domain. As no individual, location or administrative district could be identified no formal ethical clearance was required.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

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


[image: Creative Commons]Open AccessThis article is distributed under the terms of the Creative Commons Attribution 4.0 International License (http://​creativecommons.​org/​licenses/​by/​4.​0/​), which permits unrestricted use, distribution, and reproduction in any medium, provided you give appropriate credit to the original author(s) and the source, provide a link to the Creative Commons license, and indicate if changes were made. The Creative Commons Public Domain Dedication waiver (http://​creativecommons.​org/​publicdomain/​zero/​1.​0/​) applies to the data made available in this article, unless otherwise stated.

References
1.
Black RE, Victora CG, Walker SP, Bhutta ZA, Christian P, De Onis M, et al. Maternal and child undernutrition and overweight in low-income and middle-income countries. Lancet. 2013;382:427–51. http://​www.​sciencedirect.​com/​science/​article/​pii/​S014067361360937​X.CrossrefPubMed

2.
Myatt M, Khara T, Collins S. A review of methods to detect cases of severely malnourished children in the community for their admission into community-based therapeutic care programs. Food Nutr Bull. 2006;27:S7–23. http://​archive.​unu.​edu/​unupress/​food/​FNB_​v27n3_​suppl.​pdf#page=​7.CrossrefPubMed

3.
John C, Ocheke IE, Diala U, Adah RO, Envuladu EA. Does mid upper arm circumference identify all acute malnourished 6-59 month old children, in field and clinical settings in Nigeria? S Afr J Clin Nutr. 2016;1–5. http://​www.​tandfonline.​com/​doi/​abs/​10.​1080/​16070658.​2016.​1255486.

4.
Manyike PC, Chinawa JM, Ubesie A, Obu HA, Odetunde OI, Chinawa AT. Prevalence of malnutrition among pre-school children in, South-east Nigeria. Italian J Pediatrics. 2014;40:75. https://​ijponline.​biomedcentral.​com/​articles/​10.​1186/​s13052-014-0075-5.

5.
Gayle HD, Binkin NJ, Staehling NW, Trowbridge FL. Arm circumference v. weight-for-height in nutritional assessment: are the findings comparable? J Trop Pediatr. 1988;34:213–7. https://​academic.​oup.​com/​tropej/​article-abstract/​34/​5/​213/​1632459/​Arm-Circumference-v-Weight-for-Height-in.CrossrefPubMed

6.
Ross DA, Taylor N, Hayes R, McLean M. Measuring malnutrition in famines: are weight-for-height and arm circumference interchangeable? Int J Epidemiol. 1990;19:636–45. https://​academic.​oup.​com/​ije/​article-abstract/​19/​3/​636/​760605/​Measuring-Malnutrition-in-Famines-Are-Weight-for.CrossrefPubMed

7.
Bern C, Nathanail L. Is mid-upper-arm circumference a useful tool for screening in emergency settings? Lancet. 1995;345:631–3. http://​www.​sciencedirect.​com/​science/​article/​pii/​S014067369590527​8.CrossrefPubMed

8.
Rees DG, Henry CJK, Diskett P, Shears P. Measures of nutritional status: survey of young children in north-East Brazil. Lancet. 1987;329:87–9. http://​www.​sciencedirect.​com/​science/​article/​pii/​S014067368791920​9.Crossref

9.
Hop LT, Gross R, Sastroamidjojo S, Giay T, Schultink W. Mid-upper-arm circumference development and its validity in assessment of undernutrition. Asia Pac J Clin Nutr 1998, 7: 65–69. apjcn.​nhri.​org.​tw/server/apjcn/7/1/65.pdf.

10.
Tripathy JP, Sharma A, Prinja S. Is mid-upper arm circumference alone sufficient to identify severe acute malnutrition correctly. Indian Pediatr. 2016;53:166–7. http://​indianpediatrics​.​net/​feb2016/​166.​pdf.PubMed

11.
Roberfroid D, Huybregts L, Lachat C, Vrijens F, Kolsteren P, Guesdon B. Inconsistent diagnosis of acute malnutrition by weight-for-height and mid-upper arm circumference: contributors in 16 cross-sectional surveys from South Sudan, the Philippines, Chad, and Bangladesh. Nutr J. 2015;14:1. https://​nutritionj.​biomedcentral.​com/​articles/​10.​1186/​s12937-015-0074-4.

12.
Dasgupta R, Sinha D, Jain SK, Prasad V. Screening for SAM in the community: is MUAC a simple tool? Indian Pediatr 2013, 50: 154–155. http://​link.​springer.​com/​article/​10.​1007/​s13312-013-0032-1

13.
Fernandez MA, Delchevalerie P, Van HM. Accuracy of MUAC in the detection of severe wasting with the new WHO growth standards. Pediatrics. 2010;126:e195–201. http://​citeseerx.​ist.​psu.​edu/​viewdoc/​download?​doi=​10.​1.​1.​919.​6180&​rep=​rep1&​type=​pdf.CrossrefPubMed

14.
Carter EP. Comparison of weight: height ratio and arm circumference in assessment of acute malnutrition. Arch Dis Child. 1987;62:833–5. https://​adc.​bmj.​com/​content/​62/​8/​833.​short.CrossrefPubMedPubMedCentral

15.
Laillou A, Prak S, de Groot R, Whitney S, Conkle J, Horton L et al. Optimal screening of children with acute malnutrition requires a change in current WHO guidelines as MUAC and WHZ identify different patient groups. PLoS ONE 2014, 9: e101159. https://​bmcnutr.​biomedcentral.​com/​articles/​10.​1186/​s40795-016-0049-7.

16.
Grellety E, Krause LK, Shams EM, Porten K, Isanaka S. Comparison of weight-for-height and mid-upper arm circumference (MUAC) in a therapeutic feeding programme in South Sudan: is MUAC alone a sufficient criterion for admission of children at high risk of mortality? Public Health Nutr. 2015;18:2575–81. http://​www.​epicentre.​msf.​org/​sites/​preprod.​epicentre.​actency.​fr/​files/​661_​Comparison%20​of%20​weight-for-height.​pdf.CrossrefPubMed

17.
Talapalliwar MR, Garg BS. Diagnostic accuracy of mid-upper arm circumference (MUAC) for detection of severe and moderate acute malnutrition among tribal children in Central India. Int J Med Sci Public Health. 2016;5:1317–21. http://​www.​ejmanager.​com/​mnstemps/​67/​67-1441365239.​pdf.Crossref

18.
Dukhi N, Sartorius B, Taylor M. Mid-upper arm circumference (MUAC) performance versus weight for height in south African children (0-59 months) with acute malnutrition. S Afr J Clin Nutr. 2017;1–6. http://​www.​tandfonline.​com/​doi/​abs/​10.​1080/​16070658.​2016.​1255483.

19.
Fiorentino M, Sophonneary P, Laillou A, Whitney S, de Groot R, Perignon M et al. Current MUAC Cut-Offs to Screen for Acute Malnutrition Need to Be Adapted to Gender and Age: The Example of Cambodia. PLoS ONE. 2016;11:e0146442. http://​journals.​plos.​org/​plosone/​article/​file?​id=​10.​1371/​journal.​pone.​0146442&​type=​printable.

20.
Tadesse AW, Tadesse E, Berhane Y, Ekstrom EC. Comparison of mid-upper arm circumference and weight-for-height to diagnose severe acute malnutrition: a study in southern Ethiopia. Nutrients. 2017;9:267. http://​www.​mdpi.​com/​2072-6643/​9/​3/​267/​htm.CrossrefPubMedCentral

21.
Grellety E, Golden MH. Weight-for-height and mid-upper-arm circumference should be used independently to diagnose acute malnutrition: policy implications. BMC Nutr. 2016;2:10. https://​bmcnutr.​biomedcentral.​com/​articles/​10.​1186/​s40795-016-0049-7.

22.
Briend A, Alvarez JL, Avril N, Bahwere P, Bailey J, Berkley JA et al. Low mid-upper arm circumference identifies children with a high risk of death who should be the priority target for treatment. BMC Nutrition. 2016;2:63. https://​bmcnutr.​biomedcentral.​com/​articles/​10.​1186/​s40795-016-0101-7.

23.
Hammond W, Badawi AE, Deconinck H. Detecting severe acute malnutrition in children under five at scale. The Challenges of Anthropometry to Reach the Missed Millions. Ann Nutr Disord & Ther. 2016;3:1030. http://​austinpublishing​group.​com/​nutritional-disorders/​fulltext/​andt-v3-id1030.​php#Top.

24.
Bailey J, Chase R, Kerac M, Briend A, Manary M, Opondo C, et al. Combined protocol for SAM/MAM treatment. The ComPAS study. Field exchange. 2016;53:44. http://​www.​ennonline.​net/​fex/​53/​thecompasstudy.

25.
Garenne M, Maire B, Fontaine O, Briend A. Adequacy of child anthropometric indicators for measuring nutritional stress at population level: a study from Niakhar, Senegal. Public Health Nutr. 2013;16:1533–9. https://​www.​cambridge.​org/​core/​services/​aop-cambridge-core/​content/​view/​S136898001200448​X.

26.
Briend A. Use of MUAC for severe acute malnutrition. CMAM forum. 2012; http://​citeseerx.​ist.​psu.​edu/​viewdoc/​download?​doi=​10.​1.​1.​662.​303&​rep=​rep1&​type=​pdf.

27.
Taren D, de Pee S. The Spectrum of Malnutrition. In: Nutrition and Health in a Developing World. New York: Springer International Publishing; 2017. p. 91–117.

28.
Deconinck H. Understanding pathways of integrating severe acute malnutrition interventions into national health systems in low-income countries: Doctoral dissertation. Université catholique de Louvain; 2017. https://​dial.​uclouvain.​be/​pr/​boreal/​object/​boreal%3A183112/​datastream/​PDF_​02/​view.

29.
EN-Net. WFH versus MUAC. 2015. Emergency Nutrition Network. http://​www.​en-net.​org/​question/​1915.​aspx.

30.
EN-Net. Only MUAC for admission and discharge? 2015. Emergency Nutrition Network. http://​www.​en-net.​org/​question/​1922.​aspx.

31.
Briend A, Maire B, Fontaine O, Garenne M. Mid-upper arm circumference and weight-for-height to identify high-risk malnourished under-five children. Maternal & child nutrition 2012, 8: 130–133. http://​onlinelibrary.​wiley.​com/​doi/​10.​1111/​j.​1740-8709.​2011.​00340.​x/​full.

32.
The Council of Research & Technical Advice on Acute Malnutrition (CORTASAM). No Wasted Lives 2017. https://​www.​nowastedlives.​org/​advisory-group/​.

33.
Grellety E, Golden MH. Severely malnourished children with a low weight-for-height have a higher mortality than those with a low mid-upper-arm-circumference: I. Empirical data demonstrates Simpson’s paradox. Nutr J. 2018. https://​doi.​org/​10.​1186/​s12937-018-0384-4.

34.
Grellety E, Golden MH. Severely malnourished children with a low weight-for-height have a higher mortality than those with a low mid-upper-arm-circumference: III. Effect of case-load on malnutrition related mortality: policy implications. Nutr J. 2018. https://​doi.​org/​10.​1186/​s12937-018-0382-6.

35.
Moher D, Liberati A, Tetzlaff J, Altman DG. Preferred reporting items for systematic reviews and meta-analyses: the PRISMA statement. Ann Intern Med. 2009;151:264–9. https://​doi.​org/​10.​7326/​0003-4819-151-4-200908180-00135.CrossrefPubMed

36.
Olofin I, Guesdon B, Roberfroid D. Associations of suboptimal MUAC and WHZ combinations with child mortality: a pooled analysis: Action Against Hunger, Research for Nutrition Conference; 2016. http://​files.​ennonline.​net/​attachments/​2604/​ACF-conference-special-section.​pdf.

37.
Archie JP Jr. Mathematic coupling of data: a common source of error. Ann Surg. 1981;193:296. http://​journals.​lww.​com/​annalsofsurgery/​abstract/​1981/​03000/​mathematic_​coupling_​of_​data_​_​a_​common_​source_​of.​8.​aspx.CrossrefPubMedPubMedCentral

38.
Tu YK, Maddick IH, Griffiths GS, Gilthorpe MS. Mathematical coupling can undermine the statistical assessment of clinical research: illustration from the treatment of guided tissue regeneration. J Dentistry 32: 133–142. http://​dx.​doi.​org/​10.​1016/​j.​jdent.​2003.​10.​001

39.
Garenne M, Maire B, Fontaine O, Dieng K, Briend A. Risques de décès associés à différents états nutritionnels chez l’enfant d’âge préscolaire: étude réalisée à Niakhar (Sénégal), 1983–1986. ORSTOM Dakar; 1987. http://​horizon.​documentation.​ird.​fr/​exl-doc/​pleins_​textes/​divers11-10/​24687.​pdf.

40.
Garenne M, Willie D, Maire B, Fontaine O, Eeckels R, Briend A, et al. Incidence and duration of severe wasting in two African populations. Public Health Nutr. 2009;12:1974. https://​www.​cambridge.​org/​core/​services/​aop-cambridge-core/​content/​view/​S136898000900497​2.CrossrefPubMed

41.
Van Den Broeck J, Eeckels R, Vuylsteke J. Influence of nutritional status on child mortality in rural Zaire. Lancet. 1993;341:1491–5. http://​www.​sciencedirect.​com/​science/​article/​pii/​014067369390632Q​.CrossrefPubMed

42.
Barendregt JJ, Doi SA. Meta XL. 5.32 [computer program]. Queensland: EpiGear International Pty Ltd; 2016. https://​www.​epigear.​com/​index_​files/​metaxl.​html
                        

43.
Doi SAR, Barendregt JJ, Khan S, Thalib S, Williams GM. Advances in the meta-analysis of heterogeneous clinical trials II: The quality effects model. Contemp Clin Trials 2015; 45 (Pt A):123–129. https://​doi.​org/​10.​1016/​j.​cct.​2015.​05.​010.

44.
Aguayo VM, Aneja S, Badgaiyan N, Singh K. Mid upper-arm circumference is an effective tool to identify infants and young children with severe acute malnutrition in India. Public Health Nutr. 2015;18:3244–8. https://​www.​cambridge.​org/​core/​services/​aop-cambridge-core/​content/​view/​S136898001500054​3.CrossrefPubMed

45.
Grellety E, Shepherd S, Roederer T, Manzo ML, Doyon S, Ategbo EA, et al. Effect of mass supplementation with ready-to-use supplementary food during an anticipated nutritional emergency. PLoS One. 2012;7:e44549. http://​www.​ncbi.​nlm.​nih.​gov/​pmc/​articles/​PMC3440398/​pdf/​pone.​0044549.​pdf.CrossrefPubMedPubMedCentral

46.
Isanaka S, Guesdon B, Labar AS, Hanson K, Langendorf C, Grais RF. Comparison of clinical characteristics and treatment outcomes of children selected for treatment of severe acute malnutrition using mid upper arm circumference and/or weight-for-height Z-score. PLoS One. 2015;10:e0137606. http://​journals.​plos.​org/​plosone/​article?​id=​10.​1371/​journal.​pone.​0137606.CrossrefPubMedPubMedCentral

47.
Lowlaavar N, Larson CP, Kumbakumba E, Zhou G, Ansermino JM, Singer J, et al. Pediatric in-hospital death from infectious disease in Uganda: derivation of clinical prediction models. PLoS One. 2016;11:e0150683. http://​journals.​plos.​org/​plosone/​article?​id=​10.​1371/​journal.​pone.​0150683.CrossrefPubMedPubMedCentral

48.
LaCourse S, Chester FM, Preidis G, McCrary LM, Maliwichi M, McCollum ED, et al. Lay-screeners and use of WHO growth standards increase case finding of hospitalized Malawian children with severe acute malnutrition. J Trop Pediatr. 2014;61:44–53. https://​doi.​org/​10.​1093/​tropej/​fmu065.CrossrefPubMedPubMedCentral

49.
Berkley J, Mwangi I, Griffiths K, Ahmed I, Mithwani S, English M, et al. Assessment of severe malnutrition among hospitalized children in rural Kenya: comparison of weight for height and mid upper arm circumference. Jama. 2005;294:591–7. http://​jamanetwork.​com/​journals/​jama/​fullarticle/​201328.CrossrefPubMed

50.
Chiabi A, Mbanga C, Mah E, Nguefack DF, Nguefack S, Fru F, et al. Weight-for-Height Z Score and Mid-Upper Arm Circumference as Predictors of Mortality in Children with Severe Acute Malnutrition. J Trop Pediatr. 2017; https://​academic.​oup.​com/​tropej/​article-abstract/​63/​4/​260/​2671088.

51.
Sachdeva S, Dewan P, Shah D, Malhotra RK, Gupta P. Mid-upper arm circumference v. weight-for-height Z-score for predicting mortality in hospitalized children under 5 years of age. Public Health Nutr. 2016:1–8. https://​www.​cambridge.​org/​core/​services/​aop-cambridge-core/​content/​view/​S136898001600071​9.

52.
Burza S, Mahajan R, Marino E, Sunyoto T, Shandilya C, Tabrez M, et al. Seasonal effect and long-term nutritional status following exit from a community-based Management of Severe Acute Malnutrition program in Bihar, India. Eur J Clin Nutr. 2015; http://​www.​nature.​com/​ejcn/​journal/​v70/​n4/​full/​ejcn2015140a.​html.

53.
Mogeni P, Twahir H, Bandika V, Mwalekwa L, Thitiri J, Ngari M, et al. Diagnostic performance of visible severe wasting for identifying severe acute malnutrition in children admitted to hospital in Kenya. Bull WHO. 2011;89:900–6. http://​www.​who.​int/​bulletin/​volumes/​89/​12/​11-091280/​en/​.PubMed

54.
Sylla A, Gueye M, Keita Y, Seck N, Seck A, Mbow F, et al. Dehydration and malnutrition as two independent risk factors of death in a Senegalese pediatric hospital. Archives de pediatrie: organe officiel de la Societe francaise de pediatrie. 2015;22:235–40. https://​doi.​org/​10.​1016/​j.​arcped.​2014.​11.​024.Crossref

55.
Vella V. An epidemiological analysis of the determinants of childhood malnutrition and mortality in southwest Uganda. PhD thesis London School of Hygiene & Tropical Medicine; 1990. http://​researchonline.​lshtm.​ac.​uk/​682267/​1/​296416.​pdf.

56.
Dramaix M, Hennart P, Brasseur D, Bahwere P, Mudjene O, Tonglet R et al. Serum albumin concentration, arm circumference, and oedema and subsequent risk of dying in children in central Africa. Bmj. 1993;307:710–3. https://​doi.​org/​10.​1136/​bmj.​307.​6906.​710.

57.
Girum T, Kote M, Tariku B, Bekele H. Survival status and predictors of mortality among severely acute malnourished children< 5 years of age admitted to stabilization centers in Gedeo zone: a retrospective cohort study. Ther Clin Risk Manag. 2017;13:101. https://​doi.​org/​10.​2147/​TCRM.​S119826.CrossrefPubMedPubMedCentral

58.
Savadogo L, Zoetaba I, Donnen P, Hennart P, Sondo BK, Dramaix M. Management of severe acute malnutrition in an urban nutritional rehabilitation center in Burkina Faso. Revue d’epidemiologie et de sante publique. 2007;55:265–74. https://​doi.​org/​10.​1016/​j.​respe.​2007.​05.​006.CrossrefPubMed

59.
Nhampossa T, Sigauque B, Machevo S, Macete E, Alonso P, Bassat Q, Menendez C, Fumado V. Severe malnutrition among children under the age of 5 years admitted to a rural district hospital in southern Mozambique. Public Health Nutr. 2013;16(9):1565–74. https://​doi.​org/​10.​1017/​S136898001300108​0.CrossrefPubMed

60.
Acevedo P, Esteban MTG, Lopez-Ejeda N, Gómez A, Marrodán MD. Influence of malnutrition upon all-cause mortality among children in Swaziland. Endocrinología, Diabetes y Nutrición. 2017;64(4):204–10. https://​doi.​org/​10.​1016/​j.​endinu.​2017.​01.​008.CrossrefPubMed

61.
WHO, Unicef. WHO child growth standards and the identification of severe acute malnutrition in infants and children: a joint statement by the World Health Organization and the United Nations Children’s fund. 2009. http://​www.​who.​int/​nutrition/​publications/​severemalnutriti​on/​9789241598163_​eng.​pdf.

62.
WHO. Guideline: Updates on the management of severe acute malnutrition in infants and children. Geneva, World Health Organization; 2013. http://​www.​who.​int/​nutrition/​publications/​guidelines/​updates_​management_​SAM_​infantandchildre​n/​en/​ infantandchildren/en/.

63.
Golden MH, Grellety Y. Population nutritional status during famine. 2002. http://​www.​nutrisurvey.​de/​ena_​beta/​Golden_​Population_​nutritional_​status_​during_​famile_​surveywhzdis.​pdf.

64.
Frison S, Checchi F, Kerac M, Nicholas J. Is middle-upper arm circumference “normally” distributed? Secondary data analysis of 852 nutrition surveys. Emerg Themes Epidemiol. 2016;13:7.CrossrefPubMedPubMedCentral

65.
De Onis M, Yip R, Mei Z. The development of MUAC-for-age reference data recommended by a WHO expert committee. Bull World Health Organ. 1997;75:11–8.PubMedPubMedCentral

66.
Tu YK, Gunnell D, Gilthorpe MS. Simpson's paradox, Lord's paradox, and suppression effects are the same phenomenon - the reversal paradox. Emerging Themes in Epidemiology. 2008;5:2. https://​ete-online.​biomedcentral.​com/​articles/​10.​1186/​1742-7622-5-2.

67.
Willis JS, Golden MH. Active and passive transport of sodium and potassium ions in erythrocytes of severely malnourished Jamaican children. Eur J Clin Nutr. 1988;42:635–45.PubMed

68.
Bairagi R. On validity of some anthropometric indicators as predictors of mortality. Am J Clin Nutr. 1981;34(11):2592–4.CrossrefPubMed

69.
Briend A, Dykewicz C, Graven K, Mazumder RN, Wojtyniak B, Bennish M. Usefulness of nutritional indices and classifications in predicting death of malnourished children. Br Med J. 1986;293(6543):373–5. https://​doi.​org/​10.​1136/​bmj.​293.​6543.​373.

70.
Alam N, Wojtyniak B, Rahaman MM. Anthropometric indicators and risk of death. Am J Clin Nutr. 1989;49(5):884–8.CrossrefPubMed

71.
Briend A, Garenne M, Maire B, Fontaine O, Dieng K. Nutritional status, age and survival: the muscle mass hypothesis. Eur J Clin Nutr. 1989;43(10):715–26.PubMed

72.
Vella V, Tomkins A, Borghesi A, Migliori GB, Ndiku J, Adriko BC. Anthropometry and childhood mortality in northwest and Southwest Uganda. Am J Public Health. 1993;83(11):1616–8. https://​doi.​org/​10.​2105/​AJPH.​83.​11.​1616.CrossrefPubMedPubMedCentral

73.
Pelletier DL, Low JW, Johnson FC, Msukwa LA. Child anthropometry and mortality in Malawi: testing for effect modification by age and length of follow-up and confounding by socioeconomic factors. J Nutr. 1994;124:2082S–105S.CrossrefPubMed

74.
Pelletier DL. The relationship between child anthropometry and mortality in developing countries: implications for policy, programs and future research. J Nutr. 1994;124(10 Suppl):2047S–81S.PubMed

75.
Vella V, Tomkins A, Ndiku J, Marshal T, Cortinovis I. Anthropometry as a predictor for mortality among Ugandan children, allowing for socio-economic variables. Eur J Clin Nutr. 1994;48(3):189–97.PubMed

76.
Van den Broeck J, Eeckels R, Massa G. Validity of single-weight measurements to predict current malnutrition and mortality in children. J Nutr. 1996;126(1):113–20.CrossrefPubMed

77.
Garenne M, Maire B, Fontaine O, Briend A. Distributions of mortality risk attributable to low nutritional status in Niakhar, Senegal. J Nutr. 2006;136:2893–900.CrossrefPubMed

78.
Mwangome MK, Fegan G, Fulford T, Prentice AM, Berkley JA. Mid-upper arm circumference at age of routine infant vaccination to identify infants at elevated risk of death: a retrospective cohort study in the Gambia. Bull WHO. 2012;90(12):887–94. https://​doi.​org/​10.​2471/​BLT.​12.​109009.PubMed

79.
Waterlow JC, Tomkins A, Grantham-McGregor SM. Protein energy malnutrition. London: Edward Arnold; 1992.

80.
Rice AL, Sacco L, Hyder A, Black RE. Malnutrition as an underlying cause of childhood deaths associated with infectious diseases in developing countries. Bull WHO. 2000;78:1207–21.PubMed

81.
Muller O, Garenne M, Kouyate B, Becher H. The association between protein-energy malnutrition, malaria morbidity and all-cause mortality in west African children. Tropical Med Int Health. 2003;8:507–11. https://​doi.​org/​10.​1186/​1475-2875-5-47.Crossref

82.
Grellety E, Golden MH. Response to Briend et al “low mid-upper-arm-circumference identifies children with a high risk of death and should be the priority target for treatment”. BMC Nutrition. 2016;2-63:1–12. https://​bmcnutr.​biomedcentral.​com/​articles/​10.​1186/​s40795-016-0101-7.

83.
WHO. Management of severe malnutrition: a manual for physicians and other senior health workers: World Health Organization; 1999. http://​apps.​who.​int/​iris/​handle/​10665/​41999.

84.
Golden MH. Comment on WHZ and MUAC for diagnosis of severe malnutrition by Chiabi A et al. J Trop Pediatr. 2017;0:1–2. https://​doi.​org/​10.​1093/​tropej/​fmx008.

85.
Heikens GT, Manary MJ, Trehan I. African children with severe pneumonia remain at high risk for death even after discharge. Paediatr Perinat Epidemiol. 2017. http://​onlinelibrary.​wiley.​com/​doi/​10.​1111/​ppe.​12350/​full.




OEBPS/sidebar.gif





OEBPS/cc-by.png
() _®





OEBPS/A12937_2018_383_Fig5_HTML.png
RR (95% CI) % Weight
097 (0.16,577) 20

ISP‘FUdy or Subgroup
1 Aguayo 2015IND

5 Lowlaavar2016 UGA 441 (027,73.06) 09
6 LaCourse 2014 MWI 1.17 (0.23,6.05) 23
8 Berkley 2005 KEN 0.92 (0.59,1.46) 10.3
9 Chiabi2017 CMR < 0.30 (0.03,2.70) 14

10 Sachdeva2016 IND
12 Mogeni 2011 KEN
13 Sylla 2015 SEN

0.39 (0.21,0.74) 81
0.72 (0.56,0.93) 129
234 (1.33,4.13) 89

15 Dramaix 1993 COD 0.72 (0.53,0.98) 123
16 Girum 2017 ETH 1.35 (0.87,2.11) 104
IPF subgroup 0.92 (0.66, 1.28) 69.6
Q=27.15, p=0.00, 12=67%

oTP

3 Grellety 2015 SDN Cgpr—— 0.18 (0.03, 1.34) 17

41sanaka2015NER

1.31 (0.30, 5.85) 27

OTP subgroup — e 0.5 (0.08,3.74) 4.4

Q=2.41,p=0.12,12=58%

Community
2 Grellety 2012NER > 1.42 (0.24,8.36) 20
7 Olofin 2016 COD,SEN 1.17 (0.72, 1.90) 10.0

11 Burza 2016 IND
14 Vella 1990 UGA

1.59 (0.98,2.59) 9.9
0.47 (0.15, 1.50) 40

Community subgroup
Q=3.77, p=0.29, 12=20%

1.22 (0.82,1.81) 26.0

Overall
Q=38.38, p=0.00, 12=61%

0.96 (0.73,1.26) 100.0

-2 -1 L] 1 2
Favours MUAC InRR Favours WHZ





OEBPS/A12937_2018_383_Fig1_HTML.png
Identification

Screening

Eligibility

Included

Records identified through databases
searching (n = 7220)

Databases: Pubmed, Scopus, CABI index
Search strategy: (mortality or death or case fatality)
AND (MUAC or mid-upper arm circumference or
périmétre brachial or PB) AND (weight-for-height or
weight-for-length of poids-pour-taille or PPT)

Additional records identified through other
sources (n=5)
Google Scholar (update) =2
References in papers =2
Personal communication =1

Records screened (n = 7226)

Records excluded on the basis of title or
abstract (n = 6890)

Full-text articles assessed for eligibility
(n=336)

Full-text articles excluded (n = 315)

Did not contain quantitative data on MUAC and WHZ
mortality of children less than 60 months of age

A 4

Studies included in qualitative synthesis
(n=21)

h 4

Studies included in quantitative synthesis
(meta-analysis) (n = 21)






OEBPS/A12937_2018_383_Fig3_HTML.png
Weight (Kg)

10

-~

\

CDC2000 -3Z
WHO WFH -3z

/

Height (cm)





OEBPS/contact.gif





OEBPS/A12937_2018_383_Fig2_HTML.png
Study or Subgroup
Marasmus

1 Aguayo 2015IND

2 Grellety 2012 NER

3 Grellely 2015SDN

4 Isanaka2015NER

5 Lowlaavar 2016 UGA
6 LaCourse 2014 MWI

7 Olofin 2016 COD,SEN

Marasmus subgroup
Q=4.27, p=0.64, 12=0%

With oedema

8 Berkiey 2005 KEN

9 Chiabi2017 CMR

10 Sachdeva 2016 IND

With oedema subgroup
Q=5.08, p=0.08, 12=61%

Overall
Q=1272, p=0.18, 12=29%

A

X

A

1

-2

-1 0
Favours MUAC InRR

1

Favours WHZ

2

RR (35% 1)

0.97 (0.16,5.77)
1.42 (0.24,8.36)
0.18 (0.03, 1.34)
1.31 (0.30,5.85)
4.41 (0.27,73.06)
1.17 (0.23,6.05)
1.17 (0.72,1.90)

1.12 (0.75, 1.68)

0.92 (0.59, 1.46)
0.30 (0.03,2.70)
0.39 (0.21,0.74)

0.59 (0.28,1.21)

0.82 (0.56,1.22)

% Weight
43
44
36
59
18
50
255

50.5

265
19.9

49.5

100.0





OEBPS/A12937_2018_383_Fig6_HTML.png
Study or Subgroup RR (95% CI) % Weight
S-muacv S-whz

1 Aguayo 2015IND 0.97 (0.16,5.77) 35
2 Grellety 2012NER & > 1.42 (0.24,8.36) 52
4 1sanaka2015NER 1.31 (0.30,5.85) 55
5 Lowlaavar2016 UGA 441 (0.27,73.06) 39
6 LaCourse 2014 MWI 1.17 (0.23,6.05) 36
7 Olofin 2016 COD,SEN — 1.17 (0.72,1.90) 127
8 Berkley 2005 KEN —— 0.92 (0.59, 1.46) 8.1
9 Chiabi2017 CMR 0.30 (0.03,2.70) 23
10 Sachdeva 2016 IND —_—a— 0.39 (0.21,0.74) 6.2
S-muac v S-whz subgroup ‘ 0.97 (0.66, 1.42) 51.0
Q=10.40, p=0.24, 12=23%

All-muac v All-whz

11 Burza 2016 IND — 1.59 (0.98, 2.59) 84
12 Mogeni2011KEN —— 0.72 (0.56,0.93) 16.2
13 Sylla 2015 SEN —_— 2.34 (1.33,4.13) 35
14 Vella 1990 UGA —_— 0.47 (0.15, 1.50) 36
15 Dramaix 1993 COD — 0.72 (0.53,0.98) 117
16 Girum 2017 ETH o — 1.35 (0.87,2.11) 56
All-muac v All-whz subgroup 0.94 (0.61,1.44) 49.0
Q=25.38, p=0.00, 12=80%

Overall 0.99 (0.73,1.35) 100.0

Q=35.90, p=0.00, 12=61%

-2 -1 0 1 2
Favours MUAC InRR Favours WHZ





OEBPS/A12937_2018_383_Fig4_HTML.png
Study or Subgroup
WHO/115

1 Aguayo 2015IND

2 Grellety 2012NER

3 Grellety 2015 SDN

4 Isanaka2015NER
5 Lowlaavar2016 UGA
7 Olofin 2016 COD,SEN
9 Chiabi2017 CMR
10 Sachdeva 2016 IND
11 Burza 2016 IND

12 Morgeni2011KEN
13 Sylla 2015 SEN

WHO/115 subgroup
Q=31.81, p=0.00, 12=69%

NCHS/M115

8 Berkley 2005 KEN
14 Vella 1990 UGA

15 Dramaix 1993 COD
16 Girum 2017 ETH
18 Garenne1987 SEN

NCHS/115 subgroup
Q=10.45, p=0.03, 12=62%

CDC2000/110
19 Garenne 2009 SEN
20 Garenne 2009 COD

CDC2000/110 subgroup
Q=0.74, p=0.39, 12=0%

Other

6 LaCourse 2014 MWI
17 Savadogo 2007 BFA
21 Broeck 1993 COD

Other subgroup
Q=3.02, p=0.22, 12=34%

Overall
Q=49.85, p=0.00, 12=60%

il

i
| +

1

-2 -1

Favours MUAC

T T

0 1 2
In RR Favours WHZ

RR (95% CI)

0.97 (0.16,5.77)
1.42 (0.24,8.36)
0.18 (0.03, 1.34)
1.31 (0.30,5.85)
4.41 (0.27,73.06)
1.17 (0.72, 1.90)
0.30 (0.03,2.70)
0.39 (0.21,0.74)
1.59 (0.98,259)
0.72 (0.56, 0.93)
234 (1.33,4.13)

0.99 (0.64,1.53)

0.92 (0.59, 1.46)
0.47 (0.15, 1.50)
0.72 (0.53,0.98)
1.35 (0.87,2.11)
1.60 (0.93,2.77)

1.00 (0.70,1.42)

0.59 (0.34, 1.00)
0.89 (0.40,1.97)

0.67 (0.43,1.05)

1.17 (0.23,6.05)
0.74 (0.59,0.92)
238 (0.61,9.39)

0.96 (0.50, 1.87)

0.95 (0.77,1.18)

% Weight

13
13
11
17
0.6
71
0.9
5.6
71
9.6
6.2

6.5

11.0

15
9.9
20

134

100.0





