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Burden and quality of life of mothers of children and adolescents with
chronic illnesses: an integrative review!
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Objective: to identify and analyze the evidence available regarding evaluation of burden and
quality of life of mothers who are caregivers for children and adolescents with chronic illnesses.
Method: an integrative review, undertaken in the electronic sources MEDLINE; Academic Search
Premier; CINAHL; LILACS; SciELO and PubMed, between 2010 and 2014. Results: among the 22
documents selected, there was a predominance of convenience samples and non-experimental
transversal designs, at the levels IV and III2. The caregiver burden scales used were the Zarit
Burden Interview and Montgomery-Borgatta Caregiver Burden Scale-Revised along with the
following instruments for evaluating quality of life: The World Health Organization Quality of
Life-BREF Scale; Self-report questionnaires; The Ulm Quality of Life Inventory for Parents of
chronically ill children; Asthma Caregiver Quality of Life Questionnaire; and the Nottingham
Health Profile. Quality-of-life appears to be influenced in a complex and interrelated way by the
physical and mental health of the mothers who are caregivers, in accordance with their level of
independence, social relationships, environment, and the extent to which they see themselves as
burdened. Conclusion: the revealing of the results for the evaluation of burden and quality of life
of mothers who are caregivers has implications for the planning and implementation of effective

interventions, by the multidisciplinary team, if they are to relieve the burden.

Descriptors: Quality of Life; Burden; Caregivers; Child; Adolescent.

Supported by Coordenacdo de Aperfeicoamento de Pessoal de Nivel Superior (CAPES), Brazil, process # 009610/2014-06.

Doctoral student, Universidade Federal do Estado do Rio de Janeiro, Rio de Janeiro, R], Brazil. Assistant Professor, Escola de Enfermagem Alfredo
Pinto, Universidade Federal do Estado do Rio de Janeiro, Rio de Janeiro, RJ, Brazil. Scholarship holder from Coordenagdo de Aperfeicoamento
de Pessoal de Nivel Superior (CAPES), Brazil.

Post-doctoral fellow, Universidade Federal da Bahia, Salvador, BA, Brazil. Associate Professor, Escola de Enfermagem Alfredo Pinto, Universidade
Federal do Estado do Rio de Janeiro, Rio de Janeiro, RJ, Brazil. Scholarship holder from Coordenagéo de Aperfeigoamento de Pessoal de Nivel
Superior (CAPES), Brazil.

PhD, Associate Professor, Universidade Federal da Bahia, Salvador, BA, Brazil.

PhD, Professor, Universidade Aberta de Lisboa, Lisboa, Portugal.

~

w

IS

«

Corresponding Author:

Eliza Cristina Macedo Copyright © 2015 Revista Latino-Americana de Enfermagem

This is an Open Access article distributed under the terms of the Creative
Commons Attribution Non-Commercial License (CC BY-NC).

This license lets others distribute, remix, tweak, and build upon your work
non-commercially, and although their new works must also acknowledge
CEP 22290-180, Rio de Janeiro, RJ, Brasil you and be non-commercial, they don’t have to license their derivative
E-mail: macedo.e@oi.com.br works on the same terms.

Universidade Federal do Estado do Rio de Janeiro
Rua Xavier Sigaud, 290
Bairro: Urca



Rev. Latino-Am. Enfermagem 2015 July-Aug.;23(4):769-77.

Introduction

The studies undertaken in recent years regarding
care in the management of various chronic illnesses
in children and adolescents-® indicate that it is the
mothers who are the main people involved in the care
process.

Important assertions depend on this fact, such
as the burden of the mothers who are the caregivers,
who in addition to domestic responsibilities undertake
complex activities which are not part of their routine,
arising from the care for their children with chronic
illnesses. Caregiver burden can culminate in acute and
chronic physical disorders, resulting in isolation and
depression, as well as financial disequilibrium, reduction
in libido and self-accusation®:

The caregiver’s burden is defined as objective when
it corresponds to the physical and/or mental effects
arising from the act of caring; and as subjective when
related to the negative sensation which the act of caring
provokes in the caregiver®).

In order to measure the caregiver’s level of burden,
instruments have been developed for evaluating the
variations in the burden of care for different illnesses,
translated and validated for various languages®“?),
Among the instruments for evaluating burden which
have been validated and adapted for Brazil, emphasis
is placed on: the Caregiver Burden Scale® and the Zarit
Burden Interview().

Both these scales have 22 items which measure
the level of burden, the first referring to the domains
of general tension, isolation, disappointment, emotional
involvement and environment®; while the second refers
to the time made available for the care, implications for
physical health, social relationships, emotional health
and perception of burden®. The scores are interpreted
in the following way: 0 - 20, little or no burden; 21 -
40, medium to moderate burden; 41 - 60, moderate to
severe burden; 61 - 88, severe burden(®7),

The decision was made to include those scales for
the evaluation of the caregivers whose authors selected
the term “sobrecarga”, translated from the English word
‘burden’, although other concepts are verified, such as:
stress, tension, psychological suffering, anxiety and
depression®->),

The elements studied most in relation to the
caregivers are emotional and social aspects, family
break-up, and the impact of the care*®, Although, on
the one hand, these women recognize the fundamental

role which they perform in the care of their child, on the
other, this can affect their quality of life.
The term quality-of-life is consolidated in

the Brazilian and international literature as a
multidimensional construct, there nevertheless being
no consensus regarding its definition. The World Health
Organization Quality of Life — WHOQOL group®, of the
World Health Organization (WHO) defines quality of life
as "individuals’ perception of their position in life in the
context of the culture and value systems in which they
live and in relation to their goals, expectations, standards
and concerns”. The evaluation of the quality of life has
been the target of multiple areas of knowledge, such
as psychology, nursing, medicine, nutrition, pharmacy,
speech therapy and physiotherapy, in which generic
instruments and specific ones for measurement are
used®19),

The WHOQOL instruments can be used in their
respective cultural validations, and their results may
be compared between the various cultures, due to this
being a general instrument for measuring quality of life.
The abbreviated version, the WHOQOL-BREF, validated
in adult populations, includes four domains: physical,
psychological, relationships and environment, and is
available in more than 40 languages, including Brazilian
Portuguese®*?,

Another widely-used instrument for evaluating
quality of life is the Medical Outcomes Study 36-Item
Short-Form Health Survey (SF-36). It is generic and
multidimensional, with 36 items separated into eight
domains: functional capacity, physical aspects, pain,
general health status, vitality, social aspects, emotional
aspects and mental health. The scores go from 0 = worst
general health status to 100 = best health status®.

Based on this context, the aim is to identify and
analyze the evidence available regarding evaluation of
burden and quality of life of mothers who are caregivers
for children and adolescents with chronic illnesses.

Method

The integrative literature review brought the
researchers closer to the evolution of the issue over
recent years. The recommended steps were followed:
the establishing of the guiding questions, the definition
of the sample, the categorization and evaluation of
the studies, the interpretation of the results and the
summarizing of the knowledge®”).

The guiding questions proposed are: what are the

studies’ methodological characteristics, and what are
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their levels of evidence? Which instruments of evaluation
of burden and quality of life are used in the studies? How
is the quality of life of the mothers who are caregivers
changed in the light of the child’s chronic condition?

The results described, based in the scientific
knowledge and in the clinical practice of professionals
from the healthcare area, are increasingly incorporated
into the investigations, legitimating the approach termed
Evidence-Based Practice (EBP).

The practice of Evidence-Based Nursing consists
of summarizing the best scientific evidence, produced
with methodological rigor, so as to incorporate it into
healthcare practice, forming a basis for decision-making
in the various domains of the nurse’s work. This means
that the elements of the professional’s decision-making,
which make up this practice, are - besides the scientific
findings - the careful analysis of the validity of this
information, and of the levels of scientific evidence
which it presents®®,

The basis for the classification of the type of
evidence of the studies presented in this review is
The Brazilian Centre for Evidence-Based Healthcare:
an Affiliate Centre of the Joanna Briggs Institute
(JBI), which recommends the classification of the
evidence obtained in accordance with the following
methodological outline:

Level I. Systematic review, containing only randomized
controlled clinical trials.

Level II. At least one randomized controlled clinical trial.

Level III 1. Controlled clinical trials, well designed,
without randomization.

Level III 2. Well-designed or case control cohort studies,
analytical studies, ideally from more than one research
center or group.

Level III 3. Multiple time series, with or without
intervention and results in noncontrolled experiments.

Level IV. The opinion of respected authorities, based in
clinical criteria and experience, descriptive studies or
reports from committees of specialists(®,

In order to consider scientific production related
to the issue proposed, two independent researchers
records. As

evaluated the inclusion criteria, the

following were defined: international and Brazilian

p.usp.br/rlae

scientific articles, with the descriptors: quality of life,
burden, caregivers, child, adolescent, mother, chronic
disease, qualidade de vida, carga, cuidadores, crianga,
adolescente, méde, doenga crénica, published between
2010 and 2014. The exclusion criteria were duplicated
studies; the records which did not focus on the child
or adolescent as the target of care; those which did
not include the mother (biological or adoptive) as the
main caregiver; and the studies validating evaluation
instruments.

The selection took place through the metasearch
engine of the Coordination for the Improvement of
Higher Education Personnel (CAPES), using the Boolean
operators AND and OR.

The scientific articles were extracted from the
electronic sources MEDLINE/BVS (Medical Literature
Analysis and Retrieval System Online/Biblioteca
Virtual em Saude); Academic Search Premier; CINAHL
(Cumulative Index to Nursing and Allied Heath
Literature); LILACS (Latin American and Caribbean
Health SciELO
(Scientific Electronic Library Online) and PubMed
Central (PMC).

The search strategies took place between December

Sciences Literature database);

2013 and April 2014, and the main information was
extracted from each document selected, in accordance
with an instrument elaborated by the authors:
identification of the study (source, title, place, authors,
date and objectives); methodological design (sample,
instruments, method and level of evidence); and critical
analysis (result and conclusion).

In the combining of the descriptors, 72 articles
were found, investigating the quality of life and
burden of caregivers of children and adolescents with
chronic physical or mental illnesses. After reading the
abstracts and refining the search, 22 articles were
selected, which made up the sample, as presented in

Table 1.

Table 1 - Distribution of the articles found, excluded and
selected, by electronic media. Rio de Janeiro, State of
Rio de Janeiro, Brazil, 2014

Electronic media Articles found Excluded Selected
CINAHL 8 6 2
Academic Search 8 7 1
Premier

MEDLINE 7 6 1
PubMed 25 17 8
SciELO 11 5 6
LILACS 13 4
Total 72 50 22




Rev. Latino-Am. Enfermagem 2015 July-Aug.;23(4):769-77.

Results

The search resulted in 22 articles, distributed in
the areas of Psychology (seven), Nursing (six), Medicine
(six), Physiotherapy (two) and Social Services (one), in
nine different countries: Brazil (10), the United States
of America (four), Spain (two), Turkey (one), Sweden
(one), Germany (one), the United Kingdom (one), South
Korea (one) and Columbia (one).

The objectives in determining the burden and
quality of life of the caregivers were presented as
associated with the variables related to the caregiver,
such as quality of sleep, mental health, stress, anxiety,
depressive symptoms, perception of the child’s illness,
impact of the coping strategies and of self-efficacy,
ethnic and regional differences, and sociodemographic
data. Variables related to the child or adolescent were
also ascertained, such as age, type of pathology,
seriousness of the illness and therapeutic interventions.

The chronic illnesses in children or adolescents
approached were broncho-pulmonary dysplasia,
cerebral palsy, asthma, eating disorders, hemophilia,
autism, sickle cell anemia, cancer, myelomeningocele,
obesity and inborn errors of metabolism.

The following predominated among the articles
obtained: 19 convenience samples, two studies with
sample calculation, one study with stratified probabilistic
sampling, proportionate to the mean number of children
and adolescents attended six months prior to the study.

In relation to other degrees of parenthood, the
mothers totaled the largest percentage of participation
as caregivers, reaching up to 100% of the samples, in
which the sample number varied between 15 and 787
caregivers.

The majority of the studies used transversal
designs (20), followed by two longitudinal prospective
designs. Quantitative, nonexperimental approaches
predominated (21) and one classification as mixed
research; two cohort studies were identified. The
scientific evidence was shown to be at level IV (20)
and at level III2 (two), respectively, in descriptive and
cohort studies.

All the articles made use of descriptive statistics
in generalization of the sociodemographic results, of
burden and quality of life, with broad application of the
SPSS (Statistical Package for the Social Sciences) in the
statistical treatment of the data. In order to examine
the influences on the caregivers’ quality of life, the
main statistical resources adopted were simple and

multiple linear regression analyses; for determining the

relationships between the various variables, the Pearson
correlation coefficients were used; the comparison
between the caregivers of different groups of children
was undertaken using variance analysis (ANOVA),
the Student t-test, and the Chi-squared test. For the
statistical verification of the relationships existing
between the variables, four studies used nonparametric
correlation (the Spearman correlation coefficient, the
Kruskal Wallis test, and the Wilcoxon test).

For the evaluation of burden of the mothers who
were caregivers, general measurement instruments were
used, tested in samples of caregivers caring for adults. The
Zarit Burden Interview burden scale was applied in seven
studies in the evaluation of burden of female caregivers
of children and adolescents with sickle cell anemia,
hemophilia, inborn errors of metabolism and cancer.

The Montgomery-Borgatta Caregiver Burden Scale-
Revised was identified in a single investigation.

In relation to the instruments for evaluating quality
of life of mothers who were caregivers for children or
adolescents with chronic illnesses, applied in this sample
of studies, emphasis was placed on the The World
Health Organization Quality of Life-BREF (WHOQOL-
BREF Scale) in nine studies, used in the United States of
America, Spain, and various states of Brazil; the SF-36
(Medical Outcomes Study 36-Item Short-Form Health
Survey) in six studies; The Ulm Quality of Life Inventory
for Parents of chronically ill children in one article;
the Pediatric Asthma Caregivers Quality of Life in two
studies; and one investigation selected the Nottingham
Health Profile.

Quality of life appears to be influenced in a complex
and interrelated way by physical and mental health of
the mothers who provide care, in accordance with their
level of independence, the social relationships which they
establish, the environment in which they live and the
extent to which they perceive themselves as burdened.

The existence of the caregiver’s burden, as one
of the impacts of the chronic illness of the child or of
the adolescent, is strongly evidenced in the literature,
being compromised in various domains. The studies
exposed the increase in the burden, when related to
sociodemographic, physical and mental variables, such
as the absence of a partner, a low educational level,
mothers of mixed African and European descent, with
insufficient income, unemployed, or with changes in their
professional lives, reduction in social co-existence, with
a higher number of children, the presence and degree
of signs and symptoms of depression and anxiety, and
raised tension in daily life.
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The perception of the seriousness of the pathology,

sleepless nights or nights with interrupted sleep
due to the acute manifestations of the illness, and
disappointment in not being able to meet the children’s
needs, are also relevant factors for burden.

The most powerful predictors for poor quality of life
were reported by the mothers, these being mainly the
time spent asleep - which was below what they needed -
little or no perception of self-efficacy for the care of the
ill child, lack of perceived social support, limitations of
the maternal role, little vitality, mental health affected
by high levels of depression and anxiety, functional
compromise, low coping capacity, non-adaptation to
the situation of chronic illness in the family, and care

burden.

Discussion

Methodological characteristics and their levels of
evidence

The quantitative, descriptive and nonexperimental
studies were suited to the proposal of investigating
the variables which may not be subjected to scientific
control, in spite of the lack of control regarding the
variables which are not in the study®?. Even when the
result demonstrates a positive correlation between the
variable of quality of sleep and poor quality of life of
the mother?”, a hidden variable may be responsible
for the effect which has such an influence on both the
quality of sleep and the quality of life, and which is not
investigated - such as drinking alcohol, smoking, or the
menopause.

The methods of sampling used were, mainly,
convenience, possibly conferring some discordance in
relation to the mothers who did not participate in the
study, incurring the possibility of biases, as the price of
convenience is the risk of divergences?.

Only two articles had a sample number below 30
individuals(?t-22),

Regarding the time dimension in the outline of
the studies, the transversal studies did not allow, in
some results, the determination of causal associations
between the variables examined, hiding the influence
of other relevant variables, such as the presence of
behavioral or cognitive problems in the child, influencing
the mother’s coping and self-efficacy®®, and limiting, in
this way, the planning of specific interventions.

On the other hand,
studies, or those which require various meetings with

longitudinal prospective

the participants, can become nonviable, due to the
researchers’ lack of time and/or the high financial cost
which may be expended®?,

The strength of the evidence presented in the levels
III12 and 1V is consistent with the studies reviewed, and
strengthens the recommendations of the best studies
for application in the professional practice®®, mainly
relating to the choice of the evaluation instruments and
the proposals for intervention for minimization of the high
scores of care burden and perception of low quality of life.

Instruments for evaluating burden and quality of life
used in the studies

The population investigated, the objective of the
study, and the availability of the instrument - adapted
and validated for the language of interest — was decisive
for defining the instrument for evaluating burden and
quality of life which was most appropriate for each study.

The variable of caregivers’ burden was evaluated
using nonstandardized instruments for caregivers of
children®®, possibly resulting in biases. The results
may be influenced, due to the subjective character of
the responses, which require of the mother who is a
caregiver a certain precision and acceptance to explain
the feeling that her children are burdens or causes for
her physical and/or mental problems.

The Montgomery-Borgatta Caregiver Burden Scale-
Revised® instrument has demonstrated good reliability
in the evaluation of caregivers of adults and was used,
for the first time, for evaluating burden of caregivers of
children with chronic illnesses®.

In relation to the SF-36(9), its suitability to the
socioeconomic and cultural conditions of the Brazilian
population, as well as its reproducibility and validity,
made the instrument useful in evaluating various
pathologies?>27), In this review, the most affected
domains were the emotional
health,

aspects(25-26,28-29).

aspects and mental
physical aspects, pain, vitality and social

The Ulm Quality of Life InventoryG®, of German
origin, had not yet been validated for other languages.
It is an instrument for evaluating the quality of life of
the mother and father of children with different chronic
illnesses.

It is made up of 29 items, encompassed in the
physical dimensions, daily functioning, satisfaction with
the situation in the family, emotional suffering, self-
development and well-being. The responses are given

in relation to the previous week, on five-point scales,
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which vary from 0 = never to 4 = always. It was used
to evaluate the quality of life of the parents of children
and adolescents with phenylketonuria and to identify
possible predictors of quality of life®V.

The Paediatric Asthma Caregiver Quality of Life
Questionnaire (PACQLQ) is configured as a questionnaire
for reporting the quality of life of the caregiver®, with
a scale made up of four items, which reflect how the
child’s asthma can affect sleep, the caregiver’'s work,
and the family’s experiences. The responses are given
on a scale of seven points, where 1 represents severe
impairment and 7 represents no impairment. The mean
of all the items is the total score, in which higher scores
indicate better quality of life.

The indicators of the caregiver’s morbidity were
investigated and the ethnic and regional differences
in quality of life were determined, using the Paediatric
Asthma Caregiver Quality of Life Questionnaire, in
samples of female caregivers of children with asthma®2,

The Nottingham Health Profile evaluates the
subjective perception of the physical, emotional and
social aspects of health. The dimensions of health
evaluated are energy, pain, physical mobility, emotional
reactions, sleep, and social isolation. The mothers
respond to the questions with “yes” or *no” and a higher
score indicates a worse quality of life3),

The relations between maternal depression and
quality of life were evaluated among female caregivers
of children with neuromuscular disorders®¥, in the
Turkish version of the Nottingham Health ProfileG3,

Quality of life of mothers who are caregivers in the
light of the child’s chronic condition

fathers(2836-37) and other

women®® of the family were shown to be linked to the

The grandmothers®»,

activities of care, but the mothers remain the principal
persons involved in the care process, constituting the
absolute majority in all the studies highlighted?.

The increase in the burden, related to socio-
demographic variables and health variables is found in
nearly all the articles, to the extent that the adverse
conditions for dealing with the weaknesses imposed
by the chronic illness are determinants for burden and
worsening of quality of life®D, Until public policies
specifically focusing on female caregivers are put in
place, identifying the risk factors for their health, this
group’s quality of life will continue to be affected®2:39),

The literature indicates that the chronic illness of
the children is associated with conjugal suffering, which

can affect the adaptation to the care of the child and
of siblings®. In some records, the mothers state that
their conflicts with their spouse entail a risk factor for
burden(2t-22.26,:36-38) - which may be associated with the
severity and frequency of the acute episodes of the illness,
the quality of the care received and the caregivers’ degree
of knowledge®“?, as - due to not understanding the illness
and not having access to coping strategies - these result
in a greater incidence of marital disharmony®.

The quality of sleep among mothers®?®, besides
relaxation and rest, seems to be affected in similar
studies. When the various pathologies are compared,
one can observe that the quality of sleep is always
compromised, principally at times of crisis(0:14,

It may be perceived that there is a certain variability
in the mothers’ adaptation to their children’s chronic
conditions, given that the majority feel themselves to be
vulnerable, requiring support in various instances(.36-3%),
The improvement in the child’s clinical quality does not
mean, without exception, improvement in the mother’s
quality of life, as after 10 months of rehabilitation and
significant improvement in the children’s gross motor
function, the mothers present significant improvement
in the domain of bodily pain, but without improving the
quality of life affected.

The caregivers’ quality of life scores tend to vary
in accordance with the content of the information
received®V), specific aspects of each illness®®* and the
personal resources of the caregivers. In the perception
of absence of maternal self-efficacy, low levels of quality
of life and mental health are established@®.

Mothers of children with mental and neurological
compromise have high scores for burden and low quality
of life(?1,29.34.38,42) contrasting with the study of parents of
children with cerebral palsy, whose perception of quality
of life resembles that of parents of children without
disabilities, challenging the pessimistic social and
professional perspective, which tends to underestimate
the families’ potential for adaptation®.

The cultural beliefs and prejudices regarding these
disabilities can mean greater vulnerability and difficulty
for the parents, in thr experiencing of the positive
perceptions regarding their lives and parenting®. In
one investigation comparing quality of life of mothers of
autistic and healthy children?, there was no significant
difference in the domains of quality of life between the
caregivers, although the former classified their health
as bad and tending to worsen. Additional problems in
children with neurological and mental disorders are
important targets for early interventiont?,
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Ethnic and regional differences and indicators of
morbidity in samples of female caregivers of children
with asthma - Latino and non-Latino - were determined
in the evaluation of the quality of life(®?, Quality of life,
in pediatric asthma, can be a reflection of the broader
contextual stress which Latino female caregivers
experience, due to cultural beliefs and acculturation®?.

It is possible to distinguish in the findings the
relevancy of social support networks, as the child’s
iliness interferes directly in the daily life and in the
relationships(?1-22:29,34,36,38,43),

The help from a social support network, identification

female caregivers’ social

with a group, acceptance of one’s own appearance and
attribution of meaning to one’s own life are important
elements for overcoming adversity in the role of
caregivert,

Few studies reveal weak or moderate harm in
the mothers’ quality of life and burden®7:3544 which
showed that the greater the variable of length of time
spent caring, the greater the satisfaction in relation to
psychological well-being, the environment, and social
relationships. The burden is not, however, always
completely stated?®®, denoting the need for further

complementary studies, with objective evaluation tools.

Conclusions and implications for the care

This  has
implementation of effective interventions, which may

implications for the planning and
relieve burden, advancing the development of activities
which involve the entire interdisciplinary team, facilitating
the access to information, instrumentalizing the mothers
for monitoring the child’s condition, guaranteeing the
treatment for the physical and psychological problems and
offering support necessary for dealing with the challenges
of caring for children and adolescents with chronic illnesses.

It is important to consider the mothers’ conditions
and sleep quality in the interdisciplinary evaluations,
guiding them regarding the importance of rest for
maintaining the care of their children at home at the
highest level they can achieve.

It is important to encourage the caregivers’ strong
points and to promote meetings of groups of mothers,
emphasizing the sense of empowerment for relieving
feelings of impaired self-efficacy and consequent burden.

Complementary studies need to be used,
emphasizing the needs of the mothers who are
caregivers, their satisfaction with the treatment made
available, difficulties met in accessing the specialized

services, and support networks.

Burden and quality of life, associated with the
various chronic illnesses not yet explored, are a field of
investigation - in the perspective of the nurse - which
needs to continue to advance. The continued application
of burden scales in populations of female caregivers of
children and adolescents will increase the reliability and
validity of the instruments.

This review extended the support for decision-
making regarding the necessary interventions for
minimizing the impact of the chronic illnesses on
the health and quality of life of the mothers who are

caregivers.
Limitations of the study

It is sensible to recognize that the conclusions
cannot be broadly generalized, as the articles recovered
in this integrative literature review listed investigations,
in the majority of which the evidence was established
at level IV. These are considered less robust and
lacking methodological strategies which consider the
summarizing of the best scientific evidence, that is,
that originating from systematic reviews or randomized
clinical trials.

The less powerful hierarchies, however, seem
to have been appropriate for the studies, involving

evaluation of burden and quality of life.
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