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Clinical Benefits of Current Therapies in Improving Quality
of Life and Physical-Psychological Symptoms in Women
with Fibromyalgia: An Integrative Review

Beneficios Clinicos das Terapéuticas Atuais na Melhora da Qualidade de Vida e dos Sintomas Fisico-psicol6gicos nas Mulheres com
Fibromialgia: Uma Revisao Integrativa
Beneficios Clinicos de las Terapias Actuales en la Mejora de la Calidad de Vida y de los Sintomas Fisico-Psicol6gicos en Mujeres con
Fibromialgia: Una Revision Integradora

RESUMO

Objetivo: Esta revisao sistematica buscou avaliar os efeitos de terapias farmacolégicas e nao farma-
cologicas sobre dor, fadiga e depressao, com foco na melhoria da qualidade de vida de pessoas com fi-
bromialgia. Método: Foi realizada uma revisao integrativa da literatura nas bases de dados Scielo, Lilacs
e PubMed, contemplando estudos que investigaram diferentes intervengoes terapéuticas aplicadas a
individuos com diagnostico de fibromialgia. Resultados: Os tratamentos farmacoldgicos tradicionais,
como antidepressivos triciclicos e anticonvulsivantes, demonstraram eficacia limitada, frequentemente
associada a efeitos adversos e elevado indice de abandono. Por outro lado, terapias nao farmacologi-
cas, como cinesioterapia, pilates, exercicios aquaticos e programas multicomponentes (ex: FIBROWA-
LK), mostraram-se eficazes na reducao dos sintomas e na melhora da qualidade de vida. Estratégias
como suplementagao de vitamina D e uso de canabidiol apresentaram resultados ainda inconclusivos
devido a escassez de evidéncias robustas. Conclusao: Intervencoes nao farmacologicas, especialmente
as abordagens fisicas e psicossociais, mostraram maior efetividade e abrangéncia terapéutica quando
comparadas ao uso isclado de medicamentos, reforgando a importancia de estratégias integradas no
manejo da fibromialgia.
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ABSTRACT

Objective: This systematic review sought to evaluate the effects of pharmacological and non-pharma-
cological therapies on pain, fatigue, and depression, with a focus on improving the quality of life of peo-
ple with fibromyalgia. Method: An integrative literature review was conducted in the Scielo, Lilacs, and
PubMed databases, including studies that investigated different therapeutic interventions applied to
individuals diagnosed with fibromyalgia. Results: Traditional pharmacological treatments, such as tri-
cyclic antidepressants and anticonvulsants, have shown limited efficacy, often associated with adverse
effects and a high dropout rate. On the other hand, non-pharmacological therapies, such as kinesiothe-
rapy, Pilates, aquatic exercise, and multicomponent programs (e.g., FIBROWALK), have proven effective
in reducing symptoms and improving quality of life. Strategies such as vitamin D supplementation and
cannabidiol have yielded inconclusive results due to a lack of robust evidence. Conclusion: Non-phar-
macological interventions, especially physical and psychosocial approaches, demonstrated greater ef-
fectiveness and therapeutic scope when compared to the isolated use of medications, reinforcing the
importance of integrated strategies in the management of fibromyalgia.

DESCRIPTORS: Fibromyalgia; Therapeutics; Quality of Life; Women

RESUMEN

Objetivo: Esta revision sistematica busco evaluar los efectos de las terapias farmacologicas vy no far-
macologicas sobre el dolor, la fatiga y la depresion, con el objetivo de mejorar |a calidad de vida de las
personas con fibromialgia. Método: Se realizd una revision bibliografica integradora en las bases de
datos Scielo, Lilacs y PubMed, incluyendo estudios que investigaron diferentes intervenciones terapéu-
ticas aplicadas a personas con diagnostico de fibromialgia. Resultados: Los tratamientos farmacologi-
cos tradicionales, como los antidepresivos triciclicos y los anticonvulsivos, han mostrado una eficacia
limitada, a menudo asociada a efectos adversos vy una alta tasa de abandono. Por otro lado, las terapias
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no farmacologicas, como la kinesioterapia, el pilates, el ejercicio acuatico y los programas multicompo-
nentes (p. ej., FIBROWALK), han demostrado ser eficaces para reducir los sintomas yv mejorar la calidad
de vida. Estrategias como la suplementacion con vitamina D y el cannabidiol han arrojado resultados no
concluyentes debido a la falta de evidencia solida. Conclusién: Las intervenciones no farmacolégicas,
especialmente las fisicas vy psicosociales, demostraron mayor efectividad y alcance terapéutico en com-
paracion con el uso aislado de medicamentos, reforzando la importancia de las estrategias integradas

en el manejo de la fibromialgia.
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ibromyalgia (FM) is a chronic
F syndrome characterized by wide-

spread musculoskeletal pain,
often accompanied by fatigue, sleep
disturbances, memory problems, and
mood changes. Although fibromyal-
gia can affect people of all ages and
genders, it is more commonly diag-
nosed in women. The condition it-
self is a factor that causes significant
functional and social impairment in
this segment of society’.

As already observed by Graminha
et al. (2021)1, this debilitating con-
dition significantly impacts women's
quality of life, interfering with their
daily activities, work, personal rela-
tionships, and mental health. Per-
sistent pain and intense fatigue are
symptoms that make it difficult to
perform everyday tasks, often leading

17042 saidecoletiva = 2024; (15) N.99

to time off work and social limita-
tions'.

In addition, a lack of understand-
ing of the disease by society and even
some healthcare professionals can
result in late or incorrect diagnoses,
exacerbating patients' suffering. The
psychological impact is considerable,
with many women developing depres-
sion and anxiety as a direct conse-
quence of the condition’.

Despite the overall picture of
pain and loss of quality of life, treat-
ment options for fibromyalgia are
still very limited to pharmacological
treatment, which, although effective,
has many biases and adverse effects.
Given this scenario, this integrative
review sought to - to verify the scien-
tific evidence regarding current thera-
pies for the treatment of fibromyalgia
and discuss the results of pioneering
studies of alternative therapies for

the relief of the symptoms of the dis-
case, and other non-pharmacological
therapies, comparing their clinical
results with those of traditional drug
therapies, such as antidepressants, an-
ticonvulsants, and others. The aim in
this context is to answer the following
question: How could non-pharmaco-
logical treatment be used in conjunc-
tion with drug treatment to improve
the quality of life of women with fi-
bromyalgia?

The objective of this review is to
analyze the clinical results of current
pharmacological and non-pharma-
cological therapeutic options and
demonstrate that, due to the multi-
factorial nature of the disease and the
difficulty in finding treatments that
address its complexity, there is a need
to expand treatment protocols for
fibromyalgia by including non-phar-
macological therapies associated with
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pharmacological treatment, because,
in this way, in addition to obtaining
better results in terms of increased
quality of life and treatment adher-
ence, we place the patient as an active

agent in their treatment.

The review was conducted in five

Figure 1: Research method used and its five stages of investigation

stages, following a rigorous method-
ology to ensure the reproducibility of
the information found. The stages are
listed in Figure 1.
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The stages of this research are de-
scribed below:

Stage 1 includes defining the re-
search question and was obtained
using the PICO method. Once the
research question was defined, the
keywords that would comprise the re-
search were defined.

Step 2 consisted of defining the
Boolean and non-Boolean scheme
that would solve the research prob-
lem, as well as defining the eligibility
criteria for articles, such as time [a],
availability in Portuguese, English,
and Spanish [b], direct relation to the
object of study and its guiding ques-
tion [c], no conflicts of interest [d],
publication no more than five years
ago [e], and presentation of a reliable

and replicable research methodology
with conclusive final results.

Stage 3 corresponded to the activ-
ity of defining the search sites, using
the PubMed, ScienceDirect, and Li-
lacs portals. Also, via a non-Boolean
scheme, articles from Google Scholar
were included to complement the re-
search.

Stage 4 was the sclection phase
of the articles found on the portals,
which was followed by an initial ver-
ification by title and abstract, and
those of interest were separated for
analysis, aiming to answer the re-
search question. The ROBANS (Risk
of Bias Assessment Tool for Nonran-
domized Studies) and Risk of Bias
Tool 2 (RoB 2) methods were used

17053
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for non-randomized and randomized
studies, respectively.

Step 5 was the analysis of the re-
sults using spreadsheets and other
instruments, with the aim of generat-
ing the results and discussion of the
article.

Considering the terms required
in the research question according
to GALVAO et al. (2014), the items
were established as shown in Table 1.

2025; (15) N.99 = coletiva
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Table 1: Formulation of the research question

Defini¢des do & l £ o
A Population Intervention Comparison Outcome
. Non- ) .
Componentes da People with . Pharmacological |  Improved quality
; . pharmacological }
pergunta fibromyalgia treatments treatments of life

Source: the authors

The result of the question was
expressed as follows: How could
non-pharmacological treatment be
used alongside drug treatment to im-

prove quality of life in women with
fibromyalgia?

Subsequently, the Boolean scheme
for searching articles related to the
defined, the

question was using

scheme used in the databases and pre-
sented below: (“fibromyalgia®) AND
("treatment” OR "therapy” OR "in-
tervention”) AND ("non pharmaco-
logical” OR "multidisciplinary care”)
AND ("pharmacological treatment”
OR "drug therapy" OR "medication”)
AND ("quality of life"); in the data-
bases cited in the method.

A total of 167 articles were found,
of which 20 met the selection criteria
of the research to find propositions
that answered the research question
of the study, as shown in Figure 2.

Figure 2: Overview of the results obtained via Boolean and non-Boolean schemes in the selected electronic media
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Impacts of FM on the lives of wo-
men with the disease

As briefly discussed in the intro-
duction to this article, women are the
segment of the population with the
highest risk of developing FM, rep-
resenting approximately 65 to 70% of
FM casesl. The reasons for this preva-
lence are not yet known, but research-
ers have conducted case studies to an-

17044 satdecoletiva = 2024; (15) N.99

alyze common characteristics among
women with fibromyalgia, seeking to
understand how this disease may be
associated with impaired interperson-
al relationships, causing mainly phys-
ical and psychological problems and a
reduced quality of life.

In a study conducted by Gram-
inha et al. (2021)!, women with FM
were selected and asked to complete
a questionnaire on quality of life and
outlook. Among the women analyzed

in this article, 30% reported dissatis-
faction with their social environment
and 29% reported dissatisfaction with
their interpersonal relationships. The
same authors also discuss the biopsy-
chosocial theory of the disease, which
is based on the premise that women,
whether for cultural or biological rea-
sons, are more "demanded” than men
socially.

This idea understands that, be-
cause they are often subjected to a
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patriarchal culture, women are more
exposed to stressful situations or so-
cial vulnerabilities, and are thus more
predisposed to having suffered at
some point in their lives psychologi-
cal or sexual abuse, greater difficulty
in professional advancement, or any
other situation that has conditioned
the development of the syndrome.

the described

above, there is an urgent need to seek

Given scenario
therapies that alleviate symptoms and
contribute to improving the quality
of life and self-esteem of these wom-
en. To this end, treatment must be
scientifically supported and place
the patient as an active agent in their
treatment. With comprehensive and
multidisciplinary treatment, women
with FM can experience a significant
improvement in their quality of life,
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allowing them to lead more active and
satisfying lives.

Pharmacological and non-phar-
macological treatments: current
overview within the scientific con-
text

Several therapeutic strategies, both
pharmacological and non-pharma-
cological, have been studied with
the aim of mitigating symptoms and
improving patients' quality of life, as
summarized in Table 2.

Among pharmacological treat-
ments, the use of antidepressants and
anticonvulsants stands out. In a me-
ta-analysis4, only pregabalin and am-
itriptyline showed superior efficacy
to placebo, while duloxetine did not
show significant advantages. Simi-
larly, Hussein M. Farag and Ismacel

Yunusa et al. (2022)% concluded that,
despite symptom improvement with
all drugs analyzed, only amitriptyline
demonstrated better tolerability. The
use of spironolactone, investigated by
Ruwen Bohm et al. (2021)° ,did not
significantly alter clinical outcomes,
although a transient increase in serum
potassium levels was observed.

In addition, studies on cannabidi-
ol8 and vitamin D supplementation9
showed limited or inconclusive ef-
fects, highlighting the need for fur-
ther investigation. Naltrexone, test-
ed on two occasions®’, did not show
superior efficacy to placebo, with
adverse effects being reported in the
intervention group in one of the stud-
ies.

Table 2: summary of articles found in the Boolean scheme

AUTOR/ANO PAIS OBJETIVO DO ESTUDO METODO RESULTADOS CONSIDERAGOES
i Efeitos da de doses Al da dor, 0 0
m‘;ml ';:'msr“’ Brasi baixas de naltrexona e estimulacio Enssio clinico funcional, os sintomas psicolégicos e a |  N3o houveram diferencas
Castro et al, 2023 transcraniana por corrente elétrica qualidade de vida av significativas entre 0s grupos
direta na fibromiaigia. significativamente em ambos 0s grupos
(P<0.05)
Exercicios de baixa
Efeitos do exercicio de baixa Houve ignif e je, com treinamento
Ruth Izquierdo-Alventosa intensidade na catastrofizagao da no grupo que fez a atividade fisica apés | de resisténcia e i
Marta | etal 2020‘ Espanha dor, ansiedade, depressdo e outros Ensaio clinico a intervegao em todos 0s aspectos meihora as varnidveis
Ingiés et al. sintomas em mulheres com analisados. Houve piora do grupo p gicas, dor, a qu
] controle no imiar da dor de vida e 0 condicionamento
fisico em mutheres com FM
A cinesioterapia foi superior na reduclo
Efeitos de um programa de terapia da dor tanto durante o tratamento e Tanto a cinesioterapia quanto
Daniela Matei 1, Rodica Romania cinética e um programa de Ensaio dinico apds trés meses do término. A terapia © programa de atividade
Traistaru et al. 2024 modalidade fisica combinada sobre combinada também obteve melhorada | combinada melhoraram os
a fibromialgia dor. Ambas 1 a quali de da FM
wda
A pressao inspiratona maxama (Pimax) | O treinamento respiratdno é
Pablo Tomas-Carus 1 Efeitos do treino respiratdrio na melhorou 17,5%. Apteszaea;xpzawna uma terapia eficaz para
4 qu de vidaec maxima melhorou 21,6%. terapia eficaz para melhorar a
Clanssa Baezhol-zpzrmles etal, Espanha f Aria de mulherss com Estudo de caso-controle ques qualidade de vida funcao resp mes
fibromialgia melhorou em relag3o a fungao fisica, qualidade de vida em
aspectos fisicos, dor e vitalidad: mulh com FM.
Investigar a eficacia da Terapia As participantes reduziram de maneira :
Mari Aguilera , Clara Paz - (TCC)e : significativa os sintomas depressivos, mmm
A et'al. 2022 Espanha da Terapia de Construcao Pessoal Estudo multicéntrico randomizado mas 0s autores n3o encontraram fa dea ol
' (PCT) para sintomas depressivos. diferencas expressivas entre 0s d"'“’”m“ FMNM
em mulheres com fibromialgia resultados dos dois tipos de terapias
O FIBROWALK atingiu maiores
medhorias em todes os resultados Ha eficacia a curto prazo
Analisar a eficacia do FIBROWALK |clinicos e 08 MPP no comprometimento destes programas
Mayle Serral, Sonia Ferréset e do Programa de Fisioterapia funcional, percepco da dor, sintomas multicomponentes e ha
et al, 2022 Espanha Multicomponente (MPP) em Ensaio clinico depressivos e anesiofobia. em evidéncias de que técnicas
i ¢30 com o comparagao ao TU. Em comparacao ao | cognitivo-componamentais e
usual (TU) MPP. 0 FIBROWALK mostrou efeitos baseadas em mindfuiness
superiores na melhora da dor, sintomas | podem ser clinicamenie Uleis
depressivos, ansiedade e fungao fisica
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) Houve melhoria no sono reparador, Alerapia combinada pode
Cervilla 1, para a insdnia de mulheres com maior eficiéneia do sono, menos tempo il e
Pracios Oacar Espanha firomiaigia ao realizar Terapia Ensaio clinico aCOMtaco e mais lempo NO estagio 4, F ei0n 10s 85pecios
Elena Mir6 et al, 2020 Cognitra a o |t ainsdnia em
autopercepco da qualidade do sano pecanias tor PN
N30 houve diferenca dos efeitos na
muoo'uoxmm
isolados no F! nnnwmmua
ICarolina Chaves, Paulo Cesar G Efeitos da ingest3o do canabidiol e el
T Bittencourt et al, 2020 por pesscas com fibromialgia Ermalo clinico €50076S “senti-50 bem”, eor"uzor 'Wm‘"mmm
trabaiho® ¢ “fadiga®. O grupo placebo
iy no
escore de "depressao”
Aespironolactona nao alterou
x A espi no
Ruwen Bshm 1, Paul Eficacia da espirinololactona sobre mmmm Houve e
Westermann et al, 2021 P—— ©8 sinomas da fibromiaigla R0 mmmm\iﬂﬂ m”mwm
Mesma que a terapia tenha
contribuido tanto para
o Efetos dos exercicios aqualicos na MW'”“WW”‘;“" aumentar 0 VO2 no TAV
R Zamunér et al, 2019 Brasi m,’mll’“ Ensalo clinico 01). aumento do imiar de dor @ pressao ”E’E, ""”""“,‘e
(P=0.02) ¢ bom estar 0% valores relomaram para
pero do basal.
Todos 0s medicamentos
Somente a pregabaiina e a amitriptilina |  analisades tiveram bons
‘mmmm Brael Efeitos da amitnipbiling, pregababna Motandies tveram malm:dmca emrelagioao | resuitados, porém deve ser
2022) g e ducioxeting na fibromiaigia a eos
mmmmpﬂm mlmmmm
terapias
(Daniel Rodriguez-Almagro 1, Todos o8 exercicios fisicos analisados
Maria Del Moral-Garcia, i Terapia baseada em exercicios Motandd i B Indara (it g |mmmmul:°nmm
2023) oo algum aspecto WMICIY
i A terapia de exercicios de
; Efefto dos exercicios de bem-estar e ik bem-estar e fisioterapia tem
MW! YT Espanha  |eda com along. Ensaio dinico ot gt i grandes vantagens no
na FM ons gty IrumewhdanuMesm
Tai Chi oferece efeitos
An Cheng , Ya-Wen Toka Efetividade do Tai Chi no = I:Immquﬁ:ndom e significativamente maiores no
Chiu et al 2019 " tratamento da fibromiaigia € qualicade de vida fisica & m tratamento da fibromialgia em
L 9 relacdo 3 terapla padrio
Eficécia de dietas baseadas
" mm e - melﬂdldofu:n ?mmmewm
Nadal-Nicolds et al., 2021 Espanha examinando o principais efeitos Revisdo sistematica eien ”"g‘“"‘l“’“‘!m "9""?“_"“?"""“';:‘
noammudnspaden&sm . -
30 vida, peso corporal e sintomas
FM e na melhoria da qualidade de 9 ey
iy da dor somética
Apesar de medhora dos sinlomas com
Hussein M Farag 1, Ismaeel Comparagao entre amitriptiina e todos os medicamentos, a amitriptilina | O tratamento deve levar em
"gcéz Estados Unidos duloxetina, pregabalina e Metandlise foi a Gnica que obteve tolerabiidade em |  conta a individualidade e
Yunusa, 2022) milnaciprano relagao a0 placebo (OR, 0,78, 95% Crl, | tolerabilidade do paciente
0.31-1,66)
3 Ambos grupos tiveram melhora na
Suzy Aratjo de Medeiros 1 Comparaglo entre os efeitos do h - )
Hugo Jario de Almeida Silva Brasi plates o 500 € dos exercicios Ensaio clinico R Thh | - Mo s
2020 aer6bicos aquaticos na FM. A iico ma Talic/n 80 B0NS.
: ; | O grupo intervengdo teve uma minima | O uso da Naltrexona ndo foi
Karin Due Bruun, Prof Robin ' Efeitos da baixa dose de Naltrexona . meihor na escala da dor em relaglo
Christensen et al, 2024 Dinamarca em mulheres com FM Ensalo clinico plooeb:“Elelmmuf::douo: mmmmomafgamo
Naltrexona foram relatados
Houve melhora no questiondrio de
Kang Ku, Ming-Xi Lia et al, China Sup ¢Bo com De Metandiise fmpacto da FM com o uso da D Asup ¢do com
2022 os efeitos na FM (P < 0,001), mas ndo houve melhora na | vitamina D é eficaz na FM
escala EVA (P > 0,05).
Source: The authors
consistent efficacy in several studies.  and quality of life!®!>!*!* Respiratory

On the other hand, non-pharma-
cological treatments are highly di-
verse and show promising results.
Exercise-based strategies have shown

17046 saidecoletiva = 2024; (15) N.99

Kinesiotherapy and low-intensity ex-
ercises, including aquatic and well-
ness exercises, have resulted in im-
proved pain, functional performance,

rehabilitation has also demonstrated
positive effects on lung function and
quality of life", the multicomponent
FIBROWALK program'® and com-
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bined Cognitive Behavioral Thera-
py'” have shown significant clinical
improvements in depressive symp-
toms, pain perception, and sleep.

In addition, alternative approaches
such as Tai Chi'¢, ,plant-based diets®
and floor-based Pilates!! have also
been shown to be effective, especial-
ly in improving quality of life, pain,
and psychosocial aspects. Finally,
data consolidated in meta-analyses14
reinforce the importance of physical
exercise as a first-line non-pharmaco-
logical treatment.
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Drug treatments for fibromyalgia
and their relevant aspects today:
advances and limitations

Amitriptyline, pregabalin, and du-
loxetine: first-line drugs

Two recent meta-analysis studies
evaluated the efficacy of pharmaco-
logical treatments for FM, focusing
on amitriptyline, pregabalin, and du-
loxetine. The first meta-analysis in-
cluded eight systematic reviews and
15 clinical trials, analyzing the effects
of drugs in women with FM?. The re-

sults showed that pregabalin 450 mg
was effective in improving pain in
30%, while amitriptyline 50 mg was
superior in improving pain in 50%.
Duloxetine 20 mg and 30 mg were
no better than placebo. The risk of
bias was analyzed using the Cochrane
Collaboration's Rob 2.0 tool®.

In a second meta-analysis, with 36
clinical trials, amitriptyline was com-
pared with FDA-approved drugs (du-
loxetine, pregabalin, and milnacip-
ran)® The summary of the results can
be seen in the following graph.

Figure 1: Effects of drugs on different outcomes, including credibility intervals (Crl). Visual comparison of the magnitude and

direction of the effect (negative values indicate improvement over placebo).
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Use of potassium-sparing diureti-
cs: spironolactone

A clinical trial investigated the ef-
ficacy of spironolactone, at a dose of
200 mg/day, in improving FM symp-
toms®. Forty-three women were ran-
domized into two groups: placebo
group (n=22) and intervention group
(n=21). After an initial phase with

doses of 50 mg, 100 mg, and 200 mg/
day of spironolactone or placebo were
administered between days 7 and 28.
The primary outcome was the change
in the FM Impact Questionnaire
(FIQ-G, German version) score. Sec-
ondary endpoints included changes
in pain (measured by the Numerical
Rating Scale, NRS), mood (ADS),
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quality of life (SF-36), and changes
in FIQ scores 14 days after the end of
medication.

The results showed that spirono-
lactone, at a dose of 200 mg/day, did
not significantly alter the primary and
secondary endpoints. In addition,
there was a transient increase in se-
rum potassium levels and a transient
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decrease in maximum glomerular fil-
tration rate (GFR) after 2 weeks, but
without clinical relevance?®.

Naltrexone and transcranial sti-
mulation
The

double-blind clinical trial aimed to

single-center, randomized,

analyze the real effects of low-dose
naltrexone (6 mg) in women with FM
¢. One hundred thirty-six participants
were selected and allocated to an in-

which
the drug for 12 weeks, and a placebo

tervention group, received

group. The safety of the study was as-
sessed in participants from the popu-

lation with the intention to treat FM
and who received at least one dose of
their designated intervention, and the
primary outcome was the change in
the pain scale. The results are shown
in Figure 2.

Figure 2: The vertical dotted line represents no effect (zero). The further to the left of the line, the greater the reduction in
pain. The naltrexone group showed a mean reduction in pain of -1.3 points (with a 95% confidence interval (Cl): -1.7 to -0.8),
indicating greater pain relief compared to placebo, while the placebo group had an average reduction of -0.9 points (95%

Cl: -1.4 to -0.5). The confidence intervals (horizontal black bars) show the uncertainty of the estimates. The adverse effect
profile is high, being equal to or higher than that of placebo in absolute terms and proportionally higher.
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In another randomized, dou-
ble-blind clinical trial, researchers
combined low-dose naltrexone with
transcranial direct current stimula-
tion to assess the effects on FM symp-
toms in 86 women with FM, who
were divided into four groups’. Sev-
cral questionnaires were administered
before and after the intervention. The
results showed a significant reduction
in pain in the groups that received
active interventions, especially in
the group that combined naltrexone
and transcranial stimulation, which
showed significant improvements in
pain frequency and intensity, the im-
pact of pain on daily activities, and
emotions. In addition, depressive

17048 saidecoletiva = 2024; (15) N.99

symptoms decreased after all active
interventions. Despite the observed
benefits, the presence of a placebo
effect was noted, indicating the need
for further studies to analyze this pos-
sible association’.

Cannabidiol and its current clinical
use

A double-blind randomized clini-
cal trial aimed to verify the efficacy of
cannabidiol oil on FM symptoms®. To
this end, the researchers selected 17
women from a socially vulnerable areca
in the Florianépolis region of Brazil,
who received 18 weeks of treatment
based on the ingestion of cannabis
oil. The results were compared with a

placebo. The initial dose of the medi-
cation was 1.22 mg of THC and 0.02
mg of CBD. The authors found that
in the intervention group there was
an increase in the FIQ score of p =
0.005 compared to the placebo group
(p < 0.001), mainly for well-being,
fatigue, and work performance. Ac-
cording to the researchers, there were
no reports of adverse effects in either
group. The authors concluded that
cannabis oil was effective in improv-
ing FM symptoms, but reported that
long-term monitoring of the effect
of phytocannabinoids is necessary, as
well as further exploration of other
species.
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Non-pharmacological therapies
for the treatment of fibromyalgia
In most of the studies analyzed
in relation to non-pharmacological
treatment for FM, specific question-
naires were used, such as the Numeric
Rating Scale of Pain (NRS), Multidi-
mensional Fatigue Inventory (MFI),
Fibromyalgia Impact Questionnaire
(FIQ), among others, were adminis-
tered before and after intervention to
analyze whether the results obtained
were consistent with relief of disease
symptoms and improvement in qual-

ity of life.

Aquatic exercises and Pilates

In a clinical trial, 54 women were
randomly divided into an interven-
tion group and a control group, each
with 27 people. Both groups under-
went cardiopulmonary capacity tests
and assessment of BMI (body mass
index) and VO, (oxygen consump-
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tion)for subsequent analysis of the
improvement in VO,in relation to
BMI and clinical status'®.

The results were collected before
the study and after 16 weeks of treat-
ment followed by physical training to
assess the magnitude of the effects of
therapy on the patients' quality of life.
The researchers found improvements
in the intervention group in terms
of increased VO,relative to BMI
(p=0.01), pain threshold (p=0.02),
and perceived quality of life'. These
results were not maintained after the
detraining test (p&gt;0.05). Finally,
the researchers suggest that physical
training should be done continuously
throughout the lives of people with
FM.

In the second study, a randomized
blind clinical trial was conducted
with 48 women, comparing the effects
of Pilates on the floor and aquatic aer-
obic exercises. The interventions took

place twice a week for 12 weeks, with
pre- and post-intervention assess-
ments. Both groups showed improve-
ment in pain and physical function.
However, quality of life and aspects
assessed by the FABQ questionnaire
improved only in the floor Pilates
group, while sleep quality and reduc-
tion in catastrophic thoughts showed
significant improvement only in the
aquatic aerobic exercise group'’.
Although both studies had simi-
lar sample sizes and treatment dura-
tions, the article’® found an advan-
tage in aquatic therapy in terms of
improving sleep quality and reducing
catastrophic thoughts, while Pilates
may be more effective in improving
quality of life and physical function,
according to the article researched’.
The results are shown in the follow-

ing graphs (Figure 4).

Figure 4: The graph compares the effects of aquatic therapy and Pilates in women with FM, based on two separate studies.
Aquatic therapy showed greater benefits in improving sleep quality and reducing catastrophic thoughts, while Pilates
showed better results in quality of life and physical function. In both groups, a significant reduction in pain was observed,

with a statistically significant advantage for aquatic therapy (p = 0.023). The bars represent the estimated mean or median
values with their respective interquartile ranges (IQR).
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Kinesiotherapy

It is known that one of the con-
sequences of pain in FM is kinesio-
phobia, i.e., fear of movement, which
can cause patients to avoid physical
activity, leading to decreased physical
capacity and muscle deconditioning.
This can resultin a vicious cycle where
lack of activity increases pain and dis-
ability. Against this backdrop, a clin-
ical trial evaluated the effectiveness
of a complex kinetic therapy program
and a combined physical modality
program on pain and other common
symptoms of FM'. Seventy-eight
women were included and divid-
ed into two groups: 39 participants
underwent kinesiotherapy (aerobic
exercise and Pilates) and 39 partici-
pated in a physical modality program
(electrotherapy, including TENS and
low-intensity laser, and thermothera-
py). The researchers' results showed
that kinesiotherapy was superior in
reducing pain both during treatment
and three months after its comple-
tion'?. Both kinetic therapies relieved
pain, as reported by patients and con-
firmed by tender point examinations
and algometric assessments. Func-
tional impairment was significantly
influenced by the kinetic program,
but there was no difference between
therapies in the perception of func-
tional impairment or the emotional
consequences of FM. In conclusion,
the authors determined that kinesio-
therapy is more effective in reducing
pain, but both nonpharmacological
approaches demonstrated importance
in the management of FM, promoting
improvements in the functional and
emotional well-being of participants.

Low-intensity physical exercises
and strength training

A clinical trial sought to determine
the effects of a low-intensity physical
exercise program, combined with re-
sistance training, strength training,
coordination training, speed training,

17050 saudecoletiva = 2024; (15) N.99

and increased pressure pain thresh-
old, on pain improvement in women
with FM, as well as the psychologi-
cal effects on clinical acceptance and
self-perception of functional capac-
ity. To this end, 32 women with fi-
bromyalgia, aged 30 to 70, who had
already undergone pharmacological
treatment for at least 3 months were
screened. Women who were pregnant,
using medications that could inter-
fere with the results, and with clinical
comorbidities were excluded from the
study. As a result, the researchers ob-
served that all psychological aspects
evaluated (catastrophic pain, anxiety,
stress, and depression) improved sig-
nificantly in the intervention group,
with increases of 7.31, 1.87, 2.43, and
7.32 points, respectively. The issue
of pain acceptance increased by 4.94
points in the group that practiced
physical activity. There was also a
9.8-point improvement in quality of
life. Another interesting finding was
related to gains in speed and physi-
cal endurance, with increases of 6.8
points. The control group did not im-
prove in any of the variables analyzed,
and even showed a worsening in the
pressure pain threshold, with an aver-
age decrease of 0.25 kg/cm?*(p<0.05).
The authors therefore concluded that
physical activity, even at low inten-
sity, has great potential to improve
physical endurance and reduce pain
and improve quality of life in women
with FM".

In another case-control study on
the effects of physical training on
FM, similar results were found'*. To
this end, the researchers selected 141
women diagnosed with FM, who were
divided into a group that performed
"wellness exercises” (a Chinese prac-
tice of movement, meditation, and
breathing that improves circulatory
capacity) and another group that un-
derwent physical therapy. The ses-
sions lasted 45 minutes and were held
twice a week on alternate days. The

study lasted 4 weeks, and the out-
comes analyzed before and after the
intervention were muscle range and
endurance, as well as quality of life
and respiratory capacity. As a resulg, a
statistically significant improvement
was observed in both groups after 5
weeks in terms of joint range of mo-
tion (p = 0.004), quality of life (p
= 0.002), and strength (p = 0.003).
There were no significant differences
between the groups in any of the vari-
ables analyzed'*.

Tai Chi

Tai Chi may also be an effective
treatment for FM, according to a
systematic review and meta-analy-
sis of randomized clinical trials *°.
Using studies published before May
2019 in PubMed, Medline, and the
Database,
the effectiveness of the treatment

Physiotherapy Evidence

was analyzed in relation to standard
treatment, using the FM impact ques-
tionnaire (FIQ) and total score, pain
score, sleep quality index, fatigue, de-
pression, and quality of life. The re-
sults are shown in Figure 5.
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Figure 5: The graph shows the positive effects of Tai Chi in women with FM after 12-16 weeks of practice. There was a
significant reduction in the total FIQ questionnaire score, pain, fatigue, depression, and poor sleep quality (negative SMD/
DMP values), indicating clinical improvement. In addition, a significant increase in physical and psychological quality of life
(positive values) was observed. The bars represent the standardized mean difference (SMD or DMP), and the vertical lines
indicate the 95% confidence intervals, reinforcing the statistical robustness of the findings.

Efeitos do Tai Chi na Fibromialgia (12-16 semanas)

-2}

Diferenca média padronizada (SMD / DMP)
5B

-0.61 0 k& 0.57 ob2 -0.49
o 5 =] o o
T [=} c
I ° G 2 R
P} v ) o (1]
o o o £ g
e (1] © a

5 v a
3 ®
w z

o

=

o

Qualidade de vida fisica |
Qualidade de vida psicoldgica |

Finally, the authors understand
that Tai Chi offers significantly great-
er effects in the treatment of FM com-
pared to standard therapy and, there-
fore, according to them, it can be used
as an alternative treatment. However,
they point out that further studies are
needed to prove this superiority with
stronger evidence®.

Cognitive behavioral therapy

A randomized multicenter study
investigated the effectiveness of two
therapeutic approaches for FM in
women diagnosed with depressive
(n=106)". Participants
were allocated to two parallel groups:

symptoms

one with 55 women receiving Cogni-
tive Behavioral Therapy (CBT) and
the other with 51 women undergo-
ing Personal Construction Therapy
(PCT). All therapies were individual
and modular to meet the needs of the

patients, and the data were analyzed
using linear mixed-effects models. It
was observed that the participants
significantly reduced their depressive
symptoms, but the authors found no
significant differences between the
results of the two types of therapy
during and after treatment, conclud-
ing that both appear to be equally ef-
fective in the depressive symptoms of
patients with FM'¢.

In line with the understanding of
the psychological component as an
important vehicle for additional clin-
ical benefits for patients with FM, a
study examined the effectiveness of
two multicomponent video-based
programs (FIBROWALK) and the
Multicomponent Physical Therapy
Program (MPP) compared to usual
treatment (UT)". FIBROWALK in-
cludes specific psychological aspects
involving

cognitive  restructuring
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and mindfulness'’. To this end, 330
patients with FM were randomly as-
signed to TU, TU + FIBROWALK,
or TU + MPP groups in structural-
ly equivalent programs with weck-
ly videos on pain neuroscience ed-
ucation, therapeutic exercises, and
self-management education'”. When
compared to TU alone, individuals
in the FIBROWALK group achieved
greater improvements in all clinical
outcomes, and MPP showed great-
er improvements in functional im-
pairment, pain perception, depres-
sive symptoms, and kinesiophobia'”.
Compared to MPP, people in the
FIBROWALK group showed superi-
or effects in improving pain, depres-
sive symptoms, anxiety, and physical
function. Thus, the authors agree that
there is short-term efficacy of these
multicomponent programs (MPP and
FIBROWALK), and consider that
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there is evidence that cognitive-be-
havioral and mindfulness-based tech-
niques may be clinically useful in the
context of multicomponent physical
therapy treatment programs.
Another randomized clinical tri-
al analyzed whether there are great-
er benefits for insomnia in women
with FM when combining Combined
Cognitive Behavioral Therapy for
pain and insomnia'®. Thirty-nine
women with FM between the ages
of 24 and 62 were recruited from the
Rheumatology Service and Pain Unit
of the Virgen de Las Nieves Univer-
sity Hospital and AGRAFIM (a local

FM association), both in Granada,
Spainls. Participants were assessed at
baseline and post-treatment with the
Pittsburgh Sleep Quality Index and
an ambulatory polysomnography.
The results showed that participants
who received combined CBT showed
more notable improvements in restor-
ative sleep, greater sleep efficiency, less
time awake, and more time in stage 4,
resulting in significant improvement
in self-perceived sleep quality, lead-
ing the authors to conclude that their
study suggests that new approaches
using this form of combined therapy
may confer improvements in insom-

nia-related aspects in patients with
FMIS

Nutritional guidelines

A systematic review sought to eval-
uate the effectiveness of diets based
mainly on vegetables, such as vegan
and vegetarian diets, in patients with
FM compared to omnivorous diets,
examining the main effects of these
diets on patients' symptoms and im-
provement in their quality of life®.
Six studies were used in this review,
including four clinical trials and two
observational cohorts. The results are
shown in Figure 6.

Figure 6: Statistical significance levels of the effects of different interventions in women with FM. Results with p < 0.05

(above the red line) indicate clinically relevant effects. It can be observed that integrated approaches (diet + exercise) appear
to be more effective than isolated interventions.

p = 0.0001

-log10(p-valor)
o H N W 2 U O N @

Dor em repouso
Qualidade do sono

Rigidez matinal

Significancia dos Efeitos de Dieta e Exercicios em Mulheres com Fibromialgia

p = le-06

Dor (dieta)

Questionario reumatologista
Rigidez articular (dieta)

Dor somatica (dieta + exercicio)

---- p=0,05

Dor (jejum)
FIQ (coorte)

Dor (dieta vegetariana)

The authors suggest that vegetarian
and vegan diets may provide significant
improvements in biochemical parame-
ters, quality of life, body weight, and FM
symptoms. However, they understand
that the variation in the methodologi-
cal quality of the studies requires further
well-controlled research to confirm these
findings and provide solid dietary recom-

17052 saiudecoletiva = 2024; (15) N.99

mendations for patients with FM".
CONCLUSION

Both therapeutic approaches (pharma-
cological and non-pharmacological) re-
sulted in significant improvement in FM
symptoms. Treatment with antidepres-
sants and anticonvulsants, despite positive

clinical effects, may be impaired depend-
ing on patient adherence, mainly due to
adverse effects. There was no significant
improvement with the use of spironolac-
tone in relieving symptoms compared to
placebo, in addition to presenting adverse
effects.

Regarding the non-pharmacological
therapies analyzed, there was a statistically
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significant improvement in all modalities
studied, mainly with the practice of phys-
ical activity, whether aquatic or terrestrial,
enabling increased strength, endurance,
and improvement in psychological symp-
toms.

We understand the importance of
combining non-pharmacological options
in the management of FM, since non-drug
therapy can and should be implement-
ed alongside standard pharmacological
treatment, both because it leads to clinical
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improvement when these two therapeu-
tic modalities are combined and because
it enables real long-term rehabilitation of
patients, so that they do not have to de-
pend on medication for the rest of their
lives. We can justify this conclusion by an-
alyzing the results of articles *”, since the
isolated use of naltrexone, in low doses,
did not result in clinical improvement for
FM symptoms, but when combined with
other therapies, as in the case of study
with transcranial stimulation, better re-

sults were obtained.

We therefore conclude that, although
there is clear evidence of the need for and
effectiveness of drug therapies in the vast
majority of FM cases, the results shown
by this systematic review demonstrate that
when combined with alternative thera-
pies, they are not only more comprehen-
sive but also provide more satisfactory
results in improving the quality of life of
women with FM.
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