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An alternative multimodal approach
is effective and safe for fibromyalgia
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ABSTRACT — OBJECTIVE: Fibromyalgia (FM)
is a prevalent disorder in general medicine.
Several drugs and nutrients manage FM but
with low efficacy and various side effects.
Therefore, having an effective and alterna-
tive approach with no collateral effects is
crucial for those patients.

PATIENTS AND METHODS: A retrospec-
tive study was performed. Demographic and
clinical data, Visual Analogic Scale, and pre
and post serum levels of 250H vitamin D
were analyzed. Statistical analysis was ap-
plied using JASP software. Significant results
were those with p < 0.05.

RESULTS: 13 FM patients (77% females)
with a mean age of 44.5+17.6 years old were
included. All patients used vitamin D; 38%
took melatonin, a methylating agent in 62%,
Rhodiola rosea in 62%, omega-3 in 62%,
and 5-hydroxytryptamine in 85%. 85% of
patients took an approach for dysbiosis.
Interestingly, the proposed AMA induces a
significant reduction of tender points count,
VAS pain score, Pittsburgh sleep inventory,
Beck anxiety inventory, Beck depression in-
ventory, and the events of gastrointestinal
complaints. Furthermore, the VAS well-be-
ing and vitamin D levels increased after the
AMA approach. All patients felt improved in
their FM conditions.

CONCLUSIONS: An AMA is effective and
safe, without any side effects for fibro-
myalgia therapy. AMA reduces pain in-
tensity, anxiety, and depressive symptoms
and improves well-being and sleep with
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withdrawing classical antidepressants of
the FM patients.
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INTRODUCTION

Fibromyalgia (FM) is one of the most frequent and
disabling conditions globally, and it is characterized
by diffuse pain and central pain sensitization'. FM
frequencies are 2% to 8% of the general population,
commonly women'. The therapeutic approach for this
disease consists of pharmacological and non-phar-
macological approaches. The first one includes drug
use that varies from analgesics, antidepressants, and
muscle relaxation agents'. These drugs have various
side effects: insomnia, sedation, drowsiness, fatigue,
weakness, and fatigue’. However, there are attempts
at combined therapy use to reduce adverse events.
They are more minor but still present using con-
ventional medicine'. Based on these adverse events,
new and valuable therapeutical options are desired
for FM therapy. In this line, alternative and comple-
mentary medicine are highly desirable to treat FM.
Alternative and complementary medicine comprises
physical exercise, mindfulness, nutraceutical, vita-
min supplementation, and dietary manipulations.
However, a holistic, multimodal approach has rarely
been used in studies with FM patients. Therefore, the
present study evaluated the efficacy and safety of an
alternative medical approach (AMA) in patients with
fibromyalgia.
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PATIENTS AND METHODS

The present retrospective study included 13 patients
over 18 years old diagnosed with FM according to the
American College of Rheumatology criteria® and was
followed up in our private clinic. The follow-up period
varied from 1 to 3 years. Demographic data, medical
chart review, comorbidities, medications used, pain
intensity, and the number of tender points were record-
ed. Exclusion criteria were the presence of conditions
that may simulate FM, such as hypothyroidism, hy-
perparathyroidism, myositis, and cancer. In addition,
all patients had previous routine laboratory analyses,
and these data were available in their medical charts.
The Visual Analogic Scale (VAS) for pain evaluation
is a 100—mm line on which patients indicate the de-
gree of pain perceived at that moment. Patients gave
a verbal gradation of pain by choosing a number be-
tween 0 to 10, with higher numbers corresponding to
higher pain levels. The same scale was used to detect
well-being levels. Pittsburgh sleep inventory (PSI),
Beck anxiety inventory (BAI), Beck depression in-
ventory (BDI), and the number of complaints of dys-
biosis inventory were used for all participants. Vita-
min D was prescribed to all participants, independent
of the serum levels. Concerning melatonin, this hor-
mone was offered to those subjects with insomnia or
any sleep disorder. Methylating agents were added if
the patient had low levels of folic acid and/or vitamin
B12. Rhodiola rosea was added to the patients with
moderate/severe fatigue and/or low cortisol. A gluten-
milk-sugar-free diet was suggested for patients with
overweight or obesity and those with a milk/gluten
intolerance history. In addition, 5-hydroxytryptamine
(5-HTP) was offered to patients with any degree of
anxiety. In this pilot study, no change or suggested
physical exercises were suggested. Dysbiosis was
treated in patients with gastrointestinal abnormality
using albendazole 400 mg twice, vitamin A 25,0001U/
day, and quercetin 250 mg for two months. During the
study, patients did not initiate new drugs. Neverthe-
less, tapering and excluding any conventional drugs
were permitted if the patients felt better about the FM.

Statistical Analysis

Statistical analyses were performed using the JASP
software version 0.12.2. Parametric and non-paramet-
ric tests were used to compare the groups. p<0.05 was
considered significant. Results are presented as mean
+ standard deviation, median (range), or percentage.

RESULTS

Thirteen patients with FM were included in this
study. The mean was 44.5 + 17.6 years, with 77%
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female and 62% Caucasians. The disease duration
was 2 (1-16) years. Comorbidities were observed in
all patients, including anxiety in 46%, depression in
15%, systemic hypertension in 15%, and hypothy-
roidism in 15%. Concerning drugs, 38% used anti-
depressants such as escitalopram (n=1), fluoxetine
(n=1), sertraline (n=1), paroxetine (n=1), and dulox-
etine (n=1). 80% of patients stopped the antidepres-
sant during this study.

All patients used vitamin D in a dose ranging
from 5,000IU-30,000IU/day, and one patient re-
ceived 600,000IU intramuscularly; 38% of patients
took melatonin (3-5mg/day). A methylating agent
was used in 62% (including pyridoxine, methylco-
balamin, or methylfolate). R. rosea was prescribed
in 62% of patients with low cortisol levels. The ap-
proach for dysbiosis was offered to 85% of the pa-
tients. Omega-3 (2-4 g/day) was prescribed to 62%,
and 5-hydroxytryptamine (100-200 mg/day) was
used in 85% of the FM patients. Features’ changes of
FM patients at baseline and after AMA are summa-
rized in Table 1. Interestingly, after AMA, there was
a weight loss, even in patients where a diet was not
suggested, although no significant differences were
detected. A significant reduction before and after
AMA of tender points count AVS pain score, PSI,
BAI, BDI, and the number of complaints of dysbiosis
inventory. A marked increase in AVS well-being and
vitamin D levels were detected (Table I). All patients
improved their FM condition after the AMA ap-
proach; 2 patients felt 100% better; 3, 90%; 5, 80%,
and three patients felt 70% better.

DISCUSSION

This study demonstrated that an AMA methodolo-
gy effectively treats FM patients without noticeable
side effects. The study’s advantages were that only
FM patients who fulfilled the international criteria
for this condition were included?, and the same re-
searcher did all data collection and analysis. Previ-
ous studies showed hypovitaminosis D in FM pa-
tients. A recent meta-analysis with 851 cases and 862
controls revealed lower vitamin D levels in the cas-
es*. Our group previously supplemented vitamin D
in FM patients and demonstrated an improvement in
VAS scores after 3 months, and 72.2% experienced
a significant improvement in symptoms®. A recent
meta-analysis with 98 FM patients showed a positive
effect of melatonin on the FM symptoms®. We also
verified a positive effect on our patients. Regarding
vitamin B12, our previous study showed that vitamin
B12 was not reduced in FM>. Although in the article
from Regland et al’ the authors evaluated 12 patients
with FM and chronic fatigue syndrome, homocys-
teine was increased in CSF. Interestingly, levels of
vitamin B12 correlated significantly with fatigue and
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Table I. Outcomes comparison between fibromyalgia patients pre and post-treatment.

Fibromyalgia Fibromyalgia p-value
Pre-AMA Post-AMA
N=16 N=16

Weight, Kg 79.7+23 73.8 +17.5 0.262
Systolic blood pressure, nmHg 127+ 7.9 116 + 11 0.069
Diastolic blood pressure, mmHg 75.5+12.1 72+11.3 0.195
Tender points count 171+ 1.7 6.1+£51 <0.001
Beck anxiety inventory 21.7+13.2 9.6 £ 8.8 0.02

Beck depression inventory 18.0£5.8 9.5+£6.3 <0.001
Pittsburgh sleep inventory 12 (7-25) 6 (4-15) 0.005
Dysbiosis, number of complaints 12.2+5.8 9.0+6.2 <0.001
AVS pain score 6.0+ 1.5 1.5 <0.001
AVS well-being 58+14 85+09 <0.001
Vitamin D, ng/mL 26.5+5.5 50.7+0.8 0.023

AMA: alternative medical approach; AVS: analogic visual scale.

items of a psychopathological rate scale’. Some stud-
ies evaluated serotonin levels in FM patients and ob-
served reduced serum levels of this neurotransmit-
ter®. In addition, an open clinical trial demonstrated
the effectivity of 5-HTP, a serotonin precursor, in
FM during 90 days of supplementation’. Although
only two patients were on a gluten-milk-sugar-free
diet, all participants lost weight. One explanation
could be excluding drugs that enhance appetite (e.g.,
antidepressants). A prospective trial with 75 FM pa-
tients compared a gluten-free diet with a hypocaloric
diet. In the end, both groups of patients improved'.
It confirmed an excellent response to this dietetic ap-
proach in FM patients. Omega-3 was used in patients
with FM in a small case series. The authors found
a clinically significant pain reduction and improved
function in a follow-up of 19 months with no adverse
events''. The current study’s limitations are that it in-
cluded a relatively small number of patients, and the
control group is lacking. However, this is a prelimi-
nary pilot retrospective study. Futures well designed,
prospective and controlled, with many more partic-
ipants using AMA in FM, might reaffirm its safety
and efficacy.

CONCLUSIONS

This study demonstrated that a multimodal approach
improves FM patients’ symptoms and reduces anxi-
ety, depression, sleep disorders, and dysbiosis. More
so, in polypharmacy intake, the AMA approach
seems to reduce adverse drug effects and improve
patients’ quality of life.

FINANCIAL SUPPORT:
The authors received no financial support for the
research.

ETHICS APPROVAL AND CONSENT TO PARTICIPATE:
Not applicable.

CONSENT FOR PUBLICATION:
The consent to publish had been taken from each
participant in this work.

CONFLICT OF INTERESTS:
The authors declare that they have no competing
interests.

References

1. Clauw DJ. Fibromyalgia: a clinical review. JAMA 2014;
311: 1547-1555.

2. Thorpe J, Shum B, Moore RA, Wiffen PJ, Gilron I. Com-
bination pharmacotherapy for the treatment of fibromyalgia
in adults. Cochrane Database Syst Rev 2018; 2: CD010585.

3. Wolfe F, Clauw DJ, Fitzcharles MA, Goldenberg DL, Héus-
er W, Katz RL, Mease PJ, Russell AS, Russell 1J, Walitt
B. 2016 Revisions to the 2010/2011 fibromyalgia diagnostic
criteria. Semin Arthritis Rheum 2016; 46: 319-329.

4. Makrani AH, Afshari M, Ghajar M, Forooghi Z, Moo-
sazadeh M. Vitamin D, and fibromyalgia: a meta-analysis.
Korean J Pain 2017; 30: 250-257.

5. de Carvalho JF, da Rocha Aratjo FAG, da Mota LMA, Ai-
res RB, de Araujo RP. Vitamin D Supplementation Seems
to Improve Fibromyalgia Symptoms: Preliminary Results.
Isr Med Assoc J 2018; 20: 379-381.

6. Hemati K, Amini Kadijani A, Sayehmiri F, Mehrzadi S,
Zabihiyeganeh M, Hosseinzadeh A, Mirzaei A. Melatonin
in the treatment of fibromyalgia symptoms: A systematic
review. Complement Ther Clin Pract 2020; 38: 101072.

7. Regland B, Andersson M, Abrahamsson L, Bagby J, Dyre-
hag LE, Gottfries CG. Increased concentrations of homo-
cysteine in the cerebrospinal fluid in patients with fibro-
myalgia and chronic fatigue syndrome. Scand J Rheumatol
1997; 26: 301-307.

8. Chinn S, Caldwell W, Gritsenko K. Fibromyalgia Patho-
genesis and Treatment Options Update. Curr Pain Head-
ache Rep 2016; 20: 25.



). Freire de Carvalho, A. Lerner

9. Sarzi Puttini P, Caruso 1. Primary fibromyalgia syndrome et Among Patients With Fibromyalgia Experiencing Gluten
and 5-hydroxy-L-tryptophan: a 90-day open study. J Int Sensitivity-like Symptoms: A Pilot, Open-Label Random-
Med Res 1992; 20: 182-159. ized Clinical Trial. J Clin Gastroenterol 20171; 51: 500-507.

10. Slim M, Calandre EP, Garcia-Leiva JM, Rico-Villademoros 11. Ko GD, Nowacki NB, Arseneau L, Eitel M, Hum A. Ome-
F, Molina-Barea R, Rodriguez-Lopez CM, Morillas-Arques ga-3 fatty acids for neuropathic pain: case series. Clin J
P. The Effects of a Gluten-free Diet Versus a Hypocaloric Di- Pain 2010; 26: 168-172.



