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Abstract

Introduction: Fibromyalgia is considered to be a multifactorial idiopathic disease with a strong psychological impact, and no structured protocol is currently able to 
organize the clinical investigation of the patient, outside of the patient's history, without incurring diagnostic errors. 

Objective: The effectiveness of the "Perrotta Fibromyalgia Protocol" (PF-p) is under discussion for the functional diagnosis of patients with fi bromyalgia. 

Materials and methods: A population sample was selected for the pilot study, which was administered a clinical interview based on narrative-anamnestic and 
documentary evidence, including key infl ammatory indices and Section A of the Perrotta Integrative Clinical Interviews (PICI-3TA), investigating dysfunctional personality 
traits. Blood investigations needed to complete the individual profi le were then performed. Finally, blood indices were repeated after 6 months to evaluate the effectiveness 
of the protocol used (PF-p). 

Results: Preliminary results of clinical interviews and clinical data would suggest that the diagnostic framing might be contaminated by diagnostic errors, partly due to 
the framing of all clinical symptoms stated by the patients in the selected population sample (n = 48, M = 36.9, SD = 12.6). Blood results confi rm the organic infl ammatory 
state. The use of the PF-p, 6 months after the fi rst instrumental verifi cation, shows a marked and signifi cant alleviation of symptoms in 72.9% of cases (35/48) and 
complete resolution in 27.1% of cases (13/48). 

Conclusions: Fibromyalgia could be considered a polysymptomatic condition (and not an independent disorder or disease) resulting from an active systemic 
infl ammatory state capable of interfering with normal organic functioning, capable of altering one or more biological functions.

Research Article

Fibromyalgia (FM): The 
Effectiveness of the "Perrotta 
Fibromyalgia Protocol" (PF-p) 
and the New Possible Etiology 
of the Clinical Condition. A Pilot 
Study
Dr. Giulio Perrotta, Ph.D*
Universitas Mercatorum, Rome, Italy (IT)

Received: 26 June, 2025
Accepted: 09 July, 2025
Published: 10 July, 2025

*Corresponding author: Dr. Giulio Perrotta, Ph.D. 
Universitas Mercatorum, Rome, Italy (IT). 
E-mail: info@giulioperrotta.com

Keywords: Fibromyalgia; Fibromyalgia syndrome; 
Pain; Human leukocyte antigen; HLA genes

Copyright License: © 2025 Perrotta G. This is an 
open-access article distributed under the terms of the 
Creative Commons Attribution License, which permits 
unrestricted use, distribution, and reproduction in any 
medium, provided the original author and source are 
credited.

https://www.organscigroup.us

Abbreviations 

FM: Fibromyalgia; FMS: Fibromyalgia Syndrome; HLA: 
Human Leukocyte Antigen; CFS: Chronic Fatigue Syndrome; 
MCS: Multiple Chemical Sensitivity; SFB: Benign Fasciculations 
Syndrome or Benign Fasciculations Syndrome

Introduction

Defi nition and epidemiological data

Fibromyalgia (FM) or Fibromyalgia syndrome (FMS) is 

a multifactorial idiopathic disorder of a genetically based 
infl ammatory nature, with clinical manifestations of 
immunoreumatic, neurologic, psychiatric, muscular, and 
metabolic types [1-3]. The fi rst description of FM is found in 
the nineteenth century. The term “fi brositis”, which Gowers 
fi rst used in 1904, was in use until the 1970s and 1980s, when 
a central nervous system-related etiology was proposed. In 
1950, Graham described fi brositis as a “pain syndrome” in 
the absence of a specifi c organic disease. Then, in the middle 
of the 1970s, Smythe and Moldofsky created the new term 
“fi bromyalgia” and named the so-called “tender points” 

https://orcid.org/0000-0003-0229-5562


006

https://www.organscigroup.us/journals/open-journal-of-orthopedics-and-rheumatology

Citation: Perrotta G. Fibromyalgia (FM): The Effectiveness of the "Perrotta Fibromyalgia Protocol" (PF-p) and the New Possible Etiology of the Clinical Condition. A Pilot 
Study. Open J Orthop Rheumatol. 2025;10(1):005-020. Available from: https://dx.doi.org/10.17352/ojor.000051

regions of extreme tenderness. The American College of 
Rheumatology committee’s widely used diagnostic standards, 
which were only recently modifi ed, were not developed until 
1990 [4]. It mainly arises in the female sex and adulthood 
(second to fi fth decades, peaking around 25-35 years and 45-
55 years), although there are cases of Fibromyalgia in pediatric 
age or during adolescence, albeit rare. Its prevalence in the 
adult general population is 0.5% in males and 3.5% in females, 
while other studies delimit it at 2% - 8% of the population, 
with a female-to-male incidence between 7:1 and 9:1, whereas 
in the pediatric population, the incidence is signifi cantly lower, 
around 0.2% - 0.6% on average [5-8]. 

Etiological causes

It is known that fi bromyalgia is caused by a central 
sensitization phenomenon characterized by dysfunction of 
neurological circuits, involving the perception, transmission, 
and processing of afferent nociceptive stimuli, with a prevalent 
manifestation of pain at the level of the musculoskeletal system 
[9]. The most accepted etiologic cause that is described in the 
literature is FM as a multifactorial idiopathic disorder [10-14], 
but there are alternative hypotheses defi ning it as a neurotically 
based psychiatric disorder [15-17], a neurometabolic disorder 
[18-24], a neurovascular and muscular disorder [25], or a 
neuroinfl ammatory disorder [26-30], up to the possible 
atypicality of an already known disorder. However, all alternative 
hypotheses can be traced back to a systemic infl ammatory 
process that triggers the dysfunctional mechanism (e.g., the 
serotonin defi ciency found in Fibromyalgia patients could be 
traced back to a gut dysbiotic process where 90% of serotonergic 
production occurs). The physical trauma of a musculoskeletal 
nature, psychological trauma, bacterial or viral infection, celiac 
disease (and/or gluten sensitivity), autoimmune disorders, 
allergies, neuropathy, mitochondrial alterations, gut dysbiosis, 
and various genetic polymorphisms (e.g. HLA A*29 and B*44, 
102T/C of the 5-HT2A receptor, ADRB2, ADRA1A, COMT rs4818, 
and MAO-A allele3) are considered to date to be triggering or 
otherwise favoring causes of FM activation [31-41]. 

fMRI images

In the literature, studies that have examined fMRI images 
associated with various pain thresholds in fi bromyalgia 
patients have found increased cortical blood fl ow in areas of 
the brain associated specifi cally with pain processing, with 
lower stimulation in FM subjects. They also found reduced 
connectivity in the descending pain modulation system, 
particularly from the anterior cingulate cortex (ACC) to the 
amygdala, hippocampus, and brainstem, and it is precisely the 
ACC, periaqueductal gray, and ventromedial rostral medulla 
that appear to be large components of the descending pain 
processing pathway [4].

Critical profi les

The defi nition of FM is relatively recent and continues to 
be referred to as a controversial diagnosis or, at any rate, an 
umbrella term encompassing a heterogeneous multitude of 
symptoms, which vary over time based on changing factors. 

It seems clear that the diffi cult nosographic placement (a), 
the selection of the population often numerically insuffi cient 
to reach the representativeness necessary to be able to 
consider the results of the studies reasonably functional to 
the objectives of the research (b), the heterogeneity of the 
symptoms among them not coherently connected according to 
a logical continuum (c), the absence of a precise and shared 
diagnostic pathway independently and not according to the 
logic of exclusion (d), the absence of one or more specifi c 
markers (e.g., the prostate-specifi c antigen in prostate cancer) 
or an instrumental test (e.g., blood eosinophil count in allergic 
reactions or electromyography in muscle disease) that can 
place the diagnosis with certainty (e), the still controversial 
and ill-defi ned role of cytokines in patients diagnosed with FM 
(f), the signifi cant impact of stressors on the perceptual state 
of the algic symptoms (g) and the lability of the symptoms, 
which tend to change over time without a defi ned gravitational 
or progressive pattern (h), are all elements that might argue 
for a downsizing of the evaluative framework of this disorder. 
Bearing in mind that the symptomatology is markedly somatic 
and not otherwise explicable except in an atypical or otherwise 
framed condition, it seems more likely that Fibromyalgia can 
and should be considered as the active manifestation of a 
systemic infl ammatory state capable of interfering with normal 
organic functioning and alternating one or more biological 
functions, resulting in the symptomatological consequence 
often described by patients but not framed in a precise 
nosographic framework. The symptomatological manifestation 
of the psychological and psychiatric matrix suggests that the 
somatic component in the patient plays a central role, both in 
interpretative and therapeutic [42].

Fibromyalgia classifi cation currently shared

The current classifi cation in the literature [43] recognizes 4 
principal different forms of FM based on the criterion of pain and 
psychiatric symptoms (a. extreme sensitivity to painful stimuli 
but without associated psychiatric conditions; b. Fibromyalgia 
with comorbid psychiatric symptoms, depression with pain; c. 
major depression with concomitant Fibromyalgia syndrome; 
d. Fibromyalgia due to somatization. The reductionism of the 
model, the absence of a diagnostic protocol, and the lack of 
applicative adherence to the clinical hypotheses of the alleged 
FM were the reasons that fueled the need to propose some 
correctives to the current knowledge on the subject (included 
in the "Materials and methods" section).

Study objectives

Having ascertained the clinical need to provide better 
nosographic framing for patients diagnosed with FM, the 
present research work pursues the primary objective of 
structuring through the development of a new theory, a new 
model and a new protocol ("Perrotta Fibromyalgia Protocol", 
PF-p) the best clinical framing of the patient, while as 
secondary objectives it pursues the evaluation of the outcomes 
resulting from the application of these innovations and the 
comparison with the outcomes already obtained from previous 
clinical fi ndings, identifi ed in the literature.
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Materials and methods

Study methods

Starting from the classic defi nition of “Fibromyalgia”, 
a population sample for the pilot study was selected for the 
administration of the following clinical instruments: 

1) Clinical interview, based on narrative-anamnestic and 
documentary evidence;

2) Outcome analysis of key infl ammatory indices (and any 
doctor's prescription to perform missing clinical blood 
tests);

3) Administration of Section A of the Perrotta Integrative 
Clinical Interviews (PICI-3TA) [27], to investigate the 
patient's dysfunctional personality traits. 

The phases of the research (methods) were divided as 
follows: 

1) selection of the population sample, according to the 
parameters indicated in the following paragraph;

2) drafting materials structuring the theory (PF-t) (Table 
1), model (PF-m) (Table 1), and protocol (PF-p) (Table 
2) of the newly proposed; 

3) analysis of past medical records, with a request for 
supplementation of specifi c blood tests (Table 3) if 
not possessed or not recent (older than 60 days), at 
laboratories certifi ed by the National Health System; 

4) administration of Section A of the Perrotta Integrative 
Clinical Interviews (PICI-3TA), to investigate the 
patient's dysfunctional personality traits; 

5) administration of the new protocol (PF-p), with the 
attached integrated dietary plan, lasting 6 months (180 
days) and rechecking of the blood indices prescribed in 
step 3 within the following week;

6) clinical interview, for the assessment of outcomes;

7) data processing following administration; 

8) Comparison of data obtained. 

Setting and participants

The inclusion criteria for admission to the study population 
sample are:

1) Age between 14 years and 65 years, m/f defi ned as 
Italian nationality by birth, with both parents of Italian 
origin.

2) The medical diagnosis of Fibromyalgia (FM) is made 
based on clinical documentation certifi ed by public 
hospital institutions or private facilities conventional 
with the Italian National Health System, with a medical 
report initialed by a licensed therapist and practicing 
medical specialist.

3) Persistent symptoms of Fibromyalgia, undergoing drug 
therapy for at least 2 months.

4) Complete suspension of drug therapy, with medical 
advice, according to the protocol of the specifi c drug 
and at least 1 month before PF-p administration. 

The exclusion criteria are:

1) Age under 14 years old, due to lack of participation 
in the selection process, and over 65 years old, as of 
this age range, by their nature, they may be prone 
to neurodegenerative and/or neurovascular medical 
conditions or with diffi cult-to-manage complications 
that could compromise the proper process of identifying 
diagnosis and treatment.

2) Subjects undergoing sexual gender transition or with 
completed pathways.

3) Non-Italian nationality or otherwise with non-Italian 
parents. 

4) Absence of diagnosis of Fibromyalgia made by a 
therapist practicing in the medical profession, even in 
the presence of active symptoms.

Table 1: “Perrotta Fibromyalgia Theory” (PF-t) and “Perrotta Fibromyalgia Model” (PF-m).

Nosographic identifi cation Description

“Perrotta Fibromyalgia 
Theory” (PF-t)

Active manifestation of a systemic infl ammatory state capable of interfering with normal organic functioning and altering one or more biological 
functions, resulting in the symptomatological consequence often described by patients but not framed in a precise nosographic framework.

“Perrotta Fibromyalgia 
Model” (PF-m)

Intervention model:
1) objective physical examination and manual assessment of sensitive points (tender points) (STEP 1);
2) personal and family medical history, with evaluation of clinical records (STEP 2);
3) prescription of instrumental tests, to supplement the clinical record, based on manifest symptoms, excluding 

known pathologies that can explain the totality of the manifestation (as per protocol "PF-p"), including genetic tests, 
personality tests and infl ammatory markers such as leukocyte formula, erythrocyte sedimentation rate (ESS) with 
Katz index (KI), high-sensitivity C-reactive protein (hs-CRP), procalcitonin (PCT), tumor necrosis factor α (TNFα), 
D-roms test (reactive oxygen free radical metabolites for assessment of oxidative stress), BIA-D (for assessment of 
the ratio of extracellular to intracellular water ECW/ICW presence), fecal calprotectin and urinary dysbiosis test (STEP 
3);

4) exclusion of all possible known pathologies, based on the clinical history and prescribed instrumental examinations, 
proceeding to the administration of dietary and/or drug therapy and/or psychotherapy, as per the "PF-p" protocol 
(STEP 4);

5) follow-up at 3 and 6 months, with the repeat of instrumental examinations (STEP 5) within the following week.
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Patient with diffuse osteoarticular and musculoskeletal aching symptoms for at least 2 months (a),  

4 kg pressure positivity on at least 3/18 tender points (b),  
and neurotic manifestations (c),  

In the apparent absence of any other possible established diagnosis (d)    
 
 
                                                       

Fibromyalgia (FM) 
       Suspicion 

Anamnestic evaluation, with clinical documentation of tests and  
       examinations performed  
B. Integrative laboratory and instrumental investigation, to exclude  
       pathologies attributable to the symptoms (es. Complete blood count,  
       antinuclear and extractable antibodies, creatine phosphokinase, rheumatic  
       factor, allergy markers, thrombophilic panels, etc), including genetic  
       tests, personality tests, and inflammatory markers such as leukocyte  
       formula, erythrocyte sedimentation rate (ESS) with Katz index (KI), high- 
       sensitivity C-reactive protein (hs-CRP), procalcitonin (PCT), tumor  
       necrosis factor α (TNFα), D -roms test (reactive oxygen free radical  
       metabolites for assessment of oxidative stress), BIA-D (for assessment  
       of the ratio of extracellular to intracellular water ECW/ICW presence),  
       Fecal calprotectin and urinary dysbiosis test 
 
 

Hypothesis no. 1 Hypothesis no. 2 
 

Definitive clinical documentation confirms the 
existence of a pathology that explains in its 
entirety the symptoms. 
Diagnosis: specific pathology 
(FM exclusion hypothesis) 
 
 

 

Definitive clinical documentation confirms the 
existence of pathology, which partially explains the 
symptoms described by the patient, but inflammatory 
values are elevated for reasons other than the principal 
pathology. 
Diagnosis: specific pathology + application of "PF-p" 
for FM suspicion.  

Hypothesis no. 3 Hypothesis no. 4 

 

The final clinical documentation does not 
confirm the existence of a pathology that can 
explain either all or part of the symptoms 
described by the patient, and inflammatory 
values are still elevated. 
Diagnosis: application of "PF-p" for FM  
suspicion.  
 

 

The final clinical documentation does not confirm the 
existence of a pathology that can explain either all or 
part of the symptoms described by the patient, but 
inflammatory values are not elevated despite the 
symptoms described. 
Diagnosis: application of "PF-p" for FM suspicion 
and, in case of failure or concomitantly if the 
symptoms are markedly disabling, add drug therapy   
(e.g., antibiotics, corticosteroids, anti-inflammatories, 
muscle relaxants, antidepressants, antipsychotics, 
mood stabilizers, anxiolytics, antiepileptics, …) to 
relieve symptoms.  

 
 In hypotheses no. 2 and no. 3, the treatment scheme (for 180 days) to be prescribed to act on the 
inflammatory levels ascertained from the laboratory data is as follows: 
a) Daily introduction of 2000 ml of oligomineral water. 
b) Physical activity (5 thousand to 10 thousand steps) or sports of a non-intensive level, for a total of 45-

60 continuous daily minutes [45]. 
c) "Mediterranean" eating style, with the exclusion of foods with a high glycemic index (all those foods 

with values above 55 GI) [46], those having wheat, gluten, those derived from cow, red meat and 
hydrogenated fats, and all those to which he/she appears to be allergic and/or intolerant, according to 
instrumental findings or direct experience. 

d) Absolute abstinence from smoking, alcohol, and drugs. 
e) Reduction in the use of animal protein, to the extent of 2 times a week, not exceeding 0.8g/kg dosage, 

and introduction in substitution with vegetable protein. 
f) Supplementary dietary introduction, for a combined total of 90 days, of:  

- 1 daily dose of VSL#3® [47], 450 billion, every day for 7 days, 1 sachet every 3 days for the next 
53 days, and finally 1 sachet every 1 week for the next 30 days (you can adjust differently based 
on gastrointestinal symptoms); 

- 1 dose every 8 hours of Arnica 5 CH (homeopathic product); 
- 1 daily dose of Acetyl-L-Carnitine tartrate 150 mg; 
- 1 daily dose of Inulin 5 g; 
- 1 daily dose of Quercitin 500 mg; 
- 1 daily dose of S-ADENOSYL-L-METHIONINE of 250 mg; 
- 1 daily dose of Vitamin D3 of 2000IU (to be discontinued if blood values exceed 70 ng/mL or 

balanced to keep it between 50-70 ng/mL); 
- 1 maximum recommended daily dose of Vitamin B-complex, Magnesium (bis-glycinate), Zinc, 

Vitamin E, and Vitamin C, in addition to specific ones in case of deficiency ascertained by 
laboratory analysis;   

- 1 daily dose of flaxseed oil (in soft capsules), containing Omega 3-type fatty acids, 2000 mg; 
- 1 daily dose of Turmeric (250 mg), Boswellia (100 mg), Ginger (500 mg), and Ribes nigrum   

(50 drops, buds 1DH). 
g) Integrative psychotherapy pathway, for support or therapy. 
The treatment scheme must be adapted to the individual patient, based on his or her medical history, by a 
therapist licensed to practice medicine. 
 

In hypothesis no. 4, the therapeutic scheme to be prescribed to intervene on the inflammatory levels 
presumed from the symptomatology, in the absence of laboratory evidence, is the same as in hypotheses 
2 and 3, with the addition of a specific pharmacological scheme based on the symptoms, with antibiotics, 
corticosteroids, anti-inflammatories, muscle relaxants, antidepressants, antipsychotics, mood stabilizers, 
anxiolytics, antiepileptics.  
 

Table 2: “Perrotta Fibromyalgia Protocol” (PF-p).
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5) Presence of severe Fibromyalgia symptoms (with 
subjective algic perceptual rating of 9-10 on a 0-10 
scale).

6) Drug therapy is active or inactive for less than 1 month 
or discontinued without a specialist medical indication.

The absence of a control group is foreseen by the study and 
is not a limitation, as the blood tests are carried out on the 
basis of a diagnosis of fi bromyalgia; therefore, the absence of 
this diagnosis is a cause for exclusion and the non-existence of 
the investigation. 

The setting is chosen, taking into account the protracted 
pandemic period (already in progress since the beginning of 
the present research) and cost-effectiveness, is the online 
platform via Skype and WhatsApp video call, both for the clinical 
interview and for the subsequent stages. The present research 
work was carried out from February 2020 to February 2024, 
using a sample population already selected for other studies, 
adding additional participants through online announcements 
on social platforms and websites dedicated to the topic of 
Fibromyalgia. 

The selected population sample, which met the 
requirements for inclusion in the study, was 484 participants, 
but the individual economic cost to be incurred to perform 
the supplementary and integrative tests, and those in follow-
up, and the purchase of dietary supplements along with 
the expense of doctor's visits, reduced the number to 48 
participants (drop-out = 90%) (Figure 1), which defi nitively 
ended the present study. 

The fi nal population sample was divided as follows 
progressive number of participants and by age of birth (Table 
4).

The absence of a control group in this pilot study is 
determined by the research objective, which is to evaluate 
the effi cacy of PF-p in the adolescent, adult, and mature 
fi bromyalgia population, and not in the healthy population. 

Data collection and defi nition of variables

Clinical data, such as gender, age, body mass index, 
leukocyte formula (a), erythrocyte sedimentation rate (ESS) 
(b) with Katz index (KI) (c), high-sensitivity C-reactive 

Table 3: Integration of specifi c infl ammatory blood tests in the "Perrotta Fibromyalgia Protocol" (PF-p) [48-62].

Num. Specifi c blood test Description

A Leukocyte formula (LF)

The leukocyte formula is a blood test that quantifi es the number of white blood cells (WBCs) in a cubic millimeter of blood, also 
expressing the quantitative and percentage ratio of the various types. It is the defense cells of our body, and 5 types are known 

(neutrophils, eosinophils, basophils, lymphocytes, and monocytes), each with some specifi c functions and with a relatively stable 
percentage ratio from individual to individual. Leukocytes are divided into 2 groups: agranulars (lymphocytes and monocytes) and 
granulars (basophils, neutrophils, and eosinophils). Lymphocytes can be of 3 types (T, B, and NK), and the normal range is 20-25%; 

the range of monocytes is 3-8%, basophils is 0.5-1%, neutrophils is 60-70% and eosinophils is 2-4%. 

B
Erythrocyte sedimentation 

rate (ESR)

It is the sedimentation rate of erythrocytes (red blood cells), which are the cells that carry oxygen from the lungs to the tissues. 
It is measured by checking how many millimeters of plasma are present at the top of the tube after one hour. The test is useful 

for detecting the possible presence of an infl ammatory state, although it is unspecifi c and insensitive; in fact, it does not provide 
precise information about the causes of infl ammation (it is a nonspecifi c test), but it is still widely used, partly because it is cheap 

and easy to perform. The normal range is 0-15 mm/h for males and 0-20 mm/h for females.

C Katz index (KI)
It is a blood parameter related to erythrocyte sedimentation rate and is based on the determination of ESS one hour and two hours 
after the blood sample is taken (the fi rst hour's reading is added to half of the second hour's reading, then divided by two). Katz's 

index helps to signal ongoing infl ammation. The normal range is 4-10 for males, 4-15 for females, and 0-20 for elderly people.

D
High-sensitivity C-reactive 

protein (hs-CRP)

C-reactive protein (CRP) is a glycoprotein that is produced in the liver when there are ongoing infl ammatory processes. From a 
diagnostic point of view, PCR provides nonspecifi c results. Consequently, this test is not used to diagnose a disease, but only to 

assess its degree of severity when it has already been found in the patient. High-sensitivity C-reactive protein (hs-PCR) is a test that 
can measure PCR levels below 10 mg/L (which a normal PCR test cannot do because it measures 10 to 1000 mg/L). This ability 
makes HS-PCR an excellent test for determining the presence of low-grade systemic infl ammation. The normal range is < 3 mg/l; 

values between 3 and 10 indicate a level of infl ammation.

E Procalcitonin (PCT) It is a biological marker of an infl ammatory response. The normal range is < 0.05 ng/ml.

F
Tumor Necrosis Factor α 

(TNFα)
It is a cytokine involved in systemic infl ammation. The normal range is < 8.0 pg/ml.

G D-roms test (DRT)

The reactive oxygen metabolite test allows us to assess how many free radicals, derived from hydroperoxides, are present in the 
blood sample. Free radicals belong to the oxidant species that perform important functions, but when in excess, they can disrupt 
the normal functioning of vital biological molecules, leading to cell and tissue damage. An increase in free radicals also promotes 

premature aging of the body. The normal range is 0-300 U/CARR; if the value is > 500, it indicates very high oxidative stress.

H BIA-Dex  (BIA)
It assesses the ratio of extracellular water (ECW) to intracellular water (ICW): ECW/ICW. It is an index of infl ammation often found 

in obese subjects, hormonally decompensated subjects, malnutrition, and metabolic syndrome. The normal range is 0.7-0.75.

I Fecal calprotectin (FC)
It is a protein released by neutrophils and is elevated in the presence of gastrointestinal infl ammation. The normal range is 0-50 

μg/g.

J Urinary dysbiosis test (Dys-T)
It quantifi es two tryptophan metabolites: scatol and indican. These molecules, which are normally present in the urine of eubiotic 

(healthy) subjects in trace amounts (4-20 mg), are found to be increased in cases of dysbiosis and thus in the infl ammatory 
process. 

K Vitamin D3

Vitamin D3 or cholecalciferol is the most important of the 5 forms of vitamin D; in particular, it is mainly produced by sunlight 
and performs many fundamental functions for our body: it regulates bone metabolism, also strengthens bones, helps prevents 

autoimmune diseases, regulates neuromuscular functions, and fi ghts the symptoms of depression continues. The normal range is 
30-100 ng/ml (However, several studies have shown that the optimal value is around 70-100 ng/ml) [63,64].
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protein (hs-CRP) (d), procalcitonin (PCT) (e), tumor necrosis 
factor  (TNF) (f), D-roms test (reactive oxygen free radical 
metabolites for assessment of oxidative stress) (g), BIA-D (for 
assessment of the ratio of extracellular to intracellular water 
ECW/ICW presence) (h), fecal calprotectin (i) and urinary 
dysbiosis test (j), were collected from the medical records. 
Normal blood and urinary parameters were established 
according to the indications of the laboratory that performed 
the investigations. Psychiatric data of neurotic, dramatic, and 
psychotic profi les were collected using the PICI-3.

Statistical analysis

All statistical analyses were performed using SPSS software 
(version 28). Categorical variables are presented as frequencies 
and percentages, and continuous variables are reported as 
mean and standard deviation or median and interquartile 
ranges (IQR). T-tests were conducted for dependent and 
independent data. The Mann-Whitney U test was used to 
compare continuous variables between the groups. Categorical 
variables were compared using the Chi-square test or Fisher’s 
exact test, as appropriate. p < 0.05 was considered statistically 
signifi cant.

Results 

Having selected the population sample based on the 
inclusion and exclusion criteria and concluded the phase of 
drafting the materials, including it in the informed consent 
and data processing, we proceeded to the receptive phase of 
the participants, with the receipt of clinical documentation 
and preliminary clinical interview. Having collected all the 
necessary anamnestic data, psychological data by administering 
the PICI-3TA and those from the suggested supplementary 
blood investigations carried out at laboratories certifi ed by the 

National Health System, the exact quantitative numerical size 
of the fi nal population sample [n = 48 (14-65y), M = 36.9, SD = 
12.6] was compiled, and the results were written (Tables 5-7).

The fi nal sample population was thus educated, via online 
clinical interview, on the practical application of the PF-p, 
particularly for the purchase of necessary supplementary 
products, to be taken in the following semester. Upon 
completion, within 2 weeks, the blood tests covered by the 
study variables were requested (Tables 8).

Following the application of the PF-p to the selected 
population sample, and subsequent control of the variables 
investigated, it appears that each variable altered in value and 
out of scale has receded, with the attenuation of symptomatology 
suffering the total absence of clinically relevant manifestations 
(Tables 9).

Data on var_6 (PSY) were obtained by administration of 
the PICI-3TA (Section A), which in detail detects for 85.4% 
(41/48 participants) a dysfunctional personality picture of 
predominantly neurotic type, while for the remaining 14.6% 
(7/48 participants) a predominantly dramatic-psychotic 
picture emerges [64,65] (Tables 10). 

Discussions 

Preamble

The results clearly and systematically highlight the effi cacy 
of the protocol on patients diagnosed with FM, retrospectively 
excluding patients with extreme subjective pain (9-10 on the 
0-10 scale), as none of them was able to complete the study 
for economic reasons (the costs to themselves too high, 
relative to doctor visits and supplementary tests) and clinical 
reasons (the disabling symptomatology forced the patient to 
discontinue therapy in favor of pharmacological therapy, and 
this compromised the results). Data analyzed by age range 
show that patients aged between 14 and 34 years have a clinical 
picture that cannot justify the symptoms, while the remaining 
groups show clear indices of infl ammation; data, however, 
were not analyzed by sex because the comparison sample is too 
small. The following paragraphs are about comparing data of 
variables with out-of-range values.

Comparison of Var_2 (BMI) and Var_29 (BMI)-x* 

Var_2 refers to subjective body mass values expressed in 
Body Mass Index (BMI) recorded on the previous day, about 
the beginning of the quarterly PF-p cycle, with minimum-
maximum values of 27-34 (thus, 100% of the sample 

 

 

 

 

 

Figure 1: Criteria for selection of the population sample.

Table 4: Population sample [n(%)].

Age Male Female Total

14-24 1 8 9 (19%)

25-34 2 12 14 (29%)

35-44 1 7 8 (17%)

45-54 1 9 10 (21%)

55-65 1 6 7 (14%)

Total 6 (12%) 42 (88%) 48 (100%)

Table 5: Population sample [n(%)]. 

Age N_total N_patients

14-24 9/48 1-3-4-7-8-15-26-27-33

25-34 14/48 2-6-11-13-14-17-21-23-29-38-42-44-47-48

35-44 8/48 5-9-10-12-16-18-24-25

45-54 10/48 19-20-22-28-30-31-32-34-35-36

55-65 7/48 37-39-40-41-43-45-46
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Table 6: Population sample and clinical variables [var_n ()] investigated. Var_2 (Body mass expressed in Body Mass Index - BMI): range 10-50. Var_3 (PSS-Perceived severity 
of symptoms): 0-10 scale [0-3 (tolerable), 4-6 (bearable), 7-10 (unacceptable)]. Var_4 (BGT-Benefi t from drug therapy. Decrease in intensity compared with symptoms before 
application of PF-p): 0-10 scale. Var_5 (CED-Serious side effects resulting from drug therapy): 1_Yes, 0_No. Var_6 (PSY- Presence of clinically relevant psychopathological 
condition): 1_Yes, 0_No. Var_7 (LF-Leukocyte formula. Monocytes). Var_8 (ESS-Erythrocyte sedimentation rate). Var_9 (KI-Katz index). Orange boxes indicate a value higher 
than the normal range, while yellow boxes indicate a value lower than the normal range.

N
Var_2
(BMI)

Var_3
(PSS)

Var_4
(BGT)

Var_5
(CED)

Var_6
(PSY)

Var_7
(LF)

Var_8
(ESS)

Var_9
(KI)

1 28 3 2 1 1 4 8 6

2 31 5 4 1 1 12 14 7

3 30 4 2 1 1 4 8 8

4 30 4 2 1 1 7 9 7

5 32 6 4 1 1 5 8 8

6 30 4 2 1 1 7 10 6

7 29 3 2 1 1 6 14 9

8 29 4 3 1 1 6 9 9

9 32 7 5 1 1 13 21 17

10 33 8 6 1 1 13 22 22

11 29 3 2 1 1 5 13 7

12 30 5 3 1 1 12 12 12

13 28 4 3 1 1 5 13 9

14 27 3 2 1 1 4 12 8

15 29 4 2 1 1 6 11 8

16 29 5 4 1 1 11 11 9

17 32 7 5 1 1 14 24 18

18 30 4 3 1 1 6 10 7

19 31 5 3 1 1 12 13 10

20 30 5 4 1 1 13 9 13

21 32 7 5 1 1 11 23 19

22 33 8 6 1 1 12 25 20

23 31 5 4 1 1 4 8 10

24 29 3 2 1 1 7 11 11

25 31 6 5 1 1 13 10 12

26 31 5 3 1 1 10 8 11

27 30 5 4 1 1 15 12 13

28 32 6 4 1 1 11 14 7

29 31 4 3 1 1 4 9 10

30 31 6 4 1 1 13 13 8

31 31 7 5 1 1 11 26 18

32 30 8 6 1 1 15 26 19

33 29 6 5 1 1 6 10 9

34 31 7 5 1 1 13 27 19

35 31 7 5 1 1 11 23 18

36 32 8 7 1 1 13 22 20

37 34 7 5 1 1 11 11 12

38 31 5 3 1 1 15 14 11

39 33 7 5 1 1 13 25 20

40 30 7 6 1 1 11 26 22

41 29 6 5 1 1 13 12 14

42 32 6 4 1 1 11 13 13

43 31 7 5 1 1 15 23 23

44 34 8 6 1 1 11 24 21

45 30 6 5 1 1 5 12 7

46 30 5 4 1 1 5 11 8

47 31 7 5 1 1 13 23 21

48 33 8 6 1 1 11 25 23
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Table 7: Population sample and clinical variables [var_n ()] investigated. Var_3 (PSS-Perceived severity of symptoms): 0-10 scale [0-3 (tolerable), 4-6 (bearable), 7-10 
(unacceptable)]. Var_10 (hs-CRP-High-sensitivity C-reactive protein). Var_11 (PCT-Procalcitonin). Var_12 (TNFα-Tumor Necrosis Factor α). Var_13 (DRT-D-roms test). Var_14 
(BIA-BIADex). Var_15 (FC-Fecal calprotectin). Var_16 (Dys-T-Urinary dysbiosis test). Var_17 (Vit. D3). Orange boxes indicate a value higher than the normal range, while yellow 
boxes indicate a value lower than the normal range.

N Var_10
(CRP)

Var_11
(PCT)

Var_12
(TNFα)

Var_13
(DRT)

Var_14
(BIA)

Var_15
(FC)

Var_16
(DYS)

Var_17
(Vit. D3)

1 1 3 2 260 0.71 12 6 6

2 6 3 5 335 0.74 2 22 12

3 2 4 6 284 0.73 21 8 8

4 1 4 3 275 0.72 17 12 12

5 7 5 5 398 0.85 28 31 18

6 3 3 2 261 0.75 15 7 11

7 2 5 4 294 0.73 31 14 11

8 3 4 3 278 0.74 20 17 13

9 8 5 5 399 0.92 22 33 17

10 6 8 14 422 0.97 89 23 9

11 1 5 2 288 0.75 33 13 16

12 7 5 3 503 0.75 27 30 8

13 1 4 2 293 0.73 36 12 7

14 3 3 4 285 0.74 18 11 15

15 2 4 3 281 0.73 39 10 9

16 8 3 7 483 0.74 25 24 12

17 5 3 4 501 0.79 41 32 15

18 3 4 6 422 0.75 23 22 19

19 7 4 4 476 0.73 47 36 10

20 8 5 4 378 0.74 43 35 19

21 6 3 2 345 0.83 48 23 7

22 9 7 3 394 0.88 95 37 8

23 3 4 5 381 0.75 8 24 13

24 3 4 7 267 0.73 42 5 11

25 7 3 4 444 0.74 22 27 11

26 2 3 6 421 0.73 44 24 14

27 3 4 2 528 0.75 17 22 18

28 6 5 4 478 0.74 23 28 11

29 3 3 3 271 0.73 48 6 7

30 7 3 7 351 0.74 17 30 13

31 9 4 4 342 0.84 88 23 18

32 8 3 6 322 0.91 19 29 11

33 2 5 7 422 0.74 26 26 9

34 9 3 5 457 0.81 22 25 13

35 6 5 6 321 0.85 34 23 17

36 8 3 2 325 0.83 103 38 18

37 7 4 4 361 0.89 34 25 6

38 2 4 3 469 0.74 31 38 11

39 6 3 7 378 0.87 37 7 13

40 6 4 4 347 0.86 29 39 18

41 9 3 6 478 0.74 25 25 11

42 1 3 5 482 0.82 28 40 11

43 8 5 2 503 0.89 87 39 13

44 7 5 4 500 0.93 38 25 17

45 2 4 3 489 0.74 33 37 9

46 3 5 5 284 0.73 41 9 16

47 3 4 4 356 0.79 27 26 8

48 5 3 6 392 0.86 69 33 14
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Table 8: Clinical variables [var_n ()] investigated after the application of PF-p. Var_18* (CEP- Serious side effects resulting from PF-p): 1_Yes, 0_No. Var_19* (LF-Leukocyte 
formula. Monocytes). Var_20* (ESS-Erythrocyte sedimentation rate). Var_21* (KI-Katz index).Var_22* (hs-CRP-High-sensitivity C-reactive protein). Var_23* (PCT-Procalcitonin). 
Var_24* (TNFα-Tumor Necrosis Factor α). Var_25* (DRT-D-roms test). Var_26* (BIA-BIADex). Var_27* (FC-Fecal calprotectin). Var_28* (Dys-T-Urinary dysbiosis test). Var_29* 
(Body mass expressed in Body Mass Index - BMI. Compare Var_2/Var_28): range 0-100 (in parentheses, the amount of BMI after application of PF-p). Var_30* (BPS-Benefi t 
from PF-p. Decrease in intensity compared with symptoms after application of PF-p): 0-10 scale. Orange boxes indicate a value higher than the normal range, while yellow 
indicates a value lower than the normal range; green indicates a value in the normal range (previously out-of-scale).

N
Var_ 18
(CEP)

*

Var_ 19
(LF)

*

Var_ 20
(ESS)

*

Var_ 21
(KI)

*

Var_ 22
(CRP)

*

Var_ 23
(PCT)

*

Var_ 24
(TNFα)

*

Var_ 25
(DRT)

*

Var_ 26
(BIA)

*

Var_ 27
(FC)

*

Var_ 28
(DYS)

*

Var_ 29
(BMI)

*

Var_ 30
(BPS)

*

Var_ 31
(Vit. D3)

*
1 0 3 4 4 1 0 1 124 0.70 3 4 26 0 35

2 0 4 8 8 0 3 4 239 0.72 14 12 29 1 37

3 0 3 9 5 1 2 3 236 0.72 9 15 28 0 38

4 0 5 4 7 0 1 1 128 0.70 13 13 27 0 37

5 0 4 6 6 2 1 2 240 0.72 4 10 31 1 56

6 0 5 8 7 2 0 4 243 0.70 36 5 27 0 35

7 0 3 7 4 1 1 1 235 0.72 8 13 27 0 45

8 0 6 9 9 1 3 5 245 0.71 12 9 27 1 63

9 0 5 4 6 1 2 4 132 0.72 39 14 31 2 37

10 0 4 7 5 2 2 2 247 0.70 7 12 31 2 45

11 0 3 4 8 2 0 1 237 0.71 38 8 27 0 39

12 0 4 5 10 2 1 4 238 0.70 5 8 29 1 35

13 0 3 5 7 1 3 1 136 0.71 37 5 27 1 61

14 0 6 6 4 2 1 4 251 0.72 37 6 26 0 58

15 0 4 9 10 2 0 5 198 0.70 11 4 27 0 40

16 0 3 6 7 1 2 2 178 0.72 40 10 28 1 53

17 0 5 7 9 1 2 5 178 0.71 41 11 30 2 35

18 0 4 4 9 1 3 4 141 0.70 6 11 28 1 36

19 0 5 5 6 1 1 2 167 0.72 43 7 29 1 53

20 0 3 8 5 1 3 1 197 0.71 28 10 29 1 41

21 0 4 7 4 1 0 5 145 0.72 42 7 30 2 52

22 0 5 4 6 2 2 4 146 0.70 10 7 30 1 35

23 0 3 6 5 2 2 2 208 0.72 29 8 29 2 54

24 0 4 6 4 2 1 1 132 0.72 35 6 27 0 43

25 0 5 9 5 0 0 4 201 0.71 28 5 29 2 54

26 0 4 8 8 1 0 2 127 0.70 30 9 29 0 36

27 0 5 6 4 0 2 1 149 0.71 26 8 28 1 52

28 0 3 9 5 1 1 4 231 0.70 16 4 31 2 45

29 0 4 6 4 1 0 4 202 0.70 35 11 28 0 54

30 0 5 7 6 0 3 2 196 0.70 22 6 30 1 35

31 0 3 8 9 1 1 1 205 0.71 30 4 29 2 55

32 0 4 4 6 1 2 4 111 0.71 20 5 28 2 44

33 0 5 9 5 0 1 2 156 0.70 34 11 28 2 36

34 0 5 5 8 0 0 1 89 0.70 30 9 29 1 52

35 0 4 7 6 1 3 4 195 0.71 15 7 30 2 56

36 0 5 5 5 2 0 5 78 0.70 31 5 31 2 35

37 0 3 5 8 2 2 4 203 0.71 22 8 30 1 56

38 0 4 4 7 1 1 2 167 0.71 26 7 28 0 46

39 0 5 7 6 0 1 1 93 0.70 19 8 30 2 53

40 0 4 5 5 2 0 5 233 0.71 25 8 28 1 35

41 0 3 3 9 1 3 4 194 0.71 25 9 27 2 45

42 0 5 6 6 0 2 2 104 0.70 24 6 30 2 35

43 0 4 7 5 2 3 1 204 0.71 27 7 30 1 38

44 0 3 6 8 2 0 4 176 0.71 16 6 31 2 47

45 0 5 7 7 1 2 4 178 0.71 31 7 29 2 42

46 0 5 6 4 1 1 2 211 0.71 18 5 27 0 48

47 0 4 5 6 2 1 1 204 0.71 33 4 30 2 35

48 0 3 4 5 0 3 4 181 0.70 17 10 31 2 51
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population found to be overweight or obese). Var_29*, related 
to the previous one, refers to the subjective body mass values 
expressed in Body Mass Index (BMI) recorded on the day after 
the conclusion of the quarterly PF-p cycle, with minimum-
maximum values of 26-31 (thus, with 95.8% of the population 
sample found to be overweight and only 4.2% found to be 
obese) and with a decrease of 1 to 4 BMI points compared 
with the data before the protocol was applied. A comparison 
of these 2 variables shows that, in the fi nal population sample, 
the variable "body mass" appears to be signifi cantly related 
to the recorded infl ammatory status and the improvement in 
general health status following the application of the protocol. 
At the follow-up clinical interview, it was reported by 89.5% 
of patients with a value of 2 in Var_29* (17/19) that the 

protocol was not executed perfectly and that there were several 
(unreported) oversights in both the execution of the dietary plan 
(sporadic introduction of gluten and cow's milk derivatives) 
and the administration of the supplementary treatment plan; 
despite this, however, there were clear improvements from the 
previous clinical position.

Comparison of Var_5 (CED) and Var_18 (CEP)* 

Var_5 refers to the presence of the side effects of the drug 
therapy administered before entering the population sample, 
recorded on the previous day at the beginning of the quarterly 
PF-p cycle. Var_18, related to the previous one, refers to 
the presence of the side effects of protocol administration, 
recorded from the day after the end of the quarterly PF-p 
cycle. A comparison of these 2 variables shows that, to the 
fi nal population sample, in 100% of cases (48/48) the protocol 
application has no side effects of any kind, in contrast to 
variable No. 5, which captures 100% of positive responses 
to the question of whether or not serious side effects have 
been experienced since the administration (predominantly, 
aggravation of psychiatric symptoms of a mood and anxiety 
nature, hypomanic episodes, apathy and decreased sexual 
desire, but also gastrointestinal symptoms such as diarrhea, 
constipation and abdominal bloating). The comparison of 
these two variables must then be parameterized to another 
signifi cant fi nding, related to Var_6 on the presence or 
absence of psychiatric symptoms before the administration of 
the protocol and detected by administration of the PICI-3TA 
(Section A): in fact, the survey produced the result of 100% of 
the sample having a dysfunctional personality profi le, and with 
85.4% (41/48) of the neurotic type, with greater prevalence for 
the anxiety-somatic structure and some dramatic and psychotic 
elements related to resistant dysfunctional personality traits 
[65-69].

Table 9: Comparison between variables (Comparison of averages, T-Test for paired data, SPSS). Var_2 (Body mass expressed in Body Mass Index - BMI). Var_3 (PSS-Perceived 
severity of symptoms). Var_7 (LF-Leukocyte formula. Monocytes). Var_8 (ESS-Erythrocyte sedimentation rate). Var_9 (KI-Katz index). Var_10 (hs-CRP-High-sensitivity C-reactive 
protein). Var_11 (PCT-Procalcitonin). Var_12 (TNFα-Tumor Necrosis Factor α). Var_13 (DRT-D-roms test). Var_14 (BIA-BIADex). Var_15 (FC-Fecal calprotectin). Var_16 (Dys-
T-Urinary dysbiosis test). Var_17 (Vit. D3). Var_19* (LF-Leukocyte formula. Monocytes). Var_20* (ESS-Erythrocyte sedimentation rate). Var_21* (KI-Katz index). Var_22* (hs-
CRP-High-sensitivity C-reactive protein). Var_23* (PCT-Procalcitonin). Var_24* (TNFα-Tumor Necrosis Factor α). Var_25* (DRT-D-roms test). Var_26* (BIA-BIADex). Var_27* 
(FC-Fecal calprotectin). Var_28* (Dys-T-Urinary dysbiosis test). Var_29* (Body mass expressed in Body Mass Index - BMI. Compare Var_2/Var_28). Var_30* (BPS-Benefi t from 
PF-p. Decrease in intensity compared with symptoms after application of PF-p). Var_31* (Vit. D3). N = Quantitative unit of relevant data on the total population sample. M = 
Mead. SD = Standard deviation. P = Signifi cance.

Comparison between variables N (var_x/var_y) M ± SD p

Var_2 (BMI) Var_28 (BMI)-x* 48/48 1.9 ± 0.8 0.000

Var_3 (PSS) Var_30 (BPS)* 48/48 4.5 ± 1.1 0.000

Var_7 (LF) Var_19 (LF)* 29/29 5.6 ± 3.7 0.000

Var_8 (ESS) Var_20 (ESS)* 16/16 9.2 ± 7.1 0.000

Var_9 (KI) Var_21 (KI)* 16/16 6.6 ± 5.9 0.000

Var_10 (CRP) Var_22 (CRP)* 26/26 3.1 ± 2.8 0.000

Var_11 (PCT) Var_23 (PCT)* 2/2 2.6 ± 1.4 0.000

Var_12 (TNFα) Var_24 (TNFα)* 1/1 1.6 ± 2.7 0.000

Var_13 (DRT) Var_25 (DRT)* 35/35 198.2 ± 101.1 0.000

Var_14 (BIA) Var_26 (BIA)* 19/19 0.08 ± 0.07 0.000

Var_15 (FC) Var_27 (FC)* 6/6 12.0 ± 25.1 0.002

Var_16 (DYS) Var_28 (DYS)* 34/34 15.6 ± 10.9 0.000

Var_17 (Vit.D3) Var_31 (Vit.D3)* 48/48 32.4 ± 4.9 0.000

Table 10: Outcomes of the Perrotta Integrative Clinical Interviews 3 (PICI-3TA), 
Section A. N = quantitative number of participants, as a proportion of the total. % = 
value expressed as a percentage. M = Mead. SD = Standard deviation.

Cluster Type N % M ± SD (Age)

Neurotic

Anxious 15/41 36.6%

39.8 ± 14.4

Somatic 10/41 24.4%
Obsessive 8/41 19.5%

Manic 6/41 14.6%
Fobic-Avoidant 2/41 4.9%

Dependent 0/41 0%

Drama

Depressive 2/5 40%

45.8 ± 15.4

Bipolar 2/5 40%
Borderline 1/5 20%

Narcissistic 0/5 0%
Histrionic 0/5 0%
Antisocial 0/5 0%

Psychopath 0/5 0%

Psychotic

Paranoid 1/2 50%

45.5 ± 10.6

Delusional 1/2 50%
Dissociative 0/2 0%

Schizo 0/2 0%
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Comparison of Var_7 (LF) and Var_19 (LF)* 

Var_7 refers to the lymphocyte survey and the exact 
quantifi cation of its components, recorded on the previous day 
about the beginning of the quarterly PF-p cycle, with normal 
minimum-maximum values of 3-8% for monocytes (in fact, 
the latter are the only ones to be out of scale, with 62.5% of 
the population sample). Var_19*, to the previous one, refers to 
the same survey but recorded on the day after the conclusion 
of the quarterly PF-p cycle, with the same scaled values (but 
all returned and normalized, according to the reference range). 
A comparison of these 2 variables shows that, in the fi nal 
population sample, the variable "leukocyte-like monocytes" 
appears to be signifi cantly related to the recorded infl ammatory 
status and the improvement in general health status following 
the application of the protocol.

Comparison of Var_8 (ESS) and Var_20 (ESS)* 

Var_8 refers to the quantifi cation of erythrocyte 
sedimentation rate according to a normal range of 0-15 
mm/h for men and 0-20 mm/h for women, recorded on the 
previous day about the beginning of the quarterly PF-p cycle, 
with minimum-maximum values of 8-27 (with 33.3% of the 
population sample on values >20 mm/h). Var_20*, related to the 
previous one, refers to the quantifi cation of the same recorded, 
however, on the day after the conclusion of the quarterly PF-p 
cycle, with minimum-maximum values all falling within the 
normal range. A comparison of these 2 variables shows that, 
in the fi nal population sample, the variable "erythrocyte 
sedimentation rate" appears to be signifi cantly related to the 
recorded infl ammatory status and the improvement in general 
health status following the application of the protocol. 

Comparison of Var_9 (KI) and Var_21 (KI)* 

Var_9 refers to the quantifi cation of the Katz index 
according to a normality range of 4-10 for men and 4-15 for 
women, recorded on the previous day about the beginning of 
the quarterly PF-p cycle, with minimum-maximum values of 
6-9 for men and 6-23 for women (with 33.3% of the female 
population sample on values >15 mm/h). Var_21*, related to the 
previous one, refers to the quantifi cation of the same recorded, 
however, on the day after the conclusion of the quarterly PF-p 
cycle, with minimum-maximum values all falling within the 
normal range. A comparison of these 2 variables shows that, to 
the fi nal population sample, the variable "Katz" appears to be 
signifi cantly related to the infl ammatory status recorded in the 
female population and to the improvement in general health 
status following the application of the protocol. 

Comparison of Var_10 (CRP) and Var_22 (CRP)*

Var_10 refers to high-sensitivity C-reactive protein 
quantifi cation according to a normality range of 0-3 mg/L, 
recorded the previous day, about the beginning of the quarterly 
PF-p cycle, with minimum-maximum values of 1-9 (with 
41.7% of the population sample on values > 3 mm/h). Var_22*, 
related to the previous one, refers to the quantifi cation of the 
same recorded, however, on the day after the conclusion of 

the quarterly PF-p cycle, with minimum-maximum values 
all falling within the normal range. A comparison of these 
2 variables shows that, in the fi nal population sample, the 
variable "high-sensitivity c-reactive protein" appears to 
be signifi cantly correlated with the recorded infl ammatory 
status and improvement in general health status following the 
application of the protocol.

Comparison of Var_11 (PCT) and Var_23 (PCT)* 

Var_11 refers to the quantifi cation of procalcitonin 
according to a normal range of < 0.05 ng/ml, recorded on the 
previous day, about the beginning of the quarterly PF-p cycle, 
with minimum-maximum values of 0.03-0.08 (with 4.2% 
of the population sample on values > 0.05 ng/ml). Var_23*, 
related to the previous one, refers to the quantifi cation of the 
same recorded, however, on the day after the conclusion of 
the quarterly PF-p cycle, with minimum-maximum values 
all falling within the normal range. Comparison of these 2 
variables shows that, to the fi nal population sample, the 
variable "procalcitonin" appears to be signifi cantly related 
to the recorded infl ammatory status and the improvement in 
general health status following the application of the protocol; 
however, taking into account the smallness of the sample 
(1/48) it is a value that may not have clinical relevance. 

Comparison of Var_12 (TNFα) and Var_24 (TNFα)* 

Var_12 refers to the quantifi cation of "tumor necrosis factor 
" according to a normality range < 8 pg/ml, recorded on the 
previous day about the beginning of the quarterly PF-p cycle, 
with minimum-maximum values of 2-14 (with 2.1% of the 
population sample on values > 8 mm/h). Var_24*, related to the 
previous one, refers to the quantifi cation of the same recorded, 
however, on the day after the conclusion of the quarterly PF-p 
cycle, with minimum-maximum values all falling within the 
normal range. A comparison of these 2 variables shows that, 
to the fi nal population sample, the variable "tumor necrosis 
factor " appears to be signifi cantly related to the recorded 
infl ammatory state and the improvement in general health 
status following the application of the protocol; however, 
taking into account the smallness of the sample (1/48), it is a 
value that may not have clinical relevance. 

Comparison of Var_13 (DRT) and Var_24 (DRT)* 

Var_13 refers to the quantifi cation of the D-roms test 
according to a normality range < 300 U/CARR, recorded on the 
previous day, about the beginning of the quarterly PF-p cycle, 
with minimum-maximum values of 260-528 (with 72.9% of 
the population sample on values > 300 U/CARR). Var_24*, 
related to the previous one, refers to the quantifi cation of the 
same recorded, however, on the day after the conclusion of 
the quarterly PF-p cycle, with minimum-maximum values 
all falling within the normal range. A comparison of these 
2 variables shows that, to the fi nal population sample, the 
variable "D-roms test" appears highly suggestive of being 
signifi cantly related to the recorded infl ammatory status 
and the improvement in general health status following the 
application of the protocol. 
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Comparison of Var_14 (BIA) and Var_25 (BIA)* 

Var_14 refers to the quantifi cation of BIA according to 
a normality range of 0.7-0.75 (ECW/ICW), recorded on the 
previous day about the beginning of the quarterly PF-p cycle, 
with minimum-maximum values of 0.71-0.97 (with 39.6% 
of the population sample on values > 0.75). Var_25*, related 
to the previous one, refers to the quantifi cation of the same 
recorded, however, on the day after the end of the quarterly 
PF-p cycle, with minimum-maximum values all falling within 
the normal range. A comparison of these 2 variables shows that 
in the fi nal population sample, the variable "BIA" appears to 
be signifi cantly related to the recorded infl ammatory status 
and the improvement in general health status following the 
application of the protocol. 

Comparison of Var_15 (FC) and Var_27 (FC)*

Var_15 refers to the quantifi cation of fecal calprotectin 
according to a normal range of < 50 μg/g, recorded the 
previous day, about the beginning of the quarterly PF-p cycle, 
with minimum-maximum values of 2-103 (with 12.5% of the 
population sample on values > 50 μg/g). Var_27*, related to the 
previous one, refers to the quantifi cation of the same recorded, 
however, on the day after the conclusion of the quarterly 
PF-p cycle, with minimum-maximum values all falling 
within the normal range. A comparison of these 2 variables 
shows that in the fi nal population sample, the variable "fecal 
calprotectin" appears to be signifi cantly correlated with the 
recorded infl ammatory status and with the improvement in 
general health status following the application of the protocol. 
Specifi cally, all 6 patients who were positive for this marker had 
marked and disabling intestinal symptoms (gastroesophageal 
refl ux, chronic gastritis, chronic constipation, bacterial 
overpopulation syndrome, and irritable bowel syndrome) that 
did not resolve with drug therapy but improved with protocol 
application. 

Comparison of Var_16 (DYS) and Var_28 (DYS)* 

Var_16 refers to the quantifi cation of the degree of 
intestinal dysbiosis according to a normal range of 4 mg 
- 20 mg, recorded the previous day, about the beginning of 
the quarterly PF-p cycle, with minimum-maximum values 
of 5-40 (with 70.8% of the population sample on values > 
20 mg). Var_28*, related to the previous one, refers to the 
quantifi cation of the same recorded, however, on the day after 
the conclusion of the quarterly PF-p cycle, with minimum-
maximum values all falling within the normal range. A 
comparison of these two variables shows that, in the fi nal 
population sample, the variable "dysbiosis test" appears to be 
signifi cantly correlated with the recorded infl ammatory status 
and with the improvement in general health status following 
the application of the protocol. Specifi cally, all 34 patients 
who were positive for this test had mild to moderate intestinal 
symptoms that resolved only partially with drug therapy but 
improved markedly until they disappeared almost completely 
with the application of the protocol.

Comparison of Var_17 (DYS) and Var_31 (DYS)*

Var_17 refers to the quantifi cation of plasma Vitamin 
D3 levels according to a normal range of 30-100 ng/ml, 
recorded the day before the start of the quarterly PF-p cycle, 
with minimum-maximum values of 6-19 (with 100% of the 
population sample on values < 20 ng/ml). Var_31*, related 
to the previous one, refers to the quantifi cation of the same 
recorded, however, on the day after the end of the quarterly 
PF-p cycle, with minimum-maximum values all falling 
within the normal range. Comparison of these two variables 
shows that, in the fi nal population sample, the variable "Vit. 
D3" appears to be signifi cantly correlated with the recorded 
infl ammatory status and with the improvement in general 
health status following application of the protocol. Specifi cally, 
following supplemental administration of this vitamin, all 48 
patients reported perceiving a more stable mood, decreased fl u 
episodes, and increased physical resistance to exertion.

Comparison of Var_3 (PSS) and Var_30 (BPS)*

Var_3 refers to the quantifi cation of benefi ts received from 
PF-p and more generally the state of algic perception (also 
intended as disability produced by symptoms) according to a 
0-10 scale, recorded on the day before the start of the quarterly 
PF-p cycle, with minimum-maximum values of 3-8 (with 
52.1% of the population sample on values 6-8). Var_30*, 
related to the previous one, refers to the quantifi cation of 
perceived pain always according to a 0-10 scale recorded on 
the day after the conclusion of the quarterly PF-p cycle, with 
minimum-maximum values of 0-3 (thus, signifi cantly lower 
than the data before the application of the protocol). Symptoms 
resolved completely in 27.1% of cases (13/48), while they 
subsided, becoming easily tolerable in the remaining 72.9% 
of cases (35/48). A comparison of these two variables shows 
that, to the fi nal population sample, the variable "perceived 
pain" appears to be signifi cantly correlated with the recorded 
infl ammatory status and improvement in general health status 
following protocol application. 

Comparison of study outcomes with current literature 

The outcomes of this research show that fi bromyalgia 
has a clear infl ammatory matrix, with an immunological 
background (based on blood fi ndings related to lipid mediators, 
some proinfl ammatory cytokines, direct and indirect markers 
for oxidative stress, and plasma element research), as reported 
abundantly in the literature [70-77]. Medium confi rmatory 
fi ndings are given by the presence of intestinal dysbiotic 
processes, as also confi rmed in the literature [38-40,78].

Study limitations and prospects

Although the present pilot study was able to demonstrate 
the central role of the infl ammatory process and the usefulness 
of the application of the "Perrotta Fibromyalgia Protocol" to 
manage the fi bromyalgic condition, not as an independent 
nosographic disorder but as a systemic, polysymptomatic 
infl ammatory state, the study was structured with a small 
population sample, for economic reasons and independent 
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of the investigator, and therefore this research can only be 
considered a pilot study. Another limitation is determined 
by the fact that, again for economic reasons, the laboratory 
analyses were carried out independently, by patients, in 
different analytical laboratories that therefore use different 
instrumentation and calibrations; this implies the loss of 
the accuracy of the analytical fi ndings, which would have 
been obtained by carrying out all the analyses in the same 
laboratory. Finally, a fi nal limitation is determined by the fact 
that the population included in the present study is exclusively 
of Italian nationality, which limits the generalizability of the 
results. Future challenges will be to fi nd an adequate and 
representative population sample, with a multicenter, funded 
study that can demonstrate whether the results obtained from 
this pilot study are confi rmatory of the goals achieved, with 
a more structured follow-up over time (at 6, 12, 18, and 24 
months of application of the nonpharmacological protocol) 
and focused on both clinical and psychological and nutritional 
profi les, also on other blood values (such as those related to 
coagulation [79] other proinfl ammatory cytokines, cardiac and 
brain markers [80]).

Conclusion

The current results obtained from this pilot study have 
shown that Fibromyalgia can be considered a polysymptomatic 
condition (and not an independent disorder or disease) 
resulting from an active systemic infl ammatory state, capable 
of interfering with normal organic functioning, altering one 
or more biological functions, including psychological (as 
already demonstrated in the literature, including about the 
microbiota), thus giving rise to the symptoms described by 
patients. The symptomatological description of Fibromyalgia 
is compatible with a multi-infl ammatory profi le, and therefore 
it is not necessary to establish a new specifi c nosography, 
having instead to discuss the issue of the infl ammatory state 
as a direct cause of the symptoms suffered by patients. The 
administration of single drugs mitigates the extent but rarely 
leads to resolution, which is instead achieved by opting for the 
holistic approach of the “Perrotta Fibromyalgia Protocol” (PF-
p), considering the pharmacological approach as a secondary 
and complementary line in cases of severe, persistent, and 
complicated symptoms. 

Ethics approval and consent to partecipate

This study was waived for ethical review and approval 
because all participants were assured compliance with the ethical 
requirements of the Charter of Human Rights, the Declaration of 
Helsinki in its most recent version, the Oviedo Convention, the 
guidelines of the National Bioethics Committee, the standards 
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the relevant national and international ethical codes, as well as 
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and clinical trial studies. For patients under the age of 18 years, 
specifi c permission to participate was requested by stipulation 
of data processing and computer consent from both parents or 
legal guardians. Under Legislative Decree No. 52/2019 and Law 
No. 3/2018, this research does not require the prior opinion of 
an ethics committee, in implementation of Regulation (EU) 

No. 536/2014 and by Regulation (EU) 2017/745, the Declaration 
of Helsinki and the Oviedo Convention, since the scientifi c 
research contained in the manuscript: (a) does not concern 
new or already marketed drugs or medical devices; (b) does 
not involve the administration of a new or already marketed 
drug or medical device; (c) does not have commercial purposes; 
(d) is not sponsored or funded; (e) participants have signed 
the informed consent and data processing, in compliance 
with applicable national and EU regulations; (f) refers to non-
interventional and observational-comparative diagnostic 
topics; (g) the population sample was collected at a date before 
the start of this study and is part of a private and non-public 
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project manager, not to meet the other study collaborators, 
thus remaining completely anonymous, fi nally requesting that 
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absence of dangers to their health from the administration of 
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