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Abstract
Background  There has been growing clinical awareness in recent years of the long-term physical and psychological 
consequences of the SARS-CoV-2 virus, known as Long COVID. The prevalence of Long COVID is approximately 
10% of those infected by the virus. Long COVID is associated with physical and neuropsychological symptoms, 
including those related to mental health, psychological wellbeing, and cognition. However, research on psychological 
interventions is still in its early stages, in which means that available results are still limited. The main objective of 
this study is to evaluate the effects of a program based on amygdala and insula retraining (AIR) combined with 
mindfulness training (AIR + Mindfulness) on the improvement of quality of life, psychological well-being, and 
cognition in patients with Long COVID.

Methods  This study protocol presents a single-blind randomized controlled trial (RCT) that encompasses baseline, 
post-treatment, and six-month follow-up assessment time points. A total of 100 patients diagnosed with Long COVID 
by the Spanish National Health Service will be randomly assigned to either AIR + Mindfulness (n = 50) or relaxation 
intervention (n = 50), the latter as a control group. The primary outcome will be quality of life assessed using the Short 
Form-36 Health Survey (SF-36). Additional outcomes such as fatigue, pain, anxiety, memory, and sleep quality will also 
be evaluated. Mixed effects regression models will be used to estimate the effectiveness of the program, and effect 
size calculations will be made.

Discussion  Long COVID syndrome is a clinical condition characterized by the persistence of symptoms for at least 12 
weeks after the onset of COVID-19 that significantly affects people’s quality of life. This will be the first RCT conducted 
in Spain to apply a psychotherapy program for the management of symptoms derived from Long COVID. Positive 
results from this RCT may have a significant impact on the clinical context by confirming the beneficial effect of 
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Introduction
Background and rationale
Long COVID, also known as Post-COVID Conditions or 
SARS-CoV-2 infection with post-acute sequelae, refers to 
a set of multiple organ symptoms that persist in patients 
who have experienced SARS-CoV-2 infection, even after 
the acute phase of the disease [1]. Approximately 10% of 
individuals experience these symptoms after the reso-
lution of their acute COVID phase [2]. Such symptoms 
exhibit variability and are multisystemic, and they may 
be persistent or limited over time. Symptoms consist 
of fatigue that does not improve with rest, shortness of 
breath, fever, myalgia, sore throat, chest and back pain, 
as well as other muscle and mild neuropathic pain. Addi-
tionally, symptoms include orthostatic hypotension, 
intestinal motility issues, symptoms of neural disorders, 
insomnia that can disrupt sleep and rest, hyperactivation 
of the sympathetic system, cognitive deficits, anxiety, and 
the inability to manage stress [3, 4].

Furthermore, it is necessary to acknowledge the 
psychosocial impact of the miscellaneous symptoms 
described on the lives of individuals dealing with Long 
COVID. Limitations in performing everyday activities 
such as self-care, household tasks, shopping, or engag-
ing in social activities can be constraining, with variation 
based on symptom severity. Consequently, these limita-
tions generate feelings of isolation and loneliness, which 
can contribute to secondary depression [5, 6]. All these 
symptoms can have a significant impact on their physi-
cal, occupational, and emotional health, often resulting 
in social and economic challenges for both individuals 
and their families [1]. In summary, psychological distress 
frequently accompanies patients with Long COVID, who 
often present with symptoms of depression, anxiety, and 
diminished quality of life, among others [5, 7–10].

Research suggests that Long COVID symptoms are 
caused by chronic inflammation and immune dysregu-
lation in the body [1]. Recent studies have indicated a 
potential link between Long COVID and neurological 
complications, such as cognitive impairment and brain 
fog [11]. In fact, Long COVID syndrome presents simi-
larly to myalgic encephalomyelitis/chronic fatigue syn-
drome (ME/CFS) [3], which is characterized by fatigue 
and immune and cognitive dysfunctions [8]. Due to 
their similarity, there is reason to believe that ME/CFS 
treatments could be effective in resolving Long COVID. 

Emerging evidence suggests that the impact of Long 
COVID extends beyond physical health, with a signifi-
cant proportion of patients reporting challenges in their 
professional and social lives [12]. This underscores the 
complex nature of the condition and highlights the need 
for comprehensive treatment approaches and the impor-
tance of addressing the holistic wellbeing of individuals 
affected by this condition.

Psychological approaches, including mind-body thera-
pies such as mindfulness training, have demonstrated 
their effectiveness for the treatment of these types of 
pathologies by improving mental health and physi-
cal function, while reinforcing acceptance and reducing 
symptoms [13–15]. Amygdala and insula retraining (AIR) 
techniques were initially developed for CFS patients as 
a method to reduce the chronic over-sensitization and 
heightened fear response of the amygdala, which may 
underlie certain symptoms associated with both CFS and 
fibromyalgia [14–16]. These techniques aim to retrain 
conditioned somatic signaling in the brain that can main-
tain the nervous and immune systems in a constant state 
of alert. This retraining is achieved by means of a spe-
cialized intervention designed to strengthen neurologi-
cal inhibitory mechanisms in areas of the prefrontal and 
orbital cortices, the insula, and the anterior and posterior 
cingulate [17–20]. AIR techniques involve repetitively 
interrupting signals from the amygdala and insula using 
a variety of personalized practices for each patient [18, 
20]. In essence, patients learn to recognize internal symp-
tom signals and then take action to disrupt the signal-
ing. Additionally, mindfulness training has been shown 
to reduce amygdala reactivity and increase gray matter 
volume in the prefrontal cortex and insula [21]. Conse-
quently, the prospect of combining mindfulness training 
with AIR techniques to enhance effects is appealing. AIR 
training has demonstrated efficacy in treating chronic 
conditions such as ME/CFS [14, 15], and the combined 
approach of AIR techniques with mindfulness training 
(AIR + Mindfulness) has proven effective in managing 
fibromyalgia symptoms [17, 20–22].

However, despite the previously reported positive 
results, there is still no evidence regarding the possible 
mediating variables associated with the AIR + Mindful-
ness program since it is a relatively new psychothera-
peutic strategy. Despite this, and based on the results 
obtained in previous studies, psychological variables such 

the intervention program being evaluated on improving the symptoms of Long COVID syndrome and aiding the 
development of better action strategies for these patients.
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as mindfulness skills, emotion regulation, and experien-
tial avoidance could play a mediating role in the improve-
ment of Long COVID syndrome through the application 
of the AIR + Mindfulness program [22–24]. For example, 
a recent observational study identified a relationship sug-
gesting that experiential avoidance is associated with the 
greater severity of fatigue and pain perceived by patients 
with COVID-19, and that psychological interventions 
aimed at working on this psychological variable would 
favor an improvement in the severity of symptoms in 
these patients [23]. On the other hand, a longitudinal 
study that investigated the role of emotion regulation on 
mental health found that people who used maladaptive 
emotion regulation strategies reported more symptoms 
of anxiety, depression, poorer sleep quality, and less life 
satisfaction [24]. For this reason, psychological inter-
ventions aimed at promoting the learning of adaptive 
regulation strategies (i.e., integrative emotion regulation 
[25] could be expected to have a positive impact on the 
improvement and management of symptoms associated 
with COVID-19 and Long COVID.

Extensive research is being conducted to test phar-
maceutical, biological, dietary, homeopathic, and reha-
bilitative remedies for the treatment of Long COVID 
symptoms. However, an effective intervention strategy 
still remains elusive [26, 27]. Recent evidence suggests 
that psychological interventions can improve men-
tal health and alleviate a variety of symptoms for Long 
COVID patients [28, 29].

Objectives and hypotheses
The primary aim of the study proposed in this proto-
col is to evaluate the impact of the AIR + Mindfulness 
on enhancing the quality of life of patients with Long 
COVID. The secondary objectives include (a) to examine 
the effects of AIR + Mindfulness on pain, pain catastroph-
izing, fatigue, insomnia, anxiety, depression, and memory 
symptoms; and (b) to analyze the role of mindfulness 
skills, emotion regulation, and experiential avoidance as 
potential mechanisms through which AIR + Mindfulness 
exerts its effects.

The main hypothesis is that AIR + Mindfulness will 
be more effective than relaxation therapy for improv-
ing quality of life among patients diagnosed with Long 
COVID at post-treatment. The secondary hypotheses 
are (a) AIR + Mindfulness will be more effective than 
relaxation therapy for improving pain, pain catastro-
phizing, fatigue, insomnia, anxiety, depression, and 
memory symptoms at post-treatment; (b) improve-
ments in all psychological variables will be sustained at 
the three-month follow-up; and (c) mindfulness skills, 
emotion regulation, and experiential avoidance will play 
a mediating role in the improvement observed in the 

AIR + Mindfulness experimental group compared to the 
relaxation therapy control group.

Methods
Design
This protocol was developed according to the Standard 
Protocol Items: Recommendations for Interventional 
Trials (SPIRIT) [30], and it was listed on the Clinical-
Trials.gov register on July 20, 2023 (NCT05956405). 
We designed a parallel group, single-blind, randomized 
controlled trial (RCT) with two treatment arms and a 
three-month follow-up. Evaluation will be made of the 
effectiveness of AIR + Mindfulness (intervention group) 
compared to relaxation health and wellness therapy 
(active control group) in patients with Long COVID. 
Both interventions are structurally similar, consist-
ing of eight two-hour weekly sessions followed by three 
monthly two-hour sessions. Both groups will attend 
online workshops for both the AIR + Mindfulness inter-
vention and relaxation therapy. Both groups will receive 
support materials online and by email. The Consolidated 
Standards of Reporting Trials (CONSORT) [31] will be 
applied.

Setting and study sample
Potential participants will primarily be recruited through 
collaboration with the Long COVID Association of Ara-
gon (Spain), and they will be required to meet the fol-
lowing inclusion/exclusion criteria. Inclusion criteria: (a) 
aged 18 years and over; (b) provision of signed informed 
consent; (c) diagnosis of Long COVID by primary care 
physicians. Exclusion criteria: (a) under 18 years of age; 
(b) any diagnosis of a disease that may affect the central 
nervous system or other psychiatric diagnoses or acute 
psychiatric illnesses (e.g., severe range of depression, sub-
stance dependence or abuse, history of schizophrenia or 
other psychotic disorders, eating disorders); (c) any med-
ical, infectious or degenerative disease that may affect 
mood; presence of delusional ideas; and hallucinations 
consistent or not with mood and suicide risk.

Sample size
According to a previous study, when use of the 
AIR + Mindfulness intervention was compared to a simi-
lar active control group (i.e., relaxation therapy) on a sam-
ple of fibromyalgia patients, it demonstrated an overall 
improvement in the severity of the disorder––measured 
using the Fibromyalgia Impact Questionnaire Revised 
[32], a tool that evaluates the effect of this condition on 
a person’s wellbeing and quality of life, considering pain 
levels, physical functioning, sleep quality, fatigue, mood, 
and the impact of the condition on daily activities––with 
a moderate effect size (d = 0.60) at post-intervention [22]. 
Assuming a similar effect size in terms of quality of life 
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on Long COVID symptomatology at post-intervention, 
in order to detect this difference with an overall α level of 
5% and a statistical power set at 80% in two-tailed tests, 
42 patients per group are required. Given that a dropout 
rate of around 15% of the participants is expected [33], 
the sample size will be increased until the number of 50 
participants is achieved per group at the beginning of the 
study.

Recruitment
The recruitment of potential participants will be carried 
out in collaboration with the Long COVID Association 
of Aragon. The association will be responsible for dis-
seminating the study through its own communication 
channels without sharing any member data. This dis-
semination will include informative sessions during the 
association’s activities and will provide essential infor-
mation on the study, in addition to the contact details of 
the research team for those interested in participating. 
Patients who express interest via email will receive fur-
ther information by means of a telephone or video call, 
through which a member of the research group will 
explain the primary objective of the study. The evaluation 
process will also be explained at this time. Evaluation, 
both for the baseline measurement and subsequent fol-
low-up measurements (immediately after the interven-
tion and three months later), will be conducted online. 
The survey will be hosted on SurveyMonkey®. Prior to 
starting the questionnaire, participants will have the 
opportunity to read the information sheet, informed con-
sent form, as well as the privacy regulations and personal 
data handling policy of the website. Individuals who meet 
the inclusion criteria, agree to participate, and complete, 
sign, and submit the signed informed consent form will 
gain access to the evaluation and will be permitted to 
complete the initial assessment. This recruitment pro-
cess will remain active until the required sample size is 
achieved.

Randomization, allocation, and blinding
A research assistant will be responsible for assigning 
a unique code to each participant and communicat-
ing it via email. This research assistant will be the sole 
person with access to participants’ personal data, along 
with their respective codes and the group to which they 
are assigned once the allocation process is completed. 
This information will be securely stored in a password-
protected digital file. A duplicate file will be created on 
a hard drive to which only the lead researcher will have 
access. Once the baseline surveys have been completed, 
subject allocation will be conducted by a different mem-
ber of the research team, who will not be involved in any 
other study-related tasks. This allocation will be based on 
a computer-generated random sequence obtained from 

a reputable source (https://www.randomizer.org). Par-
ticipants will be assigned to either of these two groups: 
(1) AIR + Mindfulness group; (2) Control group based 
on relaxation therapy. Participants and psychotherapists 
conducting the interventions will not be blinded to the 
intervention condition for practical reasons. However, 
blinding will be maintained during the initial assessment 
(pre-intervention). Additionally, the research assistant 
responsible for sharing the assessment survey link will 
be blinded, as will the expert conducting the statistical 
analysis.

Data collection and monitoring
After completing the assigned intervention, participants 
will be contacted by the designated researcher respon-
sible for monitoring and managing the evaluation pro-
cesses. They will receive a link to an online survey to 
complete the post-treatment assessment and follow-up 
(at three months post-intervention). Throughout the 
study, there will be careful monitoring for any potential 
adverse effects experienced by participants although, 
owing to the nature of the intervention programs, such 
effects are not expected to occur [34]. Participants will 
be encouraged to promptly report any signs of worsen-
ing during sessions. However, should any adverse effects 
arise, the psychotherapist overseeing the intervention 
will report them to an independent data monitoring 
committee (IDMC) that is not directly involved in the 
study being monitored. This committee will comprise a 
biostatistician, a clinical psychologist, and a psychiatrist. 
They will assess the situation and determine if any addi-
tional measures are necessary to ensure the participant’s 
safety, such as referral to a hospital service, and the scien-
tific integrity of the study. The anticipated RCT flowchart 
of participants in the study is provided as Fig. 1.

Interventions
Both groups will undergo active interventions consist-
ing of eight two-hour weekly sessions, followed by one 
session per month as booster over the following three 
months. Each session will be conducted online. Further-
more, participants will receive homework assignments 
and audio files with practice exercises for use between 
sessions. Prior to commencement of the program and 
participant allocation, an informative online session will 
be held. During this session, participants will have the 
chance to address any concerns they might have about 
the study. They will have received the study information 
sheet and the informed consent in advance.

AIR + mindfulness
This intervention will consist of an AIR protocol com-
bined with elements of mindfulness training. The psy-
chotherapeutic approach of the AIR program focuses 

https://www.randomizer.org
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on enhancing coping skills and strategies for dealing 
with fear and stressful situations. This is hypothetically 
achieved by interrupting the amygdala’s conditioned 
anxiety or fear responses. The program consists of psy-
chological techniques including breathing exercises, 
meditation exercises, generative practices, compassion 
practices, cognitive behavioral therapy, and neuro-lin-
guistic programming. AIR is a therapy that was specifi-
cally designed to alleviate symptoms in patients with CFS 
and fibromyalgia [15, 16, 18–20]. Neurobiology studies 
have demonstrated that exposure to acute stress stimuli, 
trauma, or extended periods of stressful expectations 
(such as those that can arise from enduring a pandemic 
or experiencing Long COVID), can result in the develop-
ment of a conditioned response in the amygdala to new 
stimuli [35, 36]. Once conditioning becomes established 
in the amygdala, any neutral stimulus that occurs in the 
presence of this “trauma” acquires the ability to elicit fear 
in the organism. It triggers unconscious “fight and flight” 
responses, as if there were a real threat. This process is 
also associated with neuroinflammation of the brain in 
patients with conditions like CFS and fibromyalgia [3]. 
Thus, the stress conditioning process of the amygdala 
enters into a loop with all the abovementioned mecha-
nisms perpetuating themselves over time [18, 19].

The retraining intervention focuses on dismantling fear 
conditioning in the amygdala, which contributes to the 
bodily symptoms observed in the disease. This is achieved 
by progressively undoing the conditioning and mitigating 
heightened levels of nervous system stimulation through 
the following methodology: (a) repeatedly disrupting 
the established unconscious conditioning; (b) substitut-
ing these fear and threat-related messages with messages 
of bodily safety; and (c) strengthening the activity of the 
prefrontal cortex and reducing the over-activation of the 
amygdala through mindfulness. The incorporation of 
safety messages results in a transformation of the uncon-
scious implications of amygdala conditioning.

Mindfulness training of is associated with increased 
cortical thickness in the anterior insula (involved in 
interoception, affected by fibromyalgia and chronic 
fatigue) and the frontal cortex (involved in the integration 
of emotions as fear and cognition process). Moreover, 
this technique seems to change cognitive evaluations of 
what is considered a threat, decrease reflective thinking, 
and reduce stress. Mindfulness can also directly increase 
positive states of arousal [37–39]. Thus, the practice of 
mindfulness seems to reinforce the AIR intervention, 
given that the activity of the amygdala has been seen to 
decrease with its practice, as well as activation of the pre-
frontal cortex, an area also involved in diminishing the 
fear conditioning response.

Previous studies suggest that the practice of mind-
fulness causes effective and lasting results for the 

Fig. 1  Flowchart for the randomized clinical trial
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symptomatology and underlying pathology of post-
viral fatigue, such as Long COVID. It has been found to 
reduce fatigue and unrefreshing sleep, and for those with 
post-viral infections, to improve immunity and reduce 
pathogen-driven inflammation [40, 41].

The intervention will be administered by a clinical 
psychologist who is trained in and has experience in 
facilitating groups for both the AIR program and mind-
fulness-based interventions. The content of each session 
is described in Table 1.

Relaxation intervention
The program for the active control group includes pro-
gressive muscle relaxation training, as proposed by 

Bernstein and Borkovec [42], with the addition of visu-
alization and breathing practices. The intervention will 
be administered by a clinical psychologist who is expe-
rienced with groups and is trained in relaxation therapy. 
The sessions contained in this program are described in 
Table 2.

Outcomes
Data will be collected using a battery of self-reported 
questionnaires administered at baseline, after the inter-
vention (post-intervention,) and at three-month fol-
low-up. Outcomes of the AIR + Mindfulness and the 
relaxation conditions will be evaluated and compared. 

Table 1  AIR + Mindfulness program
Session 1 Overview of the retraining and mindfulness course. Introduction to the course. Goals. Work method. Developing a regular 

mindfulness practice. Mindfulness practices. Guidelines for the regulation of the nervous system. Thought diary. 3-minute 
mindfulness practice. Health visualization.

Session 2 Hypothesis on the origin of Long COVID. Theoretical aspects. The amygdala-insula-limbic hypothesis on how stress activates 
the nervous system. Conditioning and reconditioning, and health visualization. Breathing meditation.

Session 3 Main technique of reeducation of the amygdala and the insula. Reconditioning. Learning to break physical activations caused 
by stimuli and symptoms. Patterns, meanings, and unconscious negative emotions. Somatic responses in the body. Guidelines 
for establishing a daily practice. Body scan meditation.

Session 4 Attitudes with retraining: reducing stress and expectations during the intervention. Meanings and activation caused by the 
fear of failure in terms of recovery. Disidentification and acceptance of symptoms. Introduction to the work of subpersonalities. 
Awareness of personality traits. Mindfulness practice. Incorporation of informal practices into daily life. Walking meditation.

Session 5 Management of symptoms and related negative emotions. Disidentification and radical acceptance of symptoms. Resistance 
to symptoms. Lifestyle and pace to support retraining. How to pace yourself, sleep more soundly, expose yourself to daylight, 
healthy lifestyle and cope with crises. Smooth Flow Practice.

Session 6 The AIR accelerator technique. Retraining of repeated somatic signals, patterns, beliefs, behaviors related to persistent Covid 
disease. Disidentification of mental contents. Mindfulness practice. visual metaphors.

Session 7 Awareness of limiting beliefs related to the disease. How to identify and change them with tonsillar reeducation work. Motiva-
tion and meaning of life. Meditation on values.

Session 8 Cycles and stages of recovery and return to normal life. How to incorporate the tools into daily life as health improves. How to 
stay healthy in the long term. Positive visualizations of the future. Positive psychology. Exercise on gratitude. Cultivating posi-
tive emotions. Practice on Reconnecting with happiness. Protocol review and summary

Table 2  Relaxation program
Session 1 Presentation of the group and the relaxation objectives. Basic principles of progressive muscle relaxation. Brief explanation of the 

initial procedure with 16 muscle groups. Progressive muscle relaxation practice with 16 muscle groups. Identifying the sensations of 
and difficulties with relaxation.

Session 2 Sharing homework-related experiences and doubts. Imagination training and visualization techniques. Practice of progressive 
muscle relaxation with 16 muscle groups. Identifying the sensations of and difficulties with relaxation.

Session 3 Sharing homework-related experiences and doubts. Brief explanation of the procedure with 7 muscle groups. Practice of progressive 
muscle relaxation with 7 muscle groups. Visualization practice: orange. Identifying the sensations of and difficulties with relaxation.

Session 4 Sharing homework-related experiences and doubts. Practice of progressive muscle relaxation with 7 muscle groups. Visualization 
practice: the beach. Identifying the sensations of and difficulties with relaxation.

Session 5 Sharing homework-related experiences and doubts. Brief explanation of the procedure with 4 muscle groups. Practice of progres-
sive muscle relaxation with 4 muscle groups. Visualization practice: the landscape. Visualization practices: the globe. Identifying the 
sensations of and difficulties with relaxation.

Session 6 Sharing homework-related experiences and doubts. Brief explanation of relaxation by evocation, relaxation by evocation + counting, 
and relaxation by counting. Relaxation by evocation. Mental relaxation and visualization practice: the perfect day. Identifying the 
sensations of and difficulties with relaxation.

Session 7 Sharing homework-related experiences and doubts. Explanation of relaxation techniques through breathing. Breathing practice: 
count, lengthen, hold. Visualization: the ray of light. Identifying the sensations of and difficulties with relaxation.

Session 8 Sharing homework-related experiences and doubts. Explanation: bringing the practice to my daily life, maintenance of habits. 
Breathing practice. Practice 4 muscle groups. Display. Identifying the sensations of and difficulties with relaxation.
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All variables and assessment periods of the study can be 
found in Table 3.

Main outcome
The main outcome will be health-related quality of life 
measured with the Short Form-36 Health Survey (SF-36) 
[43, 44]. The SF-36 consists of 36 items that are scored 
on Likert-type scales from 1 to 3.5, or 6 depending on 
the specific item. It measures the following eight dimen-
sions of health: physical function, physical role, aches 
and pains, general health, vitality, social function, emo-
tional role, and mental health. In addition, the SF-36 
incorporates a health progress item. For each dimension, 
the items are coded, aggregated, and transformed into 
a scale that ranges from 0 (the worst state of health for 
that dimension) to 100 (the best state of health). A score 
of 50 is typically considered the average or norm for the 
general population. The SF-36 general health (total) score 
will be considered the main outcome, and the SF-36 sub-
scales described will be considered secondary outcomes. 
The Spanish version of the SF-36 has demonstrated good 
psychometric properties, establishing it as a reliable and 
valid tool for measuring health-related quality of life in 
the Spanish-speaking population. Internal consistency 
values for Cronbach’s alpha exceed 0.7 in all subscales as 
well as the total score [45].

Secondary outcomes
The intensity of chronic pain will be measured with the 
Spanish Chronic Pain Grading Scale (SCPGS) [46]. It 
comprises 10 items that are used to assess the intensity 
of pain at different times of the day, as well as its impact 
on the patient’s quality of life and daily functioning. Each 
item is scored on a scale from 0 to 10, where 0 means no 
pain, and 10 indicates the most intense pain imaginable. 
The total score ranges from 0 to 100, with a higher score 
indicating a greater intensity of chronic pain. The scale 
has been validated in Spanish patients with chronic pain 
and is considered a useful and reliable tool for the assess-
ment of chronic pain in clinical practice and research 
(α = 0.87) [47].

Pain catastrophizing will be evaluated with the Pain 
Catastrophizing Scale (PCS) validated in Spanish [48]. 
This tool is a self-report questionnaire that measures 
catastrophized pain and consists of 13 items related to 
over-focusing on pain sensations, magnifying the threat 
value of pain sensations, and perceiving oneself as unable 
to control pain intensity. Items are rated in relation to 
their frequency of occurrence on a five-point scale, from 
never (0) to almost always [4]. The total PCS score is cal-
culated as the algebraic sum of the scores for each item 
and ranges from 0 to 52, with higher scores reflecting a 
greater degree of pain catastrophizing. This version has 
adequate internal consistency (α = 0.79) and acceptable 
test-retest reliability (r = 0.84).

The Modified Fatigue Impact Scale (MFIS) is a multidi-
mensional scale that has been used in numerous chronic 
pathologies [49]. It consists of 21 items distributed into 
three subscales: physical, cognitive, and psychosocial. 
Physical fatigue refers to the feeling of weakness and body 
exhaustion, accompanied by discomfort or even muscle 
pain and an inability to relax, which occurs after physical 
exertion; cognitive fatigue is a cognitive slowing or a feel-
ing of dullness, which makes it difficult to perform tasks 
that require sustained mental effort; and psychosocial 
fatigue is the general feeling of exhaustion derived from 
carrying out social activities and outside the home. Each 
item is rated on a five-point Likert scale (from 0, “never,” 
to 4, “almost always”). The total score ranges from 0 to 
84. A score of 38 has been established as a cut-off point 
to define the presence of fatigue. It assesses different 
aspects related to fatigue and cognitive and emotional 
affectation in a single form. It values physical and cogni-
tive aspects, but is firmly focused on mental fatigue and 
its consequences, particularly the impact that fatigue has 
on the patient. The dimensions have shown adequate 
internal consistency (total score: α = 0.92; physical sub-
scale: α = 0.88; cognitive subscale: α = 0.92, and psychoso-
cial subscale: α = 0.65).

The Insomnia Severity Index (ISI) is a 7-item scale 
that assesses the symptoms of daytime and nocturnal 

Table 3  Study Outcomes
Instrument Assessment Area Time
Bespoke survey Sociodemographic Baseline

SF-36 Quality of life Baseline, post-treatment 
and 3-month follow-up

SCPGS Pain intensity Baseline, post-treatment 
and 3-month follow-up

PCS Catastrophizing Baseline, post-treatment 
and 3-month follow-up

MFIS Fatigue Baseline, post-treatment 
and 3-month follow-up

ISI Insomnia Baseline, post-treatment 
and 3-month follow-up

GAD-7 Anxiety Baseline, post-treatment 
and 3-month follow-up

PHQ-9 Depression Baseline, post-treatment 
and 3-month follow-up

MEF-30 Memory Baseline, post-treatment 
and 3-month follow-up

FFMQ-24 Mindfulness Baseline, post-treatment 
and 3-month follow-up

ERQ Emotion Regulation Baseline, post-treatment 
and 3-month follow-up

AAQ-II Experiential avoidance Baseline, post-treatment 
and 3-month follow-up

SF-36, Short Form Health Survey; SCPGS, Spanish Chronic Pain Grading Scale; 
PCS, Pain Catastrophizing Scale; MFIS, Modified Fatigue Impact Scale; ISI, 
Insomnia Severity Index; GAD-7, General Anxiety Disorder; PHQ-9, Patient 
Health Questionnaire; MEF-30, Memory Failures of Everyday; FFMQ-24, Five 
Facet Mindfulness Questionnaire; ERQ, Emotion Regulation Questionnaire; 
AAQ-II, Acceptance and Action Questionnaire-II.
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insomnia and is widely used in the field of clinical 
research [50]. Each item is rated on a five-point Likert 
scale (e.g., 0 = no problem; 4 = very severe problem), 
yielding a total score ranging from 0 to 28. The infor-
mation collected by this tool is related to the onset and 
maintenance of sleep, waking up in the morning, inter-
ference with daily functioning, deterioration perceived 
and attributed to the sleep problem, concerns about 
sleep problems, and satisfaction with sleep patterns. The 
validation of the Spanish version of the ISI has adequate 
internal consistency indices (Cronbach’s α = 0.82); it is 
significantly correlated with poor sleep quality, fatigue, 
anxiety, and depression; and it allows discrimination 
between people with good and bad sleep patterns [51].

Anxious symptomatology will be evaluated with the 
Generalized Anxiety Disorder-7 (GAD-7), which is made 
up of seven self-reported items [52]. Each item is scored 
on a four-point Likert scale (0 = “not at all”; 1 = “several 
days”; 2 = “more than half the days”; 3 = “nearly every 
day”), which results in a total score that can range from 
0 to 21, with higher values reflecting more severe anxiety 
symptoms over the previous two weeks. Symptom sever-
ity can be organized into four categories: 0–4 (minimal 
anxiety), 5–9 (mild anxiety), 10–14 (moderate anxiety), 
and 15–21 (severe anxiety). The validation in Spanish has 
a sensitivity of 0.93 and a specificity of 0.85 [53].

The PHQ-9 is a nine-item self-report measure that 
assesses the presence of depressive symptoms based on 
the DSM-IV criteria for major depressive episode [54]. 
It refers to the symptoms experienced during the previ-
ous two weeks. The PHQ-9 is scored on a Likert scale 
(“never” = 0; “several days” = 1; “more than half the days” 
= 2; “almost every day” = 3), and the total score ranges 
from 0 to 27. Symptom severity can be organized into 
four categories: 0–4 (minimum), 5–9 (mild), 10–14 
(moderate), 15–19 (moderate to severe), 20–27 (severe). 
The Spanish version of the scale will be used, which has 
demonstrated good psychometric properties (sensitiv-
ity = 87%; and specificity = 88%; Cronbach’s α = 0.835) [55].

The Memory Failures of Everyday Questionnaire 
(MFE) is one of the most widely used self-report ques-
tionnaires to assess daily forgetfulness [56]. Through 
30 items and five response options (from 0 = “never” to 
4 = “always”) memory failures and their frequency in 
daily life are evaluated. Several cut-off points are estab-
lished: below 8 (optimal memory functioning), between 
8 and 35 (normal functioning with memory lapses with-
out influence on daily performance), between 36 and 50 
(mnesic impairment with some impact on daily activity), 
and above 50 (moderate or severe memory impairment 
with greater impact on daily functioning). Studies have 
observed good internal consistency (α = 0.92).

Mechanistic measures
Mindfulness skills will be measured with a short version 
(24 items) of the Five Facet Mindfulness Questionnaire 
(FFMQ-24) [57]. This version is an adaptation of the 
original 39-item FFMQ, a questionnaire that measures 
the following five facets of mindfulness: observing (i.e., 
noticing internal and external experiences such as sen-
sations, thoughts, or emotions), describing (i.e., labeling 
internal experiences with words), acting with awareness 
(i.e., focusing on one’s activities in the present moment as 
opposed to behaving automatically), nonjudging of inner 
experience (i.e., taking a nonevaluative stance toward 
thoughts and feelings), and nonreacting to inner experi-
ence (i.e., allowing thoughts and feelings to come and go, 
without getting caught up by them). Participants indicate 
the degree to which each of the items is generally true 
for them on a five-point Likert scale, from 1 (‘never or 
very rarely true’) to 5 (‘very often or always true’). Scores 
from the subscales can be summed to produce a total 
score that ranges between 24 and 120, with higher scores 
reflecting greater levels of mindfulness skills. The Spanish 
version of the short FFMQ-24 has good internal consis-
tency values for the total score (α = 0.70), and subscales (α 
values ranging from 0.65 to 0.80) [58].

Emotional regulation capacity, which refers to an indi-
vidual’s ability to modify the components of their emo-
tional experience with respect to its frequency, form, 
duration, and intensity, will be measured with the Emo-
tion Regulation Questionnaire (ERQ) [59]. This scale 
consists of 10 items, to which participants respond 
using a seven-point Likert scale (1 = “strongly disagree,” 
7 = “strongly agree”). The ERQ is designed to measure 
the tendency of respondents to regulate their emo-
tions through [1] cognitive reappraisal (6 items), and [2] 
expressive suppression (4 items). The cognitive reap-
praisal strategy modifies emotional reactions at the 
time of its gestation, managing to change the emotional 
experience. On the other hand, expressive suppression 
only modifies emotional expression and is an intentional 
hiding of the actual experience without altering it. The 
Spanish version of the ERQ shows adequate internal 
consistency (cognitive reappraisal: α = 0.89–0.90; expres-
sive suppression: α = 0.76–0.80), test-retest reliability, and 
convergent/discriminant validity [60].

Experiential avoidance will be measured with the 
Acceptance and Action Questionnaire-II (AAQ-II) [61]. 
As opposed to psychological flexibility, experiential 
avoidance is a psychological construct associated with 
poorer mental health and reflects the tendency to avoid 
or escape from internal emotional experiences, thoughts, 
memories, sensations, or bodily sensations that individu-
als perceive as distressing, uncomfortable, or unwanted. 
It usually involves engaging in behaviors intended to 
distract or distance oneself from these experiences. It 
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comprises seven items scored on a seven-point Likert 
scale, and whose total score is calculated by adding all 
the items. Higher scores mean greater experiential avoid-
ance. The Spanish version of the AAQ-II presents good 
internal consistency (α = 0.84) and test-retest reliability 
(r = 0.79) [62].

Data analysis plan
The distribution of the sociodemographic and clinical 
variables will be presented by frequencies (percentages), 
medians (interquartile range, IQR) or means (standard 
deviations, SD), according to their level of measurement 
and statistical distribution.

The primary analysis will consist of a comparison 
between AIR + Mindfulness (intervention arm) and 
relaxation therapy (control arm) at post-intervention, 
considering the quality-of-life main outcome (SF-36) 
as a continuous variable. It will be performed using a 
repeated measures design on an intention-to-treat (ITT) 
basis, and a linear mixed effects regression by means of 
the restricted maximum likelihood (RML) method, con-
trolling for age and sex. The “treatment by time” interac-
tion will be calculated to determine possible differences 
between the study arms over time. The slope coefficient, 
representing the adjusted mean difference change, as well 
as its 95% confidence interval (95% CI), will be calculated. 
Hedge’s g statistic, as an effect size measure of between-
group differences, will be calculated from the raw data. 
The rule of thumb for effect size interpretation will be 
0.20 = small, 0.50 = medium, and 0.80 = large.

Secondary analysis will explore the effects achieved in 
the primary outcome at three-month follow-up, as well 
as in the secondary outcomes at post-intervention and 
at three-month follow-up, following the same analyti-
cal approach. Sensitivity analysis will assess the effects 
of missing data, which will be assumed to be missing at 
random and replaced by multiple imputations based on 
chained equations, including the main and secondary 
outcomes of all the waves––as well as routinely collected 
sociodemographic data. Other secondary analyses will 
explore reliable change and clinically significant change 
in quality-of-life improvements using the Jacobson and 
Truax method [63]. These classifications will be used to 
calculate the absolute risk reduction (ARR) and the num-
ber needed to treat (NNT); a 95% CI for each NNT will 
also be calculated. We will use a two-sided test with a 
0.05 significance level. No corrections for multiple com-
parisons will be made for the primary analysis––because 
only one contrast will be made. Secondary analyses will 
be corrected for multiple comparisons by adjusting the 
significance threshold according to the Benjamini-Hoch-
berg procedure [64].

The potential role of mindfulness skills, emotion regu-
lation, and experiential avoidance as potential mediators 

of improvements in both the primary and secondary 
outcomes will be explored. For this purpose, (a) pre-
follow-up differential scores for primary and secondary 
outcomes will be considered dependent variables; (b) 
pre-post differential scores for mindfulness skills, emo-
tion regulation, and experiential avoidance will be cal-
culated and included as process variables; (c) the group 
condition (AIR + Mindfulness vs. relaxation therapy) will 
be considered the independent variable. The mediating 
analyses will be conducted using ordinary least squares 
(OLS) regression and path analysis for mediating analy-
ses involving continuous dependent variables. Standard-
ized regression coefficients of bootstrapped indirect 
effects will be estimated, as well as their 95% CIs based 
on 10,000 bootstrapped samples, considering a signifi-
cant mediating effect when the 95% CI of the indirect 
effect does not include zero.

Discussion
Long COVID syndrome is a clinical condition charac-
terized by the persistence of symptoms for at least 12 
weeks after the onset of COVID-19. While its mani-
festation can vary greatly in terms of intensity and fre-
quency, some of the most common symptoms include 
respiratory problems, myalgia, extreme fatigue, moodi-
ness, cognitive impairment, and difficulty sleeping [65, 
66]. This study protocol presents the design of an RCT 
with the primary objective of evaluating the effective-
ness of an AIR + Mindfulness intervention, in compari-
son to a relaxation therapy program, for enhancing the 
health-related quality of life in patients diagnosed with 
Long COVID. Given the global impact of this syndrome, 
there has been a notable increase in scientific interest for 
the development and evaluation of different intervention 
strategies aimed at improving the health status of these 
patients. Indeed, certain psychological interventions, 
such as AIR and mindfulness have demonstrated positive 
outcomes in alleviating psychological distress for Long 
COVID [26]. However, the evidence remains limited, 
and further research is necessary to replicate and expand 
upon these findings [28, 29].

Despite the promising results to date, there is currently 
no medical and/or psychological treatment with suffi-
cient empirical evidence that enables effective manage-
ment of the symptoms of Long COVID syndrome [10, 
67]. Given that scientific research suggests that the symp-
toms of Long COVID are due, albeit partially, to immune 
dysregulation and chronic inflammation in the body 
[1, 3], the hypothesis presented in this paper is that the 
AIR + Mindfulness program will effectively benefit these 
patients. This belief is grounded in its demonstrated effi-
cacy in conditions of a comparable nature, such as fibro-
myalgia and CFS, by influencing processes that impact 
the immune system, such as reducing levels of C-reactive 
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protein and brain-derived neurotrophic factor, which are 
considered a key element in a variety of neuroplasticity 
processes such as pain modulation, nociception, and 
hyperalgesia [9, 13, 22, 68].

The study has several strengths. First, this is the first 
RCT to be conducted in Spain that applies a psycho-
therapy program for the management of symptoms 
derived from Long COVID. Secondly, owing to the little 
scientific evidence currently available in the field, the 
results obtained will be of great value for the process of 
designing and developing effective intervention pro-
grams to manage this syndrome. Third, in addition to 
the post-treatment evaluation, a follow-up will be car-
ried out three months after the end of the intervention 
program, which will allow its medium-term effects to be 
evaluated. The fact that the intervention is delivered in a 
group format can generate a context in which the partici-
pants’ involvement is promoted, favoring greater adher-
ence and, consequently, greater benefits. Finally, an active 
control group will be used, as recommended in research 
using contemplative programs [69], as it allows possible 
changes in the variables to be attributed to the interven-
tion and not only to other factors, such as the attention 
shown by the instructor or the relationship with the 
group.

With regard to the potential limitations of the study, it 
should be noted that the intervention will be conducted 
solely in the city of Zaragoza (northeastern Spain), with-
out the possibility of extending the study area. Therefore, 
the generalizability of the results will be limited. Other 
potential difficulties may be that since patient participa-
tion in the study will be voluntary, there could be a higher 
dropout rate due to unforeseen life circumstances or 
health-related conditions. Finally, all the variables evalu-
ated will be collected only through self-report question-
naires; thus, all data collected will have the limitations of 
this particular methodology.
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