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Abstract: Post-viral fatigue syndrome (PVFS) is a widespread chronic neurological disease with no
definite etiological factor(s), no actual diagnostic test, and no approved pharmacological treatment,
therapy, or cure. Among other features, PVFS could be accompanied by various irregularities in
creatine metabolism, perturbing either tissue levels of creatine in the brain, the rates of phospho-
creatine resynthesis in the skeletal muscle, or the concentrations of the enzyme creatine kinase in
the blood. Furthermore, supplemental creatine and related guanidino compounds appear to impact
both patient- and clinician-reported outcomes in syndromes and maladies with chronic fatigue. This
paper critically overviews the most common disturbances in creatine metabolism in various PVFS
populations, summarizes human trials on dietary creatine and creatine analogs in the syndrome, and
discusses new frontiers and open questions for using creatine in a post-COVID-19 world.
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1. Introduction

Post-viral fatigue syndrome (PVFS) is a medical condition that is categorized among
other disorders of the nervous system (Code: 8E49) in the eleventh revision of the Interna-
tional Classification of Diseases [1]. According to the current codification system published
by the World Health Organization in 2019, PVFS covers chronic fatigue syndrome (CFS)
and benign myalgic encephalomyelitis (ME), puzzling conditions previously designated
as individual entities, and now systematized under the PVFS umbrella. Although some
CFS/ME cases are not preceded by a viral infection [2], all conditions share clinical fea-
tures that allow for a mutual medical/scientific exploration. Mainly characterized by a
prolonged severe post-exercise malaise, an impairment in various cognitive functions,
non-inflammatory myalgia and joint pain, and unrefreshing sleep, PVFS has an unknown
cause, no pathognomonic diagnostic criteria, and no approved medical treatment (for a
detailed review see [3–5]). Various viral infections have often been reported before the
first appearance of PVFS, including Epstein–Barr virus, cytomegalovirus, coxsackieviruses,
and coronaviruses, and the onset might be sudden or gradual [6]. Besides viruses, many
physiological and psychological factors appear to work together to predispose an individ-
ual to PVFS and to precipitate and perpetuate the illness [7], making this ailment even
more baffling and hard to tackle. Beyond other risk factors, creatine shortfall may be one
of the hallmarks of PVFS pathology, with compensating for the lack of creatine perhaps
seen as an adjunct management strategy in this mysterious disease [8]. This review paper
outlines the irregularities of creatine metabolism in PVFS, summarizes studies on creatine
supplementation in PVFS and similar syndromes, and discusses new frontiers of using
creatine by emphasizing COVID-19 pandemics and post-COVID-19 convalescence and
nutritional care.

2. Biomarkers of Creatine Metabolism in Post-Viral Fatigue Syndrome

A pioneering biochemical and muscle study from the late 1980s and early 1990s on pa-
tients with PVFS revealed minimal changes in surrogate markers of creatine turnover/muscle
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physiology. A mildly elevated creatine kinase (CK) and indistinguishable muscle biopsies
were found in 96 patients who had suffered from the PVFS, although enterovirus RNA was
present in the skeletal muscle of some patients up to 20 years after the onset of disease [9].
Preedy and co-workers [10] reported only minor abnormalities or expected outcomes after
a quantitative morphometric analysis of skeletal muscle fibers in 22 patients with PVFS.
Mean muscle RNA composition (mg RNA/mg DNA) was reduced by 15% in acute onset
PVFS, implying lower muscle protein synthetic potential (but not muscle bulk), while
plasma carnosinase and CK levels were within normal ranges. Another study demon-
strated mostly regular electromyographic and muscle histopathology studies, and normal
plasma CK levels in 35 patients with chronic fatigue [11], yet abnormal fiber density was
found in several patients who did not have acute-onset PVFS. Wassif and colleagues [12]
confirmed that the conventional biochemical markers (e.g., albumin, liver enzymes, CK,
and carnosinase) are insensitive to discriminate patients with CFS and other myopathies,
while histological examination revealed relatively mild abnormalities in 3 out of 10 pa-
tients with PVFS (e.g., macrophage infiltration and muscle fiber atrophy). An exciting trial
found that stress-induced neutrophil mobilization might be disrupted in CFS, with healthy
women demonstrating a strong correlation between exercise-induced neutrophilia and
plasma CK while this link was not observed in the CFS patients [13].

Studies following those seminal trials brought a somewhat better understanding of tis-
sue metabolism of creatine in PVFS by using magnetic resonance spectroscopy (MRS). Wong
and co-workers [14] were arguably the first who evaluated skeletal muscle metabolism in
CFS during rest and exercise using 31P MRS to reflect minute-to-minute intracellular high-
energy phosphate metabolism. The authors found that CFS patients and normal controls
have similar skeletal muscle metabolic patterns during and after exercise. However, CFS
patients reach exhaustion much more rapidly than normal subjects, at which point they also
have relatively reduced intracellular concentrations of ATP (adenosine triphosphate), while
no intergroup differences were found for muscle phosphocreatine levels. A follow-up study
confirmed that no significant metabolic abnormalities are associated with fatigue in CFS
patients, although abnormalities may be present in a minority of patients [15]. However,
other 31P MRS trials reported significantly reduced the maximal rate of post-exercise phos-
phocreatine resynthesis in CFS patients compared to sedentary controls [16], or decreased
resting values of phosphocreatine-to-phosphocreatine plus phosphate and increased pH
levels during exercise in the CFS population [17]. This implies CFS-driven perturbation in
energy metabolism, although not all studies reported an impaired rate of phosphocreatine
resynthesis after exercise [18,19]. Finally, Brooks and colleagues [20] demonstrated a trend
of reduced levels of hippocampal creatine in CFS patients as compared with controls
(8.6 mM vs. 10.9 mM), suggesting an impaired creatine metabolism in the brain as well.

Chronic fatigue syndrome in childhood also appears to be characterized by vascular
and metabolic alterations in the brain [21], with lower blood flow in the temporal and
occipital lobes and markedly higher blood flow in the basal ganglia and thalamus in patients
with CFS as compared to healthy children. This was accompanied by a notable elevation
of the choline-to-creatine ratio in children with CFS, which was arguably the first time
that a possible creatine alteration in CFS in the young brain has been described, although
no individual levels for brain metabolites were reported. A choline-to-creatine ratio is a
well-known surrogate 1H MRS biomarker of altered brain metabolism, with elevated levels
perhaps demonstrating a reduction in brain creatine (or an elevation in brain choline).
Soon afterward, an elevation in the choline-to-creatine ratio in the basal ganglia and white
matter was found in patients with histologically mild hepatitis C suffering from CFS [22].
Altered cerebral metabolism was also found in patients with CFS who demonstrated
higher N-acetyl aspartate-to-choline and choline-to-creatine ratios in the occipital cortex,
as compared to healthy controls [23,24]. Various cardiac bioenergetic abnormalities were
found in 12 CFS patients, with the mean phosphocreatine-to-ATP ratio in the CFS group
tending to be lower than that seen in the control group, with values consistent with
significant cardiac impairment [25]. In addition, the half-time for phosphocreatine recovery
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from end-exercise to baseline levels was prolonged in CFS patients. Van der Schaaf and
co-workers [26] used functional brain imaging in 89 women with CFS, evaluating the
possible link between the brain metabolism and clinical features of CFS. They found that
more pain in CFS was associated with reduced gray matter volume and decreased N-acetyl
aspartate-to-creatine ratio in the dorsolateral prefrontal cortex. Nevertheless, most of the
studies provided no absolute levels of creatine in relevant tissues, making the case for
creatine alterations in CFS incomplete.

Widespread metabolic abnormalities in CFS were corroborated in a recent whole-brain
magnetic resonance spectroscopy trial [27]. A notably elevated choline-to-creatine ratio
was found in the left anterior cingulate, with metabolite ratios correlated with fatigue in
seven brain regions. Specifically, creatine levels in the parietal cortex were lower in CFS
patients than in the control group (6.4 mM vs. 7.3 mM, p = 0.03), while in the putamen,
creatine was higher in patients than in controls (6.3 mM vs. 5.7 mM; p = 0.01), suggesting
location-specific variation in brain creatine in CFS. Patients with CFS also showed higher
brain temperatures than healthy controls in several brain regions, suggesting that neu-
roinflammation, mitochondrial dysfunction, and aberrant neuronal communication may
contribute to metabolic perturbations in the CFS brain. An elevated creatine excretion via
urine has been identified as a metabolomic signature of fibromyalgia syndrome, a chronic
condition similar to PVFS, with creatine urinary loss correlating well with fatigue and pain
severity [28]. The increased utilization of creatine to form ATP in CFS has been suggested
in a metabolomics trial [29], as illustrated by elevated urinary creatinine (an end product
of creatine metabolism) and decreased serum glycine (a precursor of creatine) in blood and
urine samples from 34 women with ME/CFS.

In the search for valid diagnostic/prognostic biomarkers of CFS, Nacul and co-workers [30]
recently reviewed lab tests from 272 people with CFS and 136 healthy controls participating
in the UK ME/CFS Biobank. The authors reported that patients with severe CFS actually
have lower CK levels compared to healthy controls and non-severe CFS patients, with
differences persisting after adjusting for sex, age, body mass index, muscle mass, disease
duration, and activity levels. This interesting discovery was corroborated in a consecutive
trial where among the 30 clinical parameters evaluated at the UK ME/CFS Biobank, only
blood CK levels showed statistically significant differences between groups, with levels
lower in CFS patients than in healthy controls (59.93 U/L vs. 88.67 U/L; p = 0.006) [31]. This
was accompanied by a CFS-driven dysregulation of microRNA profiles, which represent
genes interconnected with neuronal and endocrine-metabolic system pathways, including
an upregulation of NTRK1, which is essential for the development and survival of neurons,
and downregulation of MECP2 and AGO2 genes, which provide instructions for modifying
chromatin and RNA-mediated silencing, respectively. Low CK activity in CFS is perhaps
another indicator of an inadequate turnover of a key enzyme involved in creatine utilization
and may be a symptom of the low availability of cellular energy that might involve both
mitochondrial and cytosolic pathways [32,33].

3. Dietary Creatine and Alternatives in Syndromes with Prolonged Fatigue

Keeping in mind the fact that supplemental creatine has been investigated in a plethora
of neurological, neuromuscular, and immune disorders characterized by creatine deficit or
perturbation, it is odd that PVFS mainly remained outside of the scope of the creatine re-
search community. A single clinical trial on creatine supplementation in CFS was registered
at ClinicalTrials.gov in 2015 (NCT02374112), and the study is still on going, with no results
published so far. Besides, only a handful of trials evaluated the effects of supplemental
creatine and/or other guanidino compounds in the PVFS population or similar disorders
with prolonged fatigue of unknown source.

Almost 20 years ago, Brouwers and co-workers [34] assessed the effect of a polynu-
trient supplement on the fatigue severity, clinical symptoms, and physical activity of
patients with CFS. The authors conducted a prospective randomized placebo-controlled,
double-blind trial in 53 CFS patients who received a multi-component product specifically
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developed to have a high antioxidative capacity for ten weeks. The product contained
protein, carbohydrates, fat, trace elements, minerals, vitamins, and other components,
including creatine (1200 mg per 100 mL). The authors found no significant differences
between the placebo and the treated group on any of the outcome measures. Besides other
methodological limitations of this study (e.g., no assessment of the nutritional status of
CFS patients prior to the treatment, some components of the mixture having potential
contrasting effects), the creatine dosage used here appears to be insufficient as compared to
traditional supplementation regimens.

A research group from the University of Sao Paolo evaluated the effects of creatine
supplementation in fibromyalgia, a condition similar (if not equivalent) to CFS and char-
acterized by widespread musculoskeletal pain accompanied by fatigue, sleep, memory,
and mood issues [35]. The authors supplemented creatine (20 g of creatine monohydrate
for five days followed by 5 g per day throughout the trial) to 43 fibromyalgia patients in
a randomized, double-blind, placebo-controlled, parallel-group design, and monitored
muscle performance, cognitive function, sleep, and tissue metabolism at baseline and
16-week follow up. Creatine intervention provoked higher muscle phosphoryl creatine
levels when compared with the placebo group, accompanied by greater dynamic and iso-
metric muscular strength. The mental health domain from the 36-item Short-Form Health
Survey was also improved following creatine supplementation, along with incidental
memory from the Delay Recall Test, while the other markers of cognition, quality of life,
or sleep remained unchanged. Another randomized controlled crossover trial evaluated
the effects of supplemental guanidinoacetic acid (GAA), a natural precursor of creatine,
in 21 mid-age women with CFS [36]. Three months of oral GAA (2.4 g/day) induced
a significant elevation of total muscle creatine levels compared with the placebo group
(36.3% vs. 2.4%; p < 0.01), complemented by a superior rise in quadriceps isometric strength
and maximal oxygen uptake. GAA also attenuated several aspects of fatigue, such as
activity, motivation, and mental fatigue, and improved both physical and mental domains
of health-related quality of life assessed through the 36-item Short-Form Health Survey.
However, GAA demonstrated no effects on the main clinical outcomes, such as general
fatigue and musculoskeletal soreness at rest and during activity.

An interesting cross-sectional study assessed the dietary habits and food avoidance-
behaviors in women with CFS [37]. Although no homogeneous pattern of food habits was
established in this trial, CFS patients appear to often avoid many foods rich in creatine
(e.g., meat, milk, and dairy products). A connection between dietary intake of creatine and
clinical features of CFS has not been established so far; however, low creatine consumption
from food sources may play an essential role in the creatine metabolism irregularities
associated with CFS, and perhaps calls for creatine compensation through the prescription
of creatine-rich foods and/or creatine supplementation. Jenkins and Raymen also reported
intakes below the reference values for animal-based nutrients (e.g., vitamin D, vitamin
A, calcium, zinc, and iron) in CFS patients [38]. To understand this under-investigated
disorder will require careful nutritional approaches.

4. Alternative Mechanisms of Creatine Action

Both animal studies and human trials indicate the beneficial effects of supplemental
creatine in domains beyond cellular bioenergetics, including neuroprotection, immunomod-
ulation, and antioxidant activity (for a detailed review see [39]), domains often compro-
mised in syndromes with chronic fatigue. That being said, creatine may help individuals
cope with PVFS through several auxiliary means (Figure 1).
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For instance, creatine can act as a mediator of neuroprotection in a variety of neuro-
logical conditions, including traumatic brain injury [40], neurodegenerative diseases [41],
and cerebral ischemia [42]. This perhaps happens due to a creatine-mediated inhibition
of the mitochondrial permeability transition pore (MPTP), an inner membrane protein
linked to neuronal cell death, by stabilizing mitochondrial CK and stimulating the produc-
tion of phosphocreatine, which stabilizes ATP levels in the neuron [43]. Since neuronal
mitochondrial dysfunction and the opening of the MPTP play a vital role in PVFS develop-
ment [44], creatine may renew mitochondrial viability and perhaps alleviate the cognitive
dysfunction seen in the syndrome. In addition, creatine can act as a suppressor of acute and
chronic inflammation by downregulating membrane proteins (such as toll-like receptors)
that play a role in innate immunity [45]. Toll-like receptor upregulation seems to trigger
an inflammatory signaling cascade leading to neuroinflammation and neurodegenera-
tion in CFS/ME [46], and supplemental creatine may limit this hyperimmune response.
Furthermore, the antioxidant activity of creatine emerges as an additional mechanism that
is likely to play a supportive role in the creatine-cytoprotection paradigm [47]. For instance,
creatine possesses direct antioxidant activity and can protect mitochondrial DNA from
ROS-mediated damage [48]. Owing to the fact that oxidative stress is a major contributor to
debilitating chronic fatigue [49], using supplemental creatine to alleviate oxidative damage
might be a promising practice in PVFS. Finally, creatine acts as a partial agonist of central
GABAA receptors [50], and a modulator of the NMDA receptor [51], both employed in
regulating glutamatergic function. An impaired glutamatergic regulation and transport,
accompanied by endotoxin intolerance, have been suggested in fatigue syndromes [52],
and creatine may play a putative role as a fine-tuning agent of glutamate conveyance in
the PVFS brain.

5. Open Questions and Creatine in the Post-COVID-19 World

Before considering of whether dietary creatine (and creatine analogs) has any ther-
apeutic value in PVFS, a number of issues have to be addressed in more detail. Firstly, a
possible creatine deficiency in the syndrome should be described in terms of demographics
that include age, gender, ethnicity, co-morbidities, disease severity and duration, and tissue
specificity, among others. Secondly, the intervention protocols should be scrutinized for
both prospective and retrospective approaches, with creatine administered being through-
out the acute phase of viral infection to induce PVFS, or during an episode of persistent
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PVFS. We also have to investigate the effects of dietary creatine in tissues besides the
skeletal muscle, evaluating brain creatine in PVFS in a region-specific manner, and alter-
native mechanisms of creatine supplementation via both patient- and clinician-reported
outcomes and biomarkers. Creatine intervention specifics in PVFS should also be probed
for the chemical formulation that is most effective for sufficient brain uptake, the acceptable
dosages in terms of clinical efficacy and pharmacovigilance, and the optimal time span
of creatine intervention due to the rather prolonged character of the disease. Specifically,
recent data suggest that creatine can cross the blood–brain barrier but only with poor effi-
ciency [53]. The creatine transporter (CT1 or SLC6A8) is not present in the astrocytic feet,
which covers ~ 98% of the blood–brain barrier [54], implying somewhat limited uptake of
creatine by the brain from the circulation. This problem might be overcome by modifying
the creatine molecule to allow it to cross biological membranes by designing lipophilic
creatine derivatives that could more adequately enrich the brain creatine pool [55]. Robust
research designs that incorporate well-sampled long-term randomized controlled multi-
center trials are highly warranted in various PVFS cohorts, including survivors of the
coronavirus disease 2019 (COVID-19).

The COVID-19 pandemic caused by the severe acute respiratory syndrome coron-
avirus 2 (SARS-CoV-2) may bring PVFS into focus since coronaviruses are already recog-
nized for their role in PVFS etiopathogenesis [56]. The medical community has started to see
a large number of patients experiencing post-viral persistent fatigue following SARS-CoV-2
infection [57], calling for an effective and affordable treatment for COVID-19 convales-
cents. Dietary creatine has been recently suggested as a possible adjuvant therapeutic
agent for use in COVID-19 recovery [58], due to the beneficial effects demonstrated dur-
ing rehabilitation in various pulmonary conditions. Being a safe and inexpensive dietary
compound, creatine should be investigated post-haste as a possible component of nutri-
tional care for post-COVID-19 fatigue syndrome, along with other nutraceuticals, to reduce
post-viral fatigue, promote a swift recovery, and fortify future resistance in often poorly
nourished patients [59]. However, like other promising therapeutics for post-COVID-19
subjects, creatine requires accelerated yet attentive research and approval pathways, with
sufficient efficacy and safety guarantees. In particular, the effects of creatine on renal
function in elderly COVID-19 convalescents should be carefully monitored due to age- and
disease-specific kidney impairments that might be exacerbated by creatine intervention.

6. Conclusions

Currently, there is not enough evidence to unequivocally endorse supplemental crea-
tine for PVFS. However, the findings from initial trials on the metabolic substrate of PVFS,
along with promising results from interventional studies, emphasize the need to explore
creatine and similar compounds in this ever-prevalent yet baffling disorder. The need for
an effective, low-risk, and affordable dietary intervention to tackle post-COVID-19 fatigue,
which is going to remain an issue for years to come, perhaps provides a unique research
opportunity to explore creatine in PVFS using expedited yet diligent approaches.
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