Supplementary Table S2: Mapping of 68 Included Studies to Main Analytical Categories
Evidence-tier classification: Each included study was assigned to one of three evidence tiers based on its study type. Tier 1 (n = 14) = authoritative diagnostic guidelines, consensus criteria, and systematic reviews (incl. meta-analyses and evidence maps); Tier 2 (n = 23) = empirical primary research (case-definition comparisons, cross-sectional, case-control, cohort, qualitative, factor- and latent-class analyses, surveys); Tier 3 (n = 31) = narrative/historical/comprehensive reviews, editorials, commentaries, perspectives, opinion pieces, hypothesis or theoretical/conceptual papers, letters, and news/policy briefs.
	Number
	Author 
(Year)
	Study Type
	[bookmark: _GoBack]Source Tier
	Concept Definition / History
	Diagnostic Criteria
	Defining Attributes
	Antecedents
	Consequences
	Differential Diagnosis
	Empirical Referents

	1
	Aaron & Buchwald (2001)
	Systematic Literature Review
	Tier 1
	Reviewed case definitions of unexplained clinical conditions; examined definitional overlap across syndromes
	CDC 1988, CDC 1994, ACR (fibromyalgia), Rome (IBS), RDC (TMD), IHS (headache)
	Persistent fatigue, widespread pain, functional disability, tender points, sleep disturbance, cognitive dysfunction
	Physiologic and neurohormonal dysfunction; victimization/trauma; psychological factors; genetic and environmental factors
	Functional disability; increased health care utilization; economic costs; unemployment
	Fibromyalgia (35–70% overlap), IBS (32–92%), TMD, multiple chemical sensitivity, tension headache, interstitial cystitis, postconcussion syndrome
	No CFS-specific assessment tools identified; condition-specific diagnostic criteria referenced

	2
	Abbi & Natelson (2013)
	Systematic Review
	Tier 1
	Examined CFS/FM relationship and 'single syndrome' hypothesis
	Fukuda 1994; FM 1990/2010 criteria
	Persistent fatigue, widespread pain, sleep disruption, cognitive dysfunction, multisystem involvement
	Genetic susceptibility; hormonal dysregulation (cortisol, melatonin, somatomedin); autonomic dysfunction; infection triggers
	Functional disability, stigma, risk of psychiatric misdiagnosis
	CFS vs. FM comparison (primary focus)
	Biomarkers (immune, endocrine); no standardized CFS symptom assessment tools applied

	3
	Adamowicz et al. (2014)
	Systematic Review
	Tier 1
	Reviewed evolution of CFS recovery definitions across studies
	Fukuda (1994), Oxford (1991)
	Persistent fatigue, functional impairment, sleep disturbance
	Limited discussion; recovery-focused studies imply post-infectious and multifactorial antecedents
	Quality of life decline; functional impairment; recovery rate variation (0–66%)
	Limited discussion; differential not primary focus
	SF-36; Chalder Fatigue Scale; functional assessment tools; recovery outcome measures

	4
	Bateman et al. (2021)
	Consensus Recommendations / Clinical Guidelines
	Tier 1
	Reviewed IOM/NAM 2015 criteria development; evolution from Fukuda criteria examined
	NAM 2015 (primary); Fukuda 1994; CCC 2003; ICC 2011
	PEM (hallmark feature), persistent severe fatigue, non-restorative sleep, cognitive impairment, orthostatic intolerance, multisystem involvement
	Infection triggers (80%+ report post-infectious onset); post-COVID triggers; energy metabolism impairment
	Severe functional disability (25% housebound); reduced quality of life; 5% full recovery rate
	Endocrine, rheumatologic, neurologic, infectious, and psychiatric conditions; Long COVID
	CPET (2-day); autonomic function tests; biomarkers (cortisol, NK cell activity); neuropsychological tests

	5
	Bates et al. (1994)
	Original Research (Comparative Study)
	Tier 2
	Compared three diagnostic criteria; concept definition partially addressed
	CDC, UK, and Australian criteria compared; three sets applied to patient sample
	Persistent fatigue; neuropsychiatric symptoms; PEM
	Not addressed; aetiology/triggers not examined
	Not systematically discussed; functional impairment implied by diagnostic scope
	Exclusion of medical/psychiatric diseases (partially addressed)
	Biomarkers (immune complexes, immunoglobulins); no standardized CFS symptom tools applied

	6
	Brimacombe et al. (2002)
	Original Research (Case Definition Comparison)
	Tier 2
	Compared 1988 and 1994 CFS case definitions
	Holmes 1988, Fukuda 1994
	Persistent fatigue, musculoskeletal symptoms, viral-like symptoms, sleep/memory disturbance
	Infection triggers ('flu-like' onset); immune factors
	Functional disability; reduced activity levels
	Not specifically addressed; study focused on intra-CFS criteria comparison
	Symptom severity scales; self-report functional measures

	7
	Brown et al. (2013)
	Original Research (Case Definition Comparison)
	Tier 2
	Reviewed ME history from 1930s–1950s epidemics; Ramsay criteria and Holmes 1988 criteria examined
	ME-ICC, Fukuda, Canadian ME/CFS 2003
	PEM, neurocognitive impairment, immune dysfunction, gastrointestinal symptoms, energy metabolism impairment, multisystem involvement
	Epidemic outbreaks (brief mention); viral and immune mechanisms implied
	Functional impairment; psychiatric comorbidity
	ME vs. CFS distinction
	SF-36; psychiatric screening tools; neuropsychological tests

	8
	Campagne et al. (2022)
	Original Research (Survey)
	Tier 2
	Reviewed CFS to ME/CFS to SEID terminology evolution
	Holmes (1988) / Fukuda (1994) / CCC (2003) / ME-ICC (2011) / IOM/SEID (2015)
	Persistent fatigue, PEM, sleep disturbance, cognitive impairment, orthostatic intolerance
	Infection triggers (69%); psychological factors; surgery; endocrine triggers
	Functional disability; diagnostic delay; patient attitudes toward disease naming
	FM; SEID vs. non-SEID patients compared
	DSQ (DePaul Symptom Questionnaire)

	9
	Cao et al. (2010)
	Comparative Study
	Tier 3
	Differentiated subhealth from CFS conceptually
	WHO 10-item health standard (non-disease state)
	Low-quality health state; three manifestations of subhealth
	Multifactorial interactions
	Social function impairment
	CFS requires CDC criteria to be distinguished from subhealth state
	No specific CFS assessment tools used

	10
	Carruthers (2007)
	Review / Commentary
	Tier 3
	Distinguished clinical vs. research definitions; argued CFS criteria are overly broad
	Holmes (1988), Sharpe/Oxford (1991), Fukuda (1994), Canadian Consensus Criteria (2003)
	Persistent fatigue (delayed reaction type), sleep disturbance, widespread pain, neurological/cognitive impairment, autonomic/neuroendocrine/immune symptoms, multisystem involvement
	Aetiology discussed (limited); viral and neuroendocrine triggers implied
	Functional disability; disease severity grading
	ME vs. CFS; somatization disorder
	Limited empirical referents discussed

	11
	Carruthers et al. (2011)
	Consensus Criteria / Review
	Tier 1
	Proposed ME-ICC criteria; distinguished ME from CFS conceptually
	ME-ICC, CCC, Fukuda (1994), Reeves empirical criteria
	PENE (mandatory), neurological impairment, immune dysfunction, GI symptoms, energy metabolism impairment, multisystem involvement
	Viral infections; immune dysfunction; CNS dysregulation
	Functional impairment (mild to very severe); disability
	FM, IBS, depression (as comorbidities)
	Proposed new symptom assessment tool (International Consensus Symptom Scale)

	12
	Christley et al. (2010)
	Review
	Tier 3
	Reviewed historical evolution of case definitions from 1988 to 2005
	CDC 1988, Australian 1990, Oxford 1991, CDC 1994, Canadian 2003, CDC 2005 Empirical
	Persistent fatigue, PEM, cognitive dysfunction, sleep disturbance, myalgia, arthralgia, headache, sore throat, lymphadenopathy
	Post-infectious onset (Oxford definition); viral triggers
	Personal and economic morbidity; functional impairment; reduced daily activity
	Psychiatric disorders; depression differentiation issues
	SF-36; symptom severity scales

	13
	Conroy et al. (2023)
	Original Research (Factor Analysis)
	Tier 2
	Discussed ME/CFS definition evolution
	CCC (2003), ME-ICC (2011), IOM (2015)
	PEM, cognitive dysfunction, sleep dysfunction, orthostatic intolerance, immune symptoms, GI symptoms, multisystem involvement
	Not specifically discussed; study focused on symptom factor structure via DSQ
	Functional impairment; disability (implied through DSQ symptom burden assessment)
	Not specifically addressed; study focused on within-ME/CFS symptom clustering
	DSQ (DePaul Symptom Questionnaire)

	14
	Cortes Rivera et al. (2019)
	Comprehensive Review
	Tier 3
	Comprehensive history from 1934; WHO/CDC classification evolution reviewed
	Fukuda 1994; Canadian 2003; ICC 2011
	Persistent severe fatigue, PEM, sleep dysfunction, cognitive impairment, autonomic dysfunction, multisystem involvement
	Infection triggers (EBV, viral agents); immune dysfunction; HPA axis dysregulation; genetic/epigenetic factors; oxidative stress
	Functional disability (35–69% unemployment); quality of life decline; economic burden ($17–24B/year); mortality risk
	FM, depression, other chronic conditions
	Biomarkers (cytokines, NK cell activity, cortisol, genetic markers)

	15
	De Becker et al. (2001)
	Original Research (Symptom Analysis)
	Tier 2
	Compared Holmes and Fukuda definitions
	Holmes, Fukuda
	Persistent fatigue, PEM, sleep disturbance, cognitive symptoms, sore throat, lymphadenopathy, myalgia, headache, multisystem symptoms
	Infection triggers (mycoplasma); psychiatric illness history
	Clinical heterogeneity; variation in symptom severity
	FM, ICF, depression, sleep disorders, OSAS
	Symptom severity scales

	16
	Devendorf et al. (2017)
	Qualitative Research (Physician Interviews)
	Tier 2
	Explored recovery definitions; distinguished ME from CFS; discussed diagnostic controversy
	Fukuda (1994), IOM (2015), various case definitions; discusses lack of biomarkers
	PEM, persistent fatigue, non-restorative sleep, widespread pain, cognitive impairment (brain fog), orthostatic intolerance
	Viral illness triggers; biological abnormalities (brain, ANS, immune activation, energy metabolism)
	Functional disability; quality of life decline; psychological impact; identity changes; social/occupational impairment; stigma
	ME vs. CFS; mental health conditions overlap
	DSQ; Chalder Fatigue Scale; SF-36; CPET; autonomic function tests; functional assessment tools

	17
	Friedman et al. (2021)
	Opinion Article (Review Commentary)
	Tier 3
	Reviewed US and UK historical evolution; discussed naming history and PAPIS hypothesis
	Multiple criteria mentioned; PEM identified as core; partial comparison provided
	PEM (hallmark symptom); oxidative stress; mitochondrial dysfunction
	Viral triggers: SARS-CoV-2, EBV, and multiple other infectious agents
	Socioeconomic burden; long-term patient suffering
	ME/CFS vs. Long COVID: overlaps and distinctions discussed
	Notes absence of specific diagnostic laboratory markers for CFS

	18
	Fukuda et al. (1994)
	Diagnostic Guidelines / Case Definition
	Tier 1
	Proposed CFS conceptual framework; defined chronic fatigue and ICF; emphasized comprehensive diagnostic approach
	Fukuda (1994): ≥6 months fatigue + ≥4 of 8 symptoms; exclusion and non-exclusion conditions listed
	Memory/concentration impairment, sore throat, tender lymph nodes, muscle pain, joint pain, new headaches, non-restorative sleep, PEM
	Medical exclusion conditions (hypothyroidism, sleep apnea, etc.); psychiatric illness history assessment
	Occupational, educational, social, and personal activity reduction; functional impairment
	ICF; FM; anxiety disorders; somatoform disorders; non-psychotic depression
	SF-36; psychiatric screening tools; symptom severity scales (fatigue scales)

	19
	Grach et al. (2023)
	Clinical Review / Diagnostic Guidelines
	Tier 1
	Provided clinical overview; highlighted post-COVID relevance
	IOM/NAM criteria (2015), CDC recommended criteria
	PEM (core symptom), persistent fatigue, non-restorative sleep, cognitive impairment, orthostatic intolerance
	Viral infection (SARS-CoV-2); immune disruption; surgery/trauma
	Quality of life decline; functional disability; severity grading (mild/moderate/severe/very severe)
	Long COVID; comorbidities (hEDS, POTS, MCAS)
	NINDS Common Data Elements; autonomic function tests

	20
	Graves et al. (2024)
	Literature Review (Comprehensive)
	Tier 3
	Comprehensive overview of CFS/ME history, terminology, and evolving understanding
	CDC criteria; ICC (International Consensus Criteria); Fukuda criteria; IOM criteria
	Persistent fatigue, PEM, cognitive impairment (brain fog), sleep disturbance, autonomic dysfunction, immune abnormalities, orthostatic intolerance, multisystem involvement
	Infection triggers (EBV, COVID-19); immune dysfunction; genetic factors; gut microbiome dysbiosis; hormonal factors
	Functional disability; quality of life decline; psychological impact; social isolation; economic burden; suicide risk
	FM, depression, Lyme disease, MS, sleep apnea, Long COVID, rheumatological disorders
	DSQ; Chalder Fatigue Scale; SF-36; neuroimaging (fMRI, SPECT, PET, MRS)

	21
	Haney et al. (2015)
	Systematic Review
	Tier 1
	Reviewed ME/CFS terminology evolution from chronic Epstein-Barr to CFS to ME to SEID
	Holmes (1988), Oxford (1991), Fukuda (1994), Reeves (2005), London ME (1994), Canadian (2003), Revised Canadian (2010), ICC (2011), IOM (2015)
	Persistent fatigue, PEM, sleep disturbance, cognitive impairment, autonomic dysfunction, neurocognitive symptoms
	Viral associations; causes remain unclear
	Psychological harms; labeling effects; misdiagnosis risks; functional impairment
	FM, depression, multiple sclerosis, SLE, rheumatologic conditions
	DSQ; Chalder Fatigue Scale; SF-36; functional assessment tools

	22
	Jason et al. (1997)
	Review / Commentary
	Tier 3
	Discussed neurasthenia historical background; CFS as a diagnostic category; compared CFS and neurasthenia
	Holmes (1988) original definition; Fukuda (1994) revised definition; Australian and UK criteria compared
	Persistent fatigue, sore throat, muscle pain, non-restorative sleep, cognitive impairment, lymphadenopathy
	Infectious illness; psychiatric comorbidity; iatrogenic factors
	Functional disability; disability status; patient-physician relationship deterioration; social stigma
	Depression, anxiety disorders, somatization disorder, multiple sclerosis, SLE
	Psychiatric screening tools; functional assessment tools

	23
	Jason et al. (2005)
	Review
	Tier 3
	Reviewed ME history from 1955; traced evolution from Holmes 1988 to Fukuda 1994 and Canadian criteria
	Holmes, Fukuda, Canadian (ME/CFS), ME criteria; comparison of criteria specificity
	Persistent fatigue, PEM, cognitive dysfunction, non-restorative sleep, autonomic dysfunction, neuroendocrine manifestations, multisystem involvement
	Viral/infectious onset; stress; genetic factors; immune dysfunction; HPA axis abnormalities
	Functional disability; psychiatric comorbidity; quality of life decline; work impairment
	FM, IBS, depression, melancholic depression vs. CFS
	SF-36; psychiatric screening tools; neuroimaging; biomarkers (immunological markers)

	24
	Jason et al. (2006)
	Case Definition Development / Original Research
	Tier 2
	Developed pediatric ME/CFS definition
	Fukuda, Holmes, Canadian criteria — adapted for children
	PEM, sleep disturbance, widespread pain, neurocognitive symptoms, autonomic/neuroendocrine/immune manifestations
	Infection triggers; immune response; vaccination; stress; trauma
	Reduced school attendance; impaired social functioning; quality of life decline
	School phobia, depression, FM, separation anxiety, somatization disorder
	Pediatric assessment tools (DePaul Children's Health Questionnaire); psychiatric screening tools

	25
	Jason et al. (2015a)
	Cross-Sectional Comparative Study
	Tier 2
	Discussed IOM recommendation to rename CFS to SEID (Systemic Exertion Intolerance Disease)
	Compares Fukuda, ME/CFS (Canadian), ME-ICC, SEID, four-item empirical criteria; operationalizes SEID
	Substantial reduction in functioning, PEM, non-restorative sleep, cognitive impairment, orthostatic intolerance
	Not a primary focus of study; infection and immune dysfunction implied by prior literature
	Functional status impact (SF-36); disability rates; work status impairment
	Compared diagnostic criteria rather than differential conditions
	DSQ; SF-36

	26
	Jason et al. (2015b)
	Conceptual Analysis / Review
	Tier 3
	Detailed discussion of ME/CFS definition evolution (1988–2015)
	Holmes (1988), Fukuda (1994), CCC (2003), ME-ICC (2011), IOM (2015), Reeves empirical criteria, London ME criteria
	Persistent fatigue, PEM, neurocognitive symptoms, sleep disturbance, autonomic dysfunction, immune and neuroendocrine symptoms, multisystem involvement
	Limited discussion; viral and immune triggers acknowledged from prior literature
	Functional impairment; disability; quality of life decline
	ME vs. CFS distinction; psychiatric comorbidities
	DSQ; SF-36; functional assessment tools

	27
	Jason et al. (2020)
	Review / Commentary
	Tier 3
	Reviewed ME/CFS/SEID terminology history and evolution
	Fukuda (1994), CCC (2003), ME-ICC (2011), IOM (2015)
	PEM, sleep disturbance, cognitive impairment, orthostatic intolerance
	Exclusionary disease discussion; infection and immune triggers referenced from broader CFS literature
	Stigmatization; disease labeling effects; patient attitudes toward naming
	Depression; other medical diseases; exclusionary conditions
	DSQ (DePaul Symptom Questionnaire)

	28
	Jason et al. (2024)
	Survey / Original Research
	Tier 2
	Examined ME/CFS naming conventions and whether ME, ME/CFS, CFS are separate illnesses
	ME-ICC, CCC, Fukuda, IOM, Oxford, Ramsay, NICE
	PEM (97%), cognitive impairment (84.6%), non-restorative sleep (89.2%), persistent fatigue (82.7%), immune dysfunction, orthostatic intolerance, pain
	Not specifically discussed; study focused on nomenclature preferences
	Functional disability (49.6% on disability; 24.4% disabled but not on disability benefits)
	Not specifically discussed; study focused on naming preferences across criteria sets
	DSQ (DePaul Symptom Questionnaire); structured diagnostic interviews

	29
	Jason et al. (2000)
	Original Research / Methodological
	Tier 2
	Addressed diagnostic reliability issues; advocated for operationally explicit criteria; discussed Holmes to Fukuda evolution
	Fukuda (1994), Holmes (1988); critiques vague wording
	Persistent fatigue, 8 minor symptoms (sore throat, lymph node pain, myalgia, arthralgia, headaches, PEM, memory/concentration impairment, non-restorative sleep)
	Prodromal symptoms; infectious aetiology hypothesis
	Functional impairment; substantial reductions in occupational/social/personal activities
	CFS vs. psychiatrically-explained chronic fatigue vs. controls; FM
	SF-36; symptom severity scales

	30
	Jason et al. (2001)
	Original Research (Community-Based Epidemiological Comparison)
	Tier 2
	Discussed CFS concept evolution and rationale for 1994 revision
	Compares Holmes 1988 vs. Fukuda 1994 CDC criteria; 50% activity reduction; psychiatric factors as exclusion
	Persistent fatigue; PEM; sore throat; lymphadenopathy; sleep dysfunction; cognitive symptoms
	Sudden onset as diagnostic feature; psychiatric factors as exclusion criterion
	Functional impairment (MOS SF-36); bodily pain; reduced daily activity
	CFS (1988/1994) vs. psychiatrically-explained chronic fatigue
	SF-36; psychiatric screening tools; symptom severity scales

	31
	Jason et al. (2003)
	Original Research (Community-Based Comparison)
	Tier 2
	Traced historical evolution from 1956 'benign ME' to Fukuda 1994; ME vs. CFS terminology debated
	Fukuda 1994 (≥6 months fatigue + ≥4/8 minor symptoms); Dowsett/ME London criteria (PEM + memory/concentration impairment + symptom fluctuation, ≥6 months); Groups: ME (n=17), CFS-Fukuda (n=18), CF-psychiatric (n=33)
	PEM (required for ME); memory/attention impairment; non-restorative sleep; neuropsychiatric symptoms; neurological symptoms (orthostatic dizziness); rheumatological symptoms; fatigue/weakness
	Infection triggers (ME typically post-viral onset); immune, neurological, and endocrine pathology implied
	ME group vitality score significantly lower than CF-psychiatric; ME group had 22 significantly different symptoms vs. 8 for CFS group
	ME vs. CFS (Fukuda): similar demographics but ME has broader symptom spectrum; CFS vs. CF-psychiatric distinction
	Chalder Fatigue Scale; SF-36; psychiatric screening tools; self-report symptom questionnaires

	32
	Jason et al. (2004)
	Original Research (Community-Based Comparative)
	Tier 2
	Discussed evolution from Holmes (1988) to Fukuda (1994) to Canadian Case Definition; ME criteria compared
	Fukuda (1994), Canadian Case Definition (2003), Holmes (1988), ME (Ramsay/Dowsett)
	Persistent fatigue/weakness, PEM, sleep dysfunction, pain (myalgia/arthralgia), neurocognitive symptoms, autonomic/neuroendocrine/immune manifestations
	Viral/enteroviral infection origins
	Functional impairment (MOS SF-36); psychiatric comorbidity; work status; disability
	ME, ICF, CF-psychiatric (fatigue explained by psychiatric conditions)
	SF-36; Chalder Fatigue Scale; psychiatric screening tools; self-report symptom questionnaires

	33
	Jason et al. (2014)
	Original Research (Data Mining / Case Definition Comparison)
	Tier 2
	Reviewed Holmes, Fukuda, Canadian criteria evolution
	Holmes, Fukuda, Canadian ME/CFS, ME-ICC
	Persistent fatigue, PEM, neurocognitive symptoms, non-restorative sleep
	Brief discussion; infection and immune dysfunction acknowledged
	Functional impairment; disability
	CFS subtypes; ICF
	DSQ; symptom severity scales

	34
	Jason et al. (2023)
	Consensus Study
	Tier 1
	Discussed ME/CFS definition evolution
	Holmes (1988), Fukuda (1994), Reeves (2003), CCC (2003), ME-ICC (2011), IOM (2015)
	Limited (focuses on criteria comparison)
	Not specifically discussed; study focused on consensus criteria development
	Functional disability; quality of life implications discussed in relation to diagnostic accuracy
	Exclusionary conditions discussed
	DSQ; SF-36; structured diagnostic interviews

	35
	Jason et al. (2016)
	Empirical Comparative Analysis
	Tier 2
	Discussed ME/CFS definition evolution
	Holmes (1988), Fukuda (1994), Reeves (2003), CCC (2003), ME-ICC (2011), IOM (2015)
	Limited (focuses on criteria comparison)
	Not specifically discussed; study focused on empirical criteria comparison
	Functional impairment; disability; quality of life decline
	Exclusionary conditions discussed
	DSQ; SF-36

	36
	King & Jason (2005)
	Original Research
	Tier 2
	Discussed CFS definition evolution; Holmes and Fukuda standards compared
	Holmes (1988), Fukuda (1994)
	Persistent fatigue, PEM, sleep disturbance, cognitive impairment, pain, multisystem symptoms
	Not specifically discussed; infection and immune triggers referenced from broader CFS literature
	Functional disability; quality of life decline; disability status
	Major Depressive Disorder (MDD)
	DSQ; SF-36; psychiatric screening tools

	37
	Li et al. (1996)
	Original Research
	Tier 2
	Discussed diagnostic classification of non-organic CFS; explored relationship between neurasthenia and CFS
	Compares CCMD-2, ICD-10, DSM-III-R, and CDC criteria
	Chronic fatigue, multiple somatic symptoms
	Cultural, social, and psychological factors; work-related stress; cross-cultural diagnostic differences
	Functional impairment; social dysfunction; occupational disability; cultural stigma
	Neurasthenia vs. CFS; ICD-10 differential
	Psychiatric screening tools

	38
	Lim & Son (2020)
	Systematic Review (Literature Review)
	Tier 1
	Comprehensive chronological mapping of 25 diagnostic criteria for ME/CFS
	Ramsay / ICC / Holmes / Fukuda / CCC / SEID and 8 additional criteria compared in detail
	Persistent fatigue; PEM; cognitive impairment; sleep dysfunction; orthostatic intolerance; multisystem involvement
	Infection triggers; genetic and environmental factors; autoimmune hypothesis
	27% bed-bound; 29% house-bound; 50% unable to work full-time
	ME, CFS, SEID, FM, psychiatric disorders differentiated
	SF-36; functional assessment tools; CPET (partial)

	39
	Lloyd (1998)
	Review Article
	Tier 3
	Discussed shifting boundaries of fatigue definitions and diagnostic criteria
	Fukuda criteria, Holmes, Oxford, Lloyd criteria
	Persistent fatigue, memory/concentration impairment, sore throat, lymphadenopathy, muscle pain, joint pain, headaches, sleep disturbance, PEM
	Post-infectious fatigue syndrome; infectious mononucleosis; viral infections
	Functional impairment; disability; healthcare utilization
	FM, depression, IBS, neurasthenia
	Symptom severity scales (fatigue questionnaire); self-report instruments

	40
	Maclachlan et al. (2017)
	Original Research (Case-Control)
	Tier 2
	Discussed CFS definition evolution and diagnostic criteria heterogeneity
	Fukuda, Canadian 2003 Clinical, Canadian 2003 Research, ME-ICC 2011
	Persistent fatigue, PEM, sleep dysfunction, cognitive impairment, autonomic dysfunction
	Not directly addressed; infection and immune mechanisms implied by CFS context
	Functional impairment; disability; reduced activity levels
	ME/CFS relationship; depression exclusion
	DSQ; functional assessment tools; autonomic function tests; neuropsychological tests

	41
	McCarthy (2015)
	News Report / Policy Brief
	Tier 3
	Reviewed ME vs. CFS naming controversy; IOM committee rejected 'CFS' (trivializes illness) and 'ME' (insufficient evidence); proposed SEID
	IOM new diagnostic criteria (3+1 model): Core symptoms (all required): (1) significant activity reduction ≥6 months + profound fatigue; (2) PEM; (3) unrefreshing sleep. Additional (≥1): (a) cognitive impairment; (b) orthostatic intolerance. Symptoms must be ≥6 months, ≥50% of time, at moderate/severe level
	Profound fatigue; PEM; non-restorative sleep; neurocognitive symptoms; orthostatic intolerance; multisystem involvement (pain, secondary depression/anxiety)
	Not addressed; IOM scope limited to diagnostic criteria
	Significant functional disability; secondary depression/anxiety; physician scepticism; patients labelled as 'malingering'; diagnostic delays; economic burden
	Report rejected 'ME' label (insufficient encephalitis and myalgia evidence)
	No standardized assessment tools applied; diagnostic criteria are descriptive/symptom-based

	42
	Morris & Maes (2013)
	Review Article
	Tier 3
	Extensive history from Beard's neurasthenia to modern ME/CFS definitions
	Holmes, Fukuda, Oxford, CCC, ME-ICC, Maes criteria, Ramsay, CDC Empiric
	PEM/PENE, persistent fatigue, cognitive symptoms, autonomic symptoms, widespread pain, sleep disturbance, immune symptoms, multisystem involvement
	Viral infections; immune abnormalities; chronic inflammation; oxidative and nitrosative stress (O&NS)
	Not specifically discussed; review focused on definition evolution and immunopathology
	Depression, anxiety, multiple sclerosis, Parkinson's disease
	Chalder Fatigue Scale; SF-36; functional assessment tools; neuroimaging (MRS); biomarkers

	43
	Nacul et al. (2017)
	Editorial
	Tier 3
	Discussed need for accurate diagnosis and case definition; highlighted case misclassification risks
	Oxford (1991), Canadian Consensus (2003), International Consensus (2011), IOM (2015)
	Persistent fatigue, PEM, non-restorative sleep, cognitive impairment, orthostatic intolerance
	Not discussed; editorial focused on diagnostic accuracy and misclassification risk
	Disease misclassification bias; treatment effectiveness implications; clinical practice impacts
	Not specifically addressed; editorial focused on case misclassification risk
	Not specifically described; editorial advocates for accurate diagnostic tools without detailing specific instruments

	44
	O'Boyle et al. (2022)
	Hypothesis and Theory
	Tier 3
	Proposed natural history framework and disease staging model
	Fukuda, Canadian criteria (CCC)
	Fatigue syndrome symptoms, autonomic nervous dysfunction, metabolic abnormalities, multisystem involvement
	Viral infection (SARS-CoV-2); genetic factors; stress; environmental factors
	Functional disability; quality of life decline; occupational impact; multisystem dysfunction
	Long COVID; post-viral fatigue syndrome (PVFS)
	Biobank resources; multiple assessment methods referenced

	45
	Qin You et al. (2009)
	Review
	Tier 3
	Systematic review of CFS definition evolution from Beard (1869) to present; covered multiple criteria systems
	Holmes (1988), Fukuda (1994), Australian, Oxford, Canadian criteria
	Persistent fatigue, PEM, cognitive and immune symptoms
	EBV and other viral triggers; historical antecedents discussed
	Functional disability; quality of life decline (implied by CFS definition review)
	Not specifically addressed; review focused on definition evolution
	Not specifically described

	46
	Ramirez-Morales et al. (2022)
	Systematic Review and Meta-Analysis
	Tier 1
	Reviewed ME/CFS terminology evolution; SEID nomenclature discussed
	Fukuda 1994, IOM 2015, Wolfe FM criteria
	Persistent fatigue, PEM, non-restorative sleep, cognitive symptoms, widespread pain
	Viral infection; autoimmunity; inflammation; stress
	Functional disability; quality of life decline; comorbidity burden (especially FM/ME overlap at 47.3%)
	FM and ME clinical overlap (47.3%)
	Diagnostic criteria reviewed as referents; no specific standardized CFS tools applied

	47
	Reeves et al. (2003)
	Consensus Guidelines
	Tier 1
	Discussed Fukuda 1994 framework; advocated for standardized assessment approaches
	Fukuda (1994)
	Persistent fatigue, sleep disturbance, cognitive impairment, pain
	Not specifically discussed; study focused on standardized assessment frameworks
	Functional impairment; reduced quality of life; need for standardized outcome measurement
	Exclusionary conditions
	Chalder Fatigue Scale; SF-36; psychiatric screening tools; neuropsychological tests

	48
	Reeves et al. (2005)
	Original Research (Population-Based Case-Control)
	Tier 2
	Proposed standardized clinically empirical approach to CFS definition
	1994 CDC (Fukuda) criteria; empirical classification using SF-36, MFI, Symptom Inventory cutoffs
	Functional impairment (SF-36), fatigue severity (MFI), 8 accompanying symptoms
	Limited discussion; multifactorial aetiology implied
	Functional impairment; quality of life decline; lost productivity
	Melancholic depression (exclusionary); ISF (insufficient symptoms/fatigue)
	SF-36; functional assessment tools; symptom severity scales; psychiatric screening tools

	49
	Sharif et al. (2018)
	Historical Review
	Tier 3
	Traced CFS history from 1750 (febricula) to 2015 (SEID)
	Holmes (1988), Fukuda (1994), Oxford (1991), Canadian (2003), SEID (2015)
	Persistent fatigue, sleep disturbance, cognitive impairment, autonomic symptoms
	HPA axis dysfunction; immune factors; genetic predisposition
	Healthcare burden; functional disability
	FM; U-CTD
	DSQ; SF-36

	50
	Shi Jieyao et al. (2013)
	Systematic Review
	Tier 1
	Reviewed CFS definition evolution and diagnostic standards across time periods
	CDC-1994 (Fukuda), Oxford criteria; 5 diagnostic types compared
	Persistent fatigue with efficiency decline; multidimensional fatigue
	Viral infection; immune dysfunction hypotheses
	Functional decline; comorbidity risks
	FM, depression, thyroid disorders
	DSQ; Chalder Fatigue Scale; functional assessment tools

	51
	Starcevic (1999)
	Review / Cross-Cultural Analysis
	Tier 3
	Extensive history of neurasthenia; reviewed cultural variations across Eastern and Western medicine
	ICD-10, CCMD-2, CDC-CFS (1994), Oxford, Australian
	Chronic fatigue, cognitive impairment, somatic symptoms, irritability
	Cultural factors; psychological stress; work-related factors
	Sick role adoption; stigma; quality of life decline
	Neurasthenia vs. CFS; depression; anxiety; somatoform disorders
	Not specifically described; no standardized CFS-specific assessment tools cited

	52
	Sullivan et al. (2005)
	Original Research (Population-Based Twin Study, Latent Class Analysis)
	Tier 2
	Critiqued CDC-94 criteria; proposed simplified CFS-like illness definition
	CDC-94 (Fukuda) evaluated; 4/8 symptom requirement questioned
	Memory/concentration impairment, sore throat, lymphadenopathy, muscle pain, joint pain, headaches, non-restorative sleep, PEM
	Genetic factors (heritability analysis of symptom combinations)
	Functional impairment; comorbidity with major depression and chronic widespread pain
	Major depression; chronic widespread pain; FM
	Diagnostic criteria applied; psychiatric screening tools; statistical classification methods

	53
	Sunnquist et al. (2017)
	Original Research (Case Definition Comparison)
	Tier 2
	Reviewed Ramsay, London, Westcare criteria evolution
	IOM, Revised London, Fukuda, Canadian ME/CFS
	Muscular fatigability, PEM, neurological dysfunction, circulatory dysfunction
	Brief mention (viral onset); immune mechanisms implied
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