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Coverage Policy

CIGNA does not cover ANY of the following tests for the diagnhostic evaluation of possible or presumed
chronic fatigue syndrome (CFS), as each is considered experimental, investigational or unproven when
used for this indication (this list may not be all-inclusive):

e viral serologies including Epstein-Barr virus (EBV), enteroviruses, retroviruses, human herpesvirus 6,
cytomegalovirus, coxsackie, Candida albicans and Mycoplasma incognita
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e immunological tests, including cell profiling tests, cytokine tests (interleukin-1, interleukin-6 or
interferon), natural killer (NK) cell assays, quantitative immunoglobulin A (IgA); immunoglobulin G (IgG);
and immunoglobulin M (IgM)

o cell marker tests, including CD 25, CD 16, T- and B-cell profiles

o delayed type hypersensitivity assays

e enzyme-linked immunosorbent assay/activated cell test (ELISA/ACT)

¢ ribonuclease L proteolysis (RNase L) enzymatic activity assay or RNase L protein quantification

e genetic testing

e brain imaging studies, including magnetic resonance imaging (MRI), positron emission tomography
(PET), single-photon emission computed tomography (SPECT)

o tilt table testing

e quantitative electroencephalography (QEEG)

e thermography/temperature gradient studies

e neuropsychological testing

CIGNA does not cover ANY of the following services for the treatment of possible or presumed chronic
fatigue syndrome (CFS), as each is considered experimental, investigational or unproven for this
indication (this list may not be all-inclusive):

cognitive behavioral therapy (CBT)

graded exercise therapy (GET)

antihistamine therapy

antiviral therapy

corticosteroid therapy

essential fatty acid (EFA) therapy

immunological therapy (e.g., immune globulins, interferon, Ampligen®)
nicotinamide adenine dinucleotide (NADH)

dehydroepiandrosterone (DHEA) therapy

nutritional counseling

dietary supplements of vitamins, coenzymes, minerals, essential fatty acids, and extracts
herbal preparations

acupuncture

hyperbaric oxygen therapy

General Background

Chronic fatigue syndrome (CFS), also referred to as Royal Free Disease, Iceland disease, neurasthenia,
myalgic encephalomyelitis (ME), chronic fatigue and immune dysfunction syndrome (CFIDS), and post-viral
fatigue syndrome, is a heterogeneous disorder characterized by persistent fatigue, myalgias, tender lymph
nodes, arthralgias, chills, feverish feelings, postexertional malaise, and multiple other symptoms. Symptoms are
persistent for at least six months and result in a substantial reduction in personal, social, educational, and/or
occupational activities.

The multiple symptoms of CFS, which are seen in numerous other conditions, make it a difficult condition to
diagnose. Therefore, diagnosis is made by exclusion of other conditions, and the treatment is focused on relief
of symptoms. Despite extensive research, the etiology of CFS is unknown.

Diagnosis of CFS

There are no diagnostic studies (e.g., laboratory, imaging, psychosomatic or other testing) or physical findings
that are specific to the diagnosis of CFS. The Centers for Disease Control and Prevention (CDC, 2010a)
recommends that a diagnosis of CFS be considered when the following two criteria are met:

e “have severe chronic fatigue for at least 6 months or longer that is not relieved by rest and not due to
medical or psychiatric conditions associated with fatigue as excluded by clinical diagnosis; and
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e concurrently have four or more of the following symptoms: self-reported impaired short-term memory or
concentration severe enough to cause substantial reduction in previous levels of occupational,
educational, social, or personal activities; sore throat that’s frequent or recurring; tender cervical or
axillary lymph nodes; muscle pain; multijoint pain without swelling or redness; headaches of a new type,
pattern or severity; unrefreshing sleep; and postexertional malaise (extreme, prolonged exhaustion and
sickness following physical or mental activity) lasting more than 24 hours. The fatigue and impaired
memory or concentration must have impaired normal daily activities, along with other symptoms that
must have persisted or recurred during 6 or more consecutive months of illness and must not have
predated the fatigue.”

Evaluation of the patient may include a detailed medical history, complete physical examination, mental status
examination, and a standard series of laboratory studies to identify other possible causes of iliness. If test
results suggest an alternative explanation for the symptoms, additional tests may be performed to confirm the
possibility of another disease. If no underlying etiology is identified, a physician may render a diagnosis of CFS if
the symptom criteria are met.

Laboratory testing may include: complete blood count with leukocyte differential, erythrocyte sedimentation rate,
alanine aminotransferase (ALT), total protein, albumin, globulin, alkaline phosphatase, calcium, phosphorus,
glucose, blood urea nitrogen, electrolytes, creatinine, thyroid-stimulating hormone, transferrin saturation and
urinalysis. The routine use of screening tests has no known value.

There are a number of additional diagnostic studies available, but their clinical utility in the diagnosis of CFS is
not supported by the published peer-reviewed scientific literature. These studies include:

e viral serologies including Epstein-Barr virus (EBV), enteroviruses, retroviruses, human herpesvirus 6
(HHV-6), cytomegalovirus, coxsackie, Candida albicans and Mycoplasma incognita

e immunological tests, including cell profiling tests, cytokine tests (interleukin-1, interleukin-6 or
interferon), natural killer (NK) cell assays, quantitative immunoglobulin A (IgA); immunoglobulin G (IgG);
and immunoglobulin M (IgM)

o cell marker tests, including CD 25, CD 16, T- and B-cell profiles

e delayed type hypersensitivity assays

e enzyme linked immuno-sorbent assay/activated cell test (ELISA/ACT)

e ribonuclease L proteolysis (RNase L) enzymatic activity assay or RNase L protein quantification

e genetic testing

e brain imaging studies, including magnetic resonance imaging (MRI), positron emission tomography
(PET), single-photon emission computed tomography (SPECT)

o tilt table testing

e quantitative electroencephalography (QEEG)

e thermography/temperature gradient studies

e neuropsychological testing

Literature Review

Laboratory Tests: Laboratory studies are conducted to aid in assessing the presence or absence of disease.
Many patients with CFS attribute the onset of their illness to an acute influenza-like infection and therefore the
role of viruses as possible causative agents has been studied. Early studies indicating that the Epstein-Barr
virus (EBV) was a causative agent in CFS have been refuted. Other viral pathogens such as coxsackie virus,
human herpes virus 6, cytomegalovirus, measles and human T-cell lymphotropic virus (HTLV-II), xenotropic
murine leukemia virus-related virus (XMRV) have been found to have no consistent or conclusive data to
suggest a causative etiology in CFS (CDC, 2010c; Groom, et al., 2010; Hong, et al., 2010; Craig, 2002).

It has been reported that the retrovirus, xenotropic murine leukemia virus-related virus (XMRV), was detected in
patients with CFS. However studies using polymerase chain reaction (PCR) to analyze serum of patients
samples (n=51-299) with CFS reported that there was no association between XMRYV infection and CFS
(Groom, et al., 2010; Hong, et al., 2010; Switzer, et al., 2010; van Kuppeveld, et al., 2010).

To evaluate morning salivary cortisol profiles and their association with functional status, Nater et al. (2008)
compared the free cortisol concentration in CFS patients (n=75) to healthy controls (n=110). A single morning
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salivary sample was collected by all subjects immediately upon waking, and 30 and 60 minutes later. The
average salivary cortisol levels across all three times were not significantly different between the groups.
However, the mean awakening level was significantly lower in CFS women compared to control women
(p=0.011), as was the cortisol area under the curve increase (p=0.020). The correlation between the cortisol
outcomes and CFS-related symptoms measured by questionnaires suggested that there was an association
between lower cortisol levels and worse physical fatigue. Cevik et al. (2004) also reported significantly lower
cortisol concentrations in CFS premenopausal patients (n=43) compared to healthy controls (n=35).

Siegel et al. (2006) reported that low natural killer cell activity in CFS patients (n=41) was associated with less
vigor, more daytime dysfunction and cognitive impairment compared to normal subjects. Following analysis of
archived serum samples, Vernon and Reeves (2005) reported that a subset CFS patients (n=56) had higher
rates of antibodies to microtubule-associated protein 2 (p=0.03) and single-stranded DNA (p=0.04).

Jones et al. (2005) conducted a study on samples from the Georgia physician surveillance study to detect
antibodies against the GB virus-C (GBV-C) in CFS patients. An analysis of 12 CFS patients and 21 control
patients revealed no evidence that GBV is associated with CFS.

Kennedy et al. (2004) examined the concentrations of the anti-inflammatory cytokine, transforming growth factor
B1 (TGF B1) in 47 CFS patients compared to 34 matched healthy control subjects. The CFS patients had higher
concentrations of active TGF 31, higher numbers of apoptotic neutrophils and lower numbers of viable
neutrophils than healthy subjects.

Genetic Testing: Zhang et al. (2010) conducted a study (n=62) to validate the previous identification of the
abnormal expression of 88 genes in patients with CFS. Six patients were diagnosed with CFS secondary to Q
fever, and the remaining patients had idiopathic CFS. Clinical and quantitative real time polymerase chain
reaction (QPCR) data were analyzed on the 62 patients as well as, 55 CFS patients from a previous study, 14
patients with endogenous depression and 29 healthy donors (control group). Differential expression of all 88
genes was confirmed in CFS patients, and the data were clustered into eight subtypes with distinct differences
in Short-Form 36 (SF-36) health survey scores, clinical phenotypes, levels of severity and geographical
distribution. Three patients’ genotypes did not fit into the subcategories. With the exception of five genes, gene
expression in patients with depression was similar to the healthy donors. Antibody testing for Epstein-Barr virus,
enterovirus, Coxiella burnetii and parvovirus B19 revealed evidence of subtype-specific relationships for
Epstein-Barr and enterovirus. The authors noted that additional studies are needed to validate and develop the
findings of this analysis and to determine “what precise sequence of events is involved in the genesis of gene
signatures in each subtype.”

Brain Imaging Techniques: Imaging studies are proposed for evaluation of the cranial blood flow in CFS
patients. Yoshiuchi et al. (2006) utilized xenon-computed tomography to determine if CFS patients (n=25) had
reduced blood flow. CFS patients with and without Axis | diagnosis had significantly reduced blood flow in the
left middle cerebral artery area (p<0.05 in both groups), and CFS patients without Axis | diagnosis had
statistically significantly lower blood flow to the right middle cerebral artery area (p<0.05) suggesting that CFS
“patients devoid of psychopathology are the group most at risk of having some of the symptoms of CFS due to
brain dysfunction”.

Evaluation of cerebral blood flow using single-photon emission computed tomography (SPECT) and Paced
Auditory Serial Addition Test (PASAT) (Schmaling, et al., 2003) showed more diffuse blood flow in CFS patients
(n=15), but no significant differences were seen in performance on the PASAT. Using MRI and voxel-based
morphometry (VBM), Okada et al. (2004) compared the gray-matter volume of CFS patients (n=16) to healthy
controls and reported a significant reduction in gray-matter volume in the bilateral prefrontal cortex in the CFS
patients, suggesting that prefrontal hypofunction might reflect a functional deficiency that makes patients
susceptible to fatigue.

Tilt Table Testing: Wyller et al. (2007) conducted a head-up tilt test (HUTT) comparing CFS patients (n=27) to
healthy controls (n=33) and reported that during tilt testing, increased heart rate, diastolic blood pressure, mean
blood pressure, total peripheral resistance index, and stroke index were greater in the CFS group.

Naschitz et al. (2006) conducted a phase | (n=15) and phase Il study (n=30) to determine if the corrected QT
(QTc) interval in CFS patients would differ from controls. The studies demonstrated that the computation of the
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QTc in the CFS patients was significantly shorter than in the control groups, supporting the theory that short
QTc intervals are features of CFS-related dysautonomia.

Naschitz et al. (2003) conducted HUTT evaluations to determine the reproducibility of hemodynamic instability
scores. The study included 40 CFS patients, 73 patients with non-CFS chronic fatigue, 58 patients with
syncope, 41 patients with fibromyalgia, 30 patients with generalized anxiety disorder, 50 patients with familial
Mediterranean fever (FMF), 28 patients with essential hypertension, and 59 healthy control subjects. Naschitz et
al. (2001) compared HUTT responses between 25 patients with CFS, 25 patients with fibromyalgia, 15 patients
with generalized anxiety disorder, 20 patients with essential hypertension, and 37 healthy control subjects. Both
studies reported a significant difference in the hemodynamic instability scores calculated from blood pressure
and heart rate changes in the CFS patients compared to other groups except for those patients with generalized
anxiety disorder. In an earlier study, following an evaluation of CFS patients using capnography HUTT
(CHUTT), Naschitz et al. (2000) reported than an abnormal CHUTT was not specific to CFS (n=32) compared to
healthy controls.

Neuropsychological Testing: Neuropsychological testing uses behavioral measures to assess abilities and
skills that relate to brain functioning to help diagnose brain damage or dysfunctions. Comparative prospective
studies involving neuropsychological testing of CFS patients were primarily conducted prior to the year 2000.
When compared to healthy subjects, the studies reported that CFS patients had a higher percentage of
somatization disorder symptoms (Johnson et al., 1996), were more likely to have used psychotropic medication
or experienced psychiatric disorder in the past, had a current psychiatric disorder (Wessely, et al., 1996) and
had a very high prevalence of generalized anxiety disorder (Fischler, et al., 1997).

Treatment of CFS

Since there is no known cause or cure for CFS, treatment is directed at the relief of symptoms based on the
patient’s overall medical condition, and modified when indicated based on ongoing assessment of the patient’s
condition. The management of patients also includes: educating the patient and family in developing effective
coping strategies for living with the disease, teaching the patient to manage activity level, and pharmacotherapy
(CDC, 2010a; Ferri, 2005; Gantz, 2004).

Other proposed modalities that have not been proven effective for the treatment of CFS include the following:

cognitive behavioral therapy (CBT)

graded exercise therapy (GET)

antihistamine therapy

antiviral therapy

corticosteroid therapy

essential fatty acid (EFA) therapy

immunological therapy (e.g., immune globulins, interferon, Ampligen®)

dehydroepiandrosterone (DHEA) therapy

nutritional counseling

dietary supplements of vitamins, coenzymes, minerals, essential fatty acids, and extracts (e.g., liver

extract, adenosine monophosphate, coenzyme Q-10, germanium, glutathione, iron, magnesium sulfate,

melatonin, nicotinamide adenine dinucleotide [NADH], selenium, 1-tryptophan, vitamin B12, and zinc)

e herbal preparations (e.g., comfrey, ephedra, kava, germander, chaparral, bitter orange, licorice root,
yohimbe)

e acupuncture

e hyperbaric oxygen therapy

Literature Review

Following a systematic review of 11 nonrandomized articles related to musculoskeletal pain in CFS patients,
Meeus et al. (2007) stated that there is a lack of consensus in defining CFS pain and etiology, and there are
limited studies on the etiology and treatment of CFS, but chronic pain associated with CFS can be debilitating. A
second systematic review of CFS literature by Maquet et al. (2006) agreed that the etiology is unknown, and the
biological, physical and psychosocial aspects should be recognized and supported with therapy. Physical
activity does not appear harmful and graded exercise is recommended.
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Chambers et al. (2006) conducted a systematic review of 70 CFS studies (i.e., 59 randomized controlled trials
and 11 non-randomized studies) that met inclusion criteria. Studies including behavioral, immunological,
pharmacological and complementary therapies, nutritional supplements, and other miscellaneous interventions
were reviewed. Based on findings from randomized trials, the authors concluded that cognitive behavioral
therapy and graded exercise therapy “appeared to reduce symptoms and improve function” in patients with
CFS. Evidence for the effectiveness of other therapies was inconclusive and, in some cases, adverse effects
were reported. The authors noted that although there has been an increase in the size and quality of studies on
CFS interventions, there remains a need to define the characteristics of patients who would benefit from specific
interventions and to develop clinically relevant outcomes.

Cognitive Behavioral Therapy (CBT) and Graded Exercise Therapy (GET): CBT is a psychological
approach that focuses mainly on thoughts and beliefs that may be maintaining CFS symptoms, as opposed to a
focus on those that triggered the condition. Planned activity and rest, graded exercise, and a sleep routine may
be lifestyle modifications used in conjunction with CBT. GET involves a structured, managed activity program
that progresses from low effort aerobic activity, usually walking, and increases to more demanding activities as
tolerance improves (Rimes and Chalder, 2005).

White et al. (2011) conducted a multicenter, randomized controlled trial, known as PACE, to compare the
effectiveness of specialist medical care (SMC) alone (n=160), SMC with adaptive pacing therapy (APT) (n=160),
cognitive behavior therapy (CBT) (n=161) and graded exercise therapy (GET) (n=160). Outcomes were
measured by various tools including the Chalder Fatigue Questionnaire, Short Form-36 physical function
subscale, Clinical Global Impression scale and Jenkins Scale score. At the 52-week follow-up, compared to
SMC alone mean fatigue scores were significantly lower for CBT (p=0.0001) and GET (p=0.0003), but not for
APT (p=0.38) and mean physical function scores were significantly higher for CBT (p=0.0068) and GET
(p=0-0005), but not for APT (p=0.18). Compared to APT, significantly less fatigue was associate with CBT
(p=0.0027) and GET and significantly better physical function scores were reported following CBT (p=0.0002)
and GET (p<0.0001). Serious adverse events (i.e., death, hospital admission, increased severe and persistent
disability, self-harm, life-threatening, or required an intervention to prevent one of these) were reported in one
percent of all groups with the exception of two percent in the CBT group, not statistically significant. Author-
noted limitations of the study included a selection bias by the exclusion of subjects unable to attend treatment
sessions and the inability to mask clinicians, subjects and research assessors.

In a randomized controlled trial, Chalder et al. (2010) compared the effectiveness of family-focused CBT (n=32)
to psycho-education (n=31) in children, ages 11-18 years old, with CFS. Subjects underwent 13 sessions of
family-focused CBT or four sessions of psycho-education. Follow-ups occurred at three, six and 12 months. At
six months, there were no significant differences between the two groups in improved school attendance
(p=0.26), fatigue and social adjustment. Over time, school attendance was higher in the family-focused CBT
group. However, at the 12-month follow-up school attendance increased more in the psycho-education group.
The drop-out level was higher in the psycho-education group. Child and mother satisfaction were significantly
higher in the CBT group (p=0.07 and p=0.15, respectively). Overall, family-focused CBT was as effective as
psycho-education. Limitations of the study include the small patient population, short-term follow-up and the
number of subjects lost to follow-up (n=13).

Heins et al. (2010) analyzed data from three randomized controlled trials (n=508), that shared an overall positive
effect of CBT, to determine if CFS patients experienced a deterioration of symptoms during CBT compared to
an improvement in symptoms. Outcomes on the frequency and severity of symptom deterioration in fatigue,
pain, functional impairment and psychological distress, as well as self-rated overall symptom change for CBT
patients were compared to control group patients. Control group treatment included care as usual, guided
support group or wait list. Clinically significant symptom deterioration did not occur more often in CBT-treated
patients compared to control group patients except for psychological deterioration (i.e., 77 patients in CBT group
vs. 74 patients in control group). Clinically significant deterioration ranged from 2%-12% in the CBT group and
7%—-17% in the control groups. Using the Sickness Impact Profile, CBT patients reported significantly less
deterioration on self-rated changes, daily observed fatigue and functional impairment compared to control
patients. Limitations of the study include a high drop-out rate and possible selection bias in randomized
controlled trials reporting positive outcomes of CBT.

Tummers et al. 2010 conducted a randomized controlled trial to compare the effectiveness and efficiency of
stepped care (n=84) to care as usual (i.e., 6—12 month wait period) (n=85) for the treatment of CFS patients.
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Stepped care involved minimal intervention consisting of CBT-based protocol. Patients received a self-
instruction booklet with week-by-week steps for obtaining individual goals (e.g., returning to work). The program
took at least 16 weeks or longer at the patient’s discretion, and a therapist was available via phone or email for
questions every two weeks and as needed. Following minimal intervention or care as usual, all patients were
offered CBT. There were no significant differences in fatigue severity, disabilities and physical functioning
between the two groups following the interventions. After guided self-instruction, patients (n=36) needed a mean
10.9 CBT sessions, compared to 14.5 sessions in the care as usual group (n=66) (p<0.01). Total therapist time
was significantly less in the stepped care group compared to care as usual (p=0.01). Based on the results of this
study, the authors proposed that stepped care is as effective as usual care, more time efficient, and tailored to
the individual needs of the patient. Author noted limitations of the study included: the waiting period prior to CBT
in the care as usual group; the treatment integrity of guided self-instruction and CBT was not tested; and
retrospective calculation of the therapist’s time. Other limitations include the small patient population and
patients lost to follow-up.

Malouff et al. (2008) conducted a meta-analysis to determine the efficacy of CBT for the treatment of CFS or a
similar disorder. The 13 randomized controlled trials that were selected for analyses included subjects with CFS
or subjects with chronic mental, physical or mental and physical fatigue (n=1371; specific number of patients
with CFS not identified). Patients were randomized to either treatment with a cognitive and/or behavioral
emphasis or to a control condition (e.g., being on a waiting list; treatment as usual; treatment not expected to be
helpful, such as stretching). Compared to control groups, fatigue levels of CBT patients were significantly lower
(d=0.48) following intervention. Although all treatments in the study were CBT, the types of treatments varied
widely in intensity and therapeutic method. Treatment duration ranged from 0.2 to 16 hours, and the dropout
rate ranged from 0—42%. The outcomes varied based upon whether the fatigue was mental (d=0.20) or physical
(d=0.81), and the number of patients not in the clinical range of fatigue varied from 33%-73% at the last
recorded follow-up. The authors stated that “there presently appears to be no empirical basis for including
cognitive components in treatment of fatigue disorders,” and that all the treatments included prompting of
gradual increases in activity making it difficult to determine if the activity added potency to the treatment.

Price et al. (2008) conducted a systematic review of CBT randomized controlled trials in patients with CFS
(n=210), age over 16 years. Three studies met inclusion criteria. In two studies, CBT was compared to routine
medical care (i.e., clinic attendance, investigation, reassurance and simple advice) or relaxation. In the third
study, CBT in combination with placebo injections, purported as immunological therapy, was compared to
routine medical care and placebo injections. Follow-up ranged from 3—7 months. In each study, the measure of
function was by either self- or observer-rating. The diagnostic criteria for CFS differed between trials, and there
was an absence of explicit psychological therapy and other interventions not meeting CBT criteria. Use of
antidepressant medication differed between groups. Other limitations included the lack of reported standard
deviations in two studies, missing data from one study, and a lack of reported outcomes in employment status.
Noting that the outcomes of the studies were modest due to the few relevant trials of high quality, the authors
concluded that CBT in adults with CFS:

e improved physical functioning and other relevant outcomes (e.g., mood) compared to standard medical
management

e had a modest impact on clinical improvement in physical functioning at the end of treatment

e provided no evidence of the effectiveness of therapy for milder forms of CFS seen frequently in primary
care or for more severe cases of CFS who may be unable to attend outpatient clinics

e provided no evidence for CBT use in group situations or in children

e was not more effective than simpler interventions, such as the provision of a program of graded exercise
and activity.

In a three-armed randomized controlled cross-over study involving CFS subjects (n=72), Stubhaug et al. (2008)
evaluated the effects of 12 weeks of comprehensive CBT (CCBT) (i.e., CBT, body awareness, and exercise) to
placebo or mirtazapine (an antidepressant) followed by a 12-week crossover combination therapy of CBT and
placebo or mirtazapine. At 12 weeks, significant improvements were seen on the Fatigue Scale (p=0.01) and
Clinical Global Impression (CGl) scale (p=0.001) in the CCBT group compared to the mirtazapine and placebo
groups. At 24 weeks, significant improvements were seen in the Fatigue Scale (p<0.001) and the CGl scale
(p=0.002) in patients who received 12 additional weeks of CCBT in combination with mirtazapine, indicating that
multimodal interventions had a positive effect on CFS.
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O’Dowd et al. (2006) randomly compared the results of CBT (n=25) to education and support (EAS) (n=50) and
to standard medical care (SMC) (n=51) for the treatment of CFS. At the six-month follow-up, the CBT patients
had significantly higher SF-36 mental health scores, less fatigue, and were able to walk faster than the SMC
group, and walked faster and had less fatigue than the EAS group. Twelve months following therapy, increased
walking speed in the CBT group was statistically significant. No other significant differences were found across
the three arms. Moss-Morris et al. (2005) reported on 49 CFS patients randomized to a 12-week graded
exercise program or to standard medical care. At the end of treatment, the exercise group rated themselves as
significantly more improved and less fatigued than the control group.

In a systematic review conducted by Rimes and Chalder (2005), three of four randomized controlled trials
compared CBT with a control condition and reported improved outcomes with CBT for up to five years in one
trial. One trial did not report improved outcomes. CBT appeared effective but did not help all patients. The
review also included randomized controlled trials evaluating the effectiveness of GET. Four studies
demonstrated a beneficial effect of GET on fatigue and functional work capacity compared to control groups.

In a systematic review of randomized controlled trials, Edmonds et al. (2004) investigated the “relative
effectiveness of exercise therapy and control treatments for CFS.” Five randomized control trials (n=336) met
the diagnostic criteria. The following treatment comparisons were made: 1) exercise therapy versus control (i.e.,
treatment as usual or relaxation and flexibility); 2) exercise therapy versus pharmacotherapy (i.e., fluoxetine); 3)
exercise therapy versus exercise therapy and pharmacotherapy (i.e., fluoxetine); and 4) exercise therapy alone
versus exercise therapy and patient education. At 12 weeks’ follow-up, the exercise therapy group reported less
fatigue and improved physical functioning compared to the control group, but the differences were not significant
at 24 weeks. Significant improvements were not seen in depression or fatigue with the use of exercise, patient
education and/or fluoxetine.

Other randomized controlled trials reported no significant differences when CFS patients were treated with CBT
(Leone, et al., 2006; Huibers, et al., 2004) or educational intervention (Powell, et al., 2004). Ridsdale et al.
(2004) reported no significant difference in outcomes when CBT was compared to GET.

Antihistamine, Antiviral and Immunological Therapy: Hypothesizing that CFS may be due to an allergic
condition, virus or disease of the immune system, these therapies are proposed as treatment modalities for
CFS. Rimes and Chalder (2005) reported in a systematic review of five randomized controlled trials that the
effects of immunoglobin were limited or demonstrated no benefit at all. Two trials using interferon demonstrated
benefit, but the methodology was poor. One study reported some positive effects using Staphylococcus toxoid.
No beneficial outcomes were found with the use of the antihistamine, terfenadine, or with dialyzable leucocyte
extract.

Corticosteroid Therapy: Because some CFS patients demonstrate a trend toward hypocortisolism, some
sources advocate for the use of corticosteroids for the relief of CFS symptoms. It has been suggested that CFS
may be associated with a deficiency of dehydroepiandrostenedione (DHEA) and its sulphate (DHEA-S). Cleare
et al. (2004) reported on the affect of corticotrophin-releasing hormone on DHEA and DHEA-S levels in 16 CFS
patients. Basal levels of DHEA were higher in the study group than in the control group and correlated with
higher self-reported CFS disability scores. Basal levels of DHEA-S were not different from controls. The DHEA
and DHEAS levels were lower in patients following administration of hydrocortisone treatment with a return to
normal levels similar to the control group. This study indicated that DHEA levels are higher in CFS patients.

In a systematic review, Rimes and Chalder (2005) reported that a randomized controlled trial of a low-dose
hydrocortisone demonstrated short-term improvement, but the drug had to be discontinued because the benefit
rapidly deteriorated. Two randomized controlled trials investigating the use of fludrocortisone resulted in no
beneficial outcomes.

Essential Fatty Acids (EFAS): EFAs (i.e., omega-3, omega-6, and omega-9) are fatty acids that are required in
the diet (i.e., essential) because they are not synthesized by the body. Low levels of EFAs are thought to
contribute to depression and behavioral changes. Some propose that EFA supplements may be beneficial in the
treatment of CFS. Vermeulen and Scholte (2004) reported on the effects of acetylcarnitine, propionylcarnitine
and a combination of both compounds in an open randomized study with three groups of 30 CFS patients.
Attention and concentration improved in all groups; pain complaints did not decrease in any group; and two
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weeks after treatment, worsening of fatigue was experienced by 52%, 50% and 37% in the acetylcarnitine,
propionylcarnitine and combined groups, respectively.

Nicotinamide Adenine Dinucleotide (NADH): NADH is a coenzyme that boosts the brain’s production of
serotonin and adenosine triphosphate (ATP). It plays a role in energy production and has been suggested as a
treatment option for fatigue. Forsyth et al. (1999) randomized 26 patients with CFS to receive NADH or placebo.
Eight patients responded favorably to NADH compared to two placebo patients.

Miscellaneous Therapies: Homeopathic medicine, massage therapy, Chinese herbs, moxibustion,
complementary and alternative medicines, acupuncture, hyperbaric oxygen therapy, nutritional counseling, and
various medications have also been proposed as treatment alternatives for CFS. The evidence in the published
peer-reviewed scientific literature does not support these therapies in the treatment of CFS.

Porter et al. (2010) conducted a systematic review to evaluate the literature on complementary and alternative
medicine (CAM) for the treatment of CFS and fibromyalgia. Seventy studies met inclusion criteria. Eight
randomized controlled trials and non-randomized comparison studies evaluated manual medicine (focuses on
treating and strengthening the musculoskeletal framework by natural hands-on care), massage therapy,
mindfulness-based stress reduction, Qigong, traditional Chinese Medicine and osteopathy for the treatment of
CFS. Nineteen studies evaluated nonpharmacological supplements including fatty acids, amino acids, liver
extract containing folic acid and cyanocobalamin (LEFAC), I-carnitine, coenzyme Q10, ginseng, antioxidant
pollen, mushrooms, echinacea, homeopathy, NADH, and magnesium. A total of 86% of studies showed some
beneficial effects and 74% reported improvement in symptoms. However, due to the heterogeneity of
symptomatology, outcome measures, diagnostic criteria and treatment regimens no definite CAM treatment
recommendations for CFS could be made. No treatments were identified as being consistently effective.

Weatherly-Jones et al. (2004) reported on a randomized controlled triple-blind trial of the efficacy of
homeopathic treatment for 103 CFS patients compared to placebo. Patients met with a homeopath monthly for
six months, and the homeopathic medicines and placebo were identical in appearance and taste. The study
found that there was a mean improvement in score for those in the homeopathic group. Differences between
treatment and placebo were nonsignificant between groups.

A randomized controlled trial by Blacker et al. (2004) compared the efficacy and tolerability of galantamine
hydrobromide (n=89), an acetyl cholesterone inhibitor, to placebo (n=82) in CFS patients. After 16 weeks of
therapy, the trial demonstrated no benefit of galantamine hydrobromide over placebo. Another randomized
controlled trial (Randall, et al., 2005) studied the effects of modafinil, a wakefulness-promoting agent, on 14 CFS
patients. After twenty days of treatment in each group, the study produced no evidence that modafinil was
beneficial in the treatment of these CFS patients.

A systematic review by Rimes and Chalder (2005) included three randomized controlled trials: one evaluated
massage therapy; one evaluated homeopathic remedies; and one evaluated osteopathy. Each individual study
reported some beneficial effects but, according to the authors, the studies were either of poor quality, small
population, or included within group comparison.

McDermott et al. (2006) conducted a placebo-controlled, double-blind randomized controlled trial to assess the
effectiveness of BioBran~ MGN-3, a natural killer-cell stimulant, for the treatment of CFS. Seventy-one patients
received BioBran orally for eight weeks. Outcomes in 64 patients did not support the use of BioBran for the
treatment of CFS.

Professional Societies/Organizations

American College of Radiology (ACR): In their practice guideline on single photon emission computerized
tomography (SPECT) (2007), ACR stated that the indications for SPECT for chronic fatigue syndrome have not
been “fully characterized.”

National Institute for Health and Clinical Excellence (NICE): NICE (United Kingdom) published a 2007
(reaffirmed 2011) guidance document on the management of CFS. The following information was included:

o “The following tests should usually be done: urinalysis for protein, blood and glucose; full blood count; urea
and electrolytes; liver function; thyroid function; erythrocyte sedimentation rate or plasma viscosity; C-
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reactive protein; random blood glucose; serum creatinine; screening blood tests for gluten sensitivity;
serum calcium; creatine kinase; assessment of serum ferritin levels (children and young people only).

o Tests for serum ferritin in adults should not be carried out unless a full blood count and other hematological
indices suggest iron deficiency.

¢ Tests for vitamin B12 deficiency and folate levels should not be carried out unless a full blood count and
mean cell volume show a macrocytosis.

o The following tests should not be done routinely to aid diagnosis: the head-up tilt test, auditory brainstem
responses, electrodermal conductivity.

o Serological testing should not be carried out unless the history is indicative of an infection. Depending on
the history, tests for the following infections may be appropriate: chronic bacterial infections, such as
borreliosis; chronic viral infections, such as HIV or hepatitis B or C; acute viral infections, such as infectious
mononucleosis (use heterophile antibody tests), latent infections, such as toxoplasmosis, Epstein—Barr
virus or cytomegalovirus.

¢ The following drugs should not be used for the treatment of CFS/ME: monoamine oxidase inhibitors,
glucocorticoids (such as hydrocortisone), mineralocorticoids (such as fludrocortisone), dexamphetamine;
methylphenidate; thyroxine; antiviral agents.

e There is insufficient evidence for the use of supplements — such as vitamin B12, vitamin C, coenzyme Q10,
magnesium, NADH (nicotinamide adenine dinucleotide) or multivitamins and minerals.

o Cognitive behavioural therapy (CBT) and/or graded exercise therapy (GET) should be offered to people
with mild or moderate CFS/ME and provided to those who choose these approaches, because currently
these are the interventions for which there is the clearest research evidence of benefit.

¢ The evidence shows that immunoglobulin therapy is not of benefit. There is insufficient evidence of benefit
of other immunological therapies.”

¢ Studies that examined essential fatty acid supplements were conflicting, with one good-quality randomized
controlled trial reporting no improvements and one slightly larger controlled trial conducted in patients with
postviral syndrome reporting an overall beneficial effect.

Royal Australian College of Physicians (RACP): The RACP guidelines (Working Group of RACP, 2002) on
CFS stated that the following diagnostic studies are not indicated in the diagnosis of CFS: Epstein-Barr virus,
enteroviruses, tests of immunity, urinary protein metabolite screening, neuroimaging (e.g., MRI and radionuclide
studies), autoantibody assays and serum creatinine kinase. They noted that “any claim that a particular
treatment can ‘cure’ most people with CFS should be regarded with a high degree of skepticism” because CFS
occurs in a heterogeneous population and all CFS patients are not going to respond uniformly. With regard to
management of the patient, RACP stated that consistent evidence shows that no single pharmacologic therapy
has been shown to be effective, and CBT and GET may be effective for some CFS patients. Consensus of
opinion of respected authorities stated that physical and intellectual activities should be “paced” and that
antidepressant drugs may provide symptomatic relief to this population.

Royal College of Pediatric and Child Health (RCPCH): In an evidence-based guideline on the management
of CFS in patients up to age 18 years, the RCPCH (2004) stated that there are no “accepted diagnostic criteria”
for CFS in patients age 18 years and under. They recommended that the diagnosis be based “primarily on the
impact of the condition on the patient” irregardless of duration of symptoms. They further stated that the
literature does not identify a single approach to the treatment of CFS that is applicable to all patients.
Management of CFS for children and young adults should include activity management, advice, symptomatic
treatment and ongoing evaluation of progress.

Summary

Chronic fatigue syndrome (CFS) is a complex condition and difficult to diagnose. The published peer-reviewed
scientific studies indicate that there are no specific laboratory tests, radiological studies, psychological tests or
other diagnostic studies that can be used to definitively diagnose CFS.

Evidence in the published peer-reviewed scientific literature does not support specific treatment for CFS.
Although some CFS patients may derive positive outcomes and improvement of symptoms through a structured
exercise program, such as graded exercise therapy (GET) or cognitive behavioral therapy (CBT), the studies
are inconclusive and show mixed results. The scientific studies do not support the use of other various treatment
options for CFS.
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Coding/Billing Information

Experimental/Investigational/Unproven/Not Covered when used to report testing or treatment for
chronic fatigue syndrome:

Note: This list of codes may not be all-inclusive.

CPT* Codes | Description

70551 Magnetic resonance (eg, proton) imaging, brain (including brain stem); without contrast
material

70552 Magnetic resonance (eg, proton) imaging, brain (including brain stem); with contrast
material(s)

70553 Magnetic resonance (eg, proton) imaging, brain (including brain stem); without contrast
material, followed by contrast material(s) and further sequences

70554 Magnetic resonance imaging, brain, functional MRI; including test selection and
administration of repetitive body part movement and/or visual stimulation, not requiring
physician or psychologist administration

70555 Magnetic resonance imaging, brain, functional MRI; requiring physician or psychologist
administration of entire neurofunctional testing

78600 Brain imaging, less than 4 static views;

78601 Brain imaging, less than 4 static views; with vascular flow

78605 Brain imaging, minimum 4 static views;

78606 Brain imaging, minimum 4 static views; with vascular flow

78607 Brain imaging, tomographic (SPECT)

78608 Brain imaging, positron emission tomography (PET); metabolic evaluation

78609 Brain imaging, positron emission tomography (PET); perfusion evaluation

78610 Brain imaging, vascular flow only

82784 Gammaglobulin (immunoglobulin); IgA, IgD, IgG, IgM, each

83520 Immunoassay for analyte other than infectious agent antibody or infectious agent
antigen; quantitative, not otherwise specified

83890 Molecular diagnostics; molecular isolation or extraction, each nucleic acid type (ie, DNA
or RNA)

83891 Molecular diagnostics; isolation or extraction of highly purified nucleic acid, each nucleic
acid type (ie, DNA or RNA)

83892 Molecular diagnostics; enzymatic digestion, each enzyme treatment

83893 Molecular diagnostics; dot/slot blot production, each nucleic acid preparation

83894 Molecular diagnostics; separation by gel electrophoresis (eg, agarose, polyacrylamide),
each nucleic acid preparation

83896 Molecular diagnostics; nucleic acid probe, each

83897 Molecular diagnostics; nucleic acid transfer (eg, Southern, Northern), each nucleic acid
preparation

83898 Molecular diagnostics; amplification, target, each nucleic acid sequence

83900 Molecular diagnostics; amplification, target, multiplex, first 2 nucleic acid sequences

83901 Molecular diagnostics; amplification, target, multiplex, each additional nucleic acid
sequence beyond 2 (List separately in addition to code for primary procedure)

83902 Molecular diagnostics; reverse transcription

83903 Molecular diagnostics; mutation scanning, by physical properties (eg, single strand
conformational polymorphisms [SSCP], heteroduplex, denaturing gradient gel
electrophoresis [DGGE], RNA'ase A), single segment, each

83904 Molecular diagnostics; mutation identification by sequencing, single segment, each
segment

83905 Molecular diagnostics; mutation identification by allele specific transcription, single
segment, each segment

83906 Molecular diagnostics; mutation identification by allele specific translation, single

segment, each segment
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83907

Molecular diagnostics; lysis of cells prior to nucleic acid extraction (eg, stool specimens,
paraffin embedded tissue), each specimen

83908 Molecular diagnostics; amplification, signal, each nucleic acid sequence

83909 Molecular diagnostics; separation and identification by high resolution technique (eg,
capillary electrophoresis), each nucleic acid preparation

83912 Molecular diagnostics; interpretation and report

84311 Spectrophotometry, analyte not elsewhere specified

86001 Allergen specific IgG quantitative or semiquantitative, each allergen

86003 Allergen specific IgE; quantitative or semiquantitative, each allergen

86005 Allergen specific IgE; qualitative, multiallergen screen (dipstick, paddle, or disk

86318 Immunoassay for infectious agent antibody, qualitative or semiquantitative, single step
method (eg, reagent strip)

86355 B cells, total count

86357 Natural killer (NK) cells, total count

86359 T cells; total count

86360 T cells; absolute CD4 and CD8 count, including ratio

86361 T cells; absolute CD4 count

86628 Antibody, candida

86658 Antibody; enterovirus (eg, coxsackie, echo, polio)

86663 Antibody; Epstein-Barr (EB) virus, early antigen (EA)

86664 Antibody; Epstein-Barr (EB) virus, nuclear antigen (EBNA)

86665 Antibody; Epstein-Barr (EB) virus, viral capsid (VCA)

86694 Antibody; herpes simplex, non-specific type test

86701 Antibody; HIV-1

86702 Antibody; HIV-2

86703 Antibody; HIV-1 and HIV-2, single assay

86738 Antibody; mycoplasma

86790 Virus, not elsewhere specified

87252 Virus isolation; tissue culture inoculation, observation, and presumptive identification by
cytopathic effect

87253 Virus isolation; tissue culture, additional studies or definitive identification (eg,
hemabsorption, neutralization, immunofluoresence stain), each isolate

87254 Virus isolation; centrifuge enhanced (shell vial) technique, includes identification with
immunofluorescence stain, each virus

87255 Virus isolation; including identification by non-immunologic method, other than by
cytopathic effect (eg, virus specific enzymatic activity)

87480 Infectious agent detection by nucleic acid (DNA or RNA); Candida species, direct probe
technique

87481 Infectious agent detection by nucleic acid (DNA or RNA); Candida species, amplified
probe technique

87482 Infectious agent detection by nucleic acid (DNA or RNA); Candida species, quantification

87495 Infectious agent detection by nucleic acid (DNA or RNA); cytomegalovirus, direct probe
technique

87496 Infectious agent detection by nucleic acid (DNA or RNA); cytomegalovirus, amplified
probe technique

87497 Infectious agent detection by nucleic acid (DNA or RNA); cytomegalovirus, quantification

87498 Infectious agent detection by nucleic acid (DNA or RNA); enterovirus, amplified probe
technique

87531 Infectious agent detection by nucleic acid (DNA or RNA); Herpes virus-6, direct probe
technique

87532 Infectious agent detection by nucleic acid (DNA or RNA); Herpes virus-6, amplified probe
technique

87533 Infectious agent detection by nucleic acid (DNA or RNA); Herpes virus-6, quantification

87797 Infectious agent detection by nucleic acid (DNA or RNA), not otherwise specified; direct
probe technique, each organism

87798 Infectious agent detection by nucleic acid (DNA or RNA), not otherwise specified,;
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amplified probe technique, each organism

87799

Infectious agent detection by nucleic acid (DNA or RNA), not otherwise specified; quantification,
each organism

87800

Infectious agent detection by nucleic acid (DNA or RNA), multiple organisms; direct
probe(s) technique

87801

Infectious agent detection by nucleic acid (DNA or RNA), multiple organisms; amplified
probe(s) technique

90471

Immunization administration (includes percutaneous, intradermal, subcutaneous, or
intramuscular injections); 1 vaccine (single or combination vaccine/toxoid)

90472

Immunization administration (includes percutaneous, intradermal, subcutaneous, or
intramuscular injections); each additional vaccine (single or combination vaccine/toxoid)
(List separately in addition to code for primary procedure)

93660

Evaluation of cardiovascular function with tilt table evaluation, with continuous ECG
monitoring and intermittent blood pressure monitoring, with or without pharmacological
intervention

93740

Temperature gradient studies

95120

Professional services for allergen immunotherapy in prescribing physicians office or
institution, including provision of allergenic extract; single injection

95125

Professional services for allergen immunotherapy in prescribing physicians office or
institution, including provision of allergenic extract; 2 or more injections

95957

Digital analysis of electroencephalogram (EEG) (eg, for epileptic spike analysis)

95961

Functional cortical and subcortical mapping by stimulation and/or recording of electrodes
on brain surface, or of depth electrodes, to provoke seizures or identify vital brain
structures; initial hour of physician attendance

95962

Functional cortical and subcortical mapping by stimulation and/or recording of electrodes
on brain surface, or of depth electrodes, to provoke seizures or identify vital brain
structures; each additional hour of physician attendance (List separately in addition to
code for primary procedure)

96116

Neurobehavioral status exam (clinical assessment of thinking, reasoning and judgment,
eg, acquired knowledge, attention, language, memory, planning and problem solving,
and visual spatial abilities), per hour of the psychologist's or physician's time, both face-
to-face time with the patient and time interpreting test results and preparing the report

96118

Neuropsychological testing (eg, Halstead-Reitan Neuropsychological Battery, Wechsler
Memory Scales and Wisconsin Card Sorting Test), per hour of the psychologist's or
physician's time, both face-to-face time administering tests to the patient and time
interpreting these test results and preparing the report

96119

Neuropsychological testing (eg, Halstead-Reitan Neuropsychological Battery, Wechsler
Memory Scales and Wisconsin Card Sorting Test), with qualified health care professional
interpretation and report, administered by technician, per hour of technician time, face-to-
face

96120

Neuropsychological testing (eg, Wisconsin Card Sorting Test), administered by a
computer, with qualified health care professional interpretation and report

97110

Therapeutic procedure, 1 or more areas, each 15 minutes; therapeutic exercises to
develop strength and endurance, range of motion and flexibility

97532

Development of cognitive skills to improve attention, memory, problem solving (includes
compensatory training), direct (one-on-one) patient contact by the provider, each 15
minutes

97802

Medical nutrition therapy; initial assessment and intervention, individual, face-to-face with
the patient, each 15 minutes

97803

Medical nutrition therapy; re-assessment and intervention, individual, face-to-face with
the patient, each 15 minutes

97810

Acupuncture, 1 or more needles; without electrical stimulation, initial 15 minutes of
personal one-on-one contact with the patient

97811

Acupuncture, 1 or more needles; without electrical stimulation, each additional 15
minutes of personal one-on-one contact with the patient, with re-insertion of needle(s)
(List separately in addition to code for primary procedure)

97813

Acupuncture, 1 or more needles; with electrical stimulation, initial 15 minutes of personal
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one-on-one contact with the patient

97814 Acupuncture, 1 or more needles; with electrical stimulation, each additional 15 minutes of
personal one-on-one contact with the patient, with re-insertion of needle(s) (List
separately in addition to code for primary procedure)

99183 Physician attendance and supervision of hyperbaric oxygen therapy, per session
HCPCS Description

Codes

C1300 Hyperbaric oxygen under pressure, full body chamber, per 30 minute interval

G0270 Medical nutrition therapy; reassessment and subsequent intervention(s) following second

referral in same year for change in diagnosis, medical condition or treatment regimen
(including additional hours needed for renal disease), individual, face-to-face with the
patient, each 15 minutes

S8040 Topographic brain mapping

S9470 Nutritional counseling, dietitian visit

ICD-9-CM Description
Diagnosis
Codes

780.71 Chronic fatigue syndrome

*Current Procedural Terminology (CPT®) ©2010 American Medical Association: Chicago, IL.

References

1. American College of Radiology Practice Guideline for the performance of single photon emission
computed tomography (SPECT) brain perfusion and brain death studies. 2007. Accessed May 31,
2011. Available at URL address:
http://www.acr.org/SecondaryMainMenuCategories/quality _safety/guidelines/nuc_med.aspx

2. Bailly LC. Chronic fatigue syndrome. In: Rakel RE, Bope ET, editors. Conn’s current therapy. St. Louis,
MO: W.B. Saunders;2005.p.133-7.

3. Blacker CV, Greenwood DT, Wesnes KA, Wilson R, Woodward C, Howe I, Ali T. Effect of galantamine
hydrobromide in chronic fatigue syndrome: a randomized controlled trial. JAMA. 2004 Sep
8;292(10):1195-204.

4. Blockmans D, Persoons P, Van Houdenhove B, Lejeune M, Bobbaers H. Combination therapy with
hydrocortisone and fludrocortisone does not improve symptoms in chronic fatigue syndrome: A
randomized, placebo-controlled, double-blind, crossover study. Am J Med. 2003;114:736-41.

5. Centers for Disease Control and Prevention (CDC). Chronic fatigue syndrome. General information. Oct
15, 2010a. Accessed May 31, 2011. Available at URL address:
http://www.cdc.gov/cfs/general/index.html

6. Centers for Disease Control and Prevention (CDC). Treatment and management options. Oct 15,
2010b. Accessed May 31, 2011. Available at URL address:
http://www.cdc.gov/cfs/general/treatment/options.html

7. Centers for Disease Control and Prevention (CDC). Diagnostic tests for CFS. Oct 15, 2010c. Accessed
May 31, 2011. Available at URL address: http://www.cdc.gov/cfs/general/diagnosis/testing.html

8. Cevik R, Gur A, Acar S, Nas K, Sarac AJ. Hypothalamic-pituitary-gonadal axis hormones and cortisol in
both menstrual phases of women with chronic fatigue syndrome and effect of depressive mood on these
hormones. BMC Musculoskelet Disord. 2004;5:47.

Page 14 of 19
Coverage Policy Number: 0102


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Blacker+CV%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Greenwood+DT%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Wesnes+KA%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Wilson+R%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Woodward+C%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Howe+I%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Ali+T%22%5BAuthor%5D

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

Chalder T, Deary V, Husain K, Walwyn R. Family-focused cognitive behaviour therapy versus psycho-
education for chronic fatigue syndrome in 11- to 18-year-olds: a randomized controlled treatment trial.
Psychol Med. 2010 Aug;40(8):1269-79.

Chambers D, Bagnall AM, Hempel S, Forbes C. Interventions for the treatment, management and
rehabilitation of patients with chronic fatigue syndrome/myalgic encephalomyelitis: an updated
systematic review. J R Soc Med. 2006 Oct;99(10):506-20.

Cleare AJ, O'Keane V, Miell J. Plasma leptin in chronic fatigue syndrome and a placebo-controlled
study of the effects of low-dose hydrocortisone on leptin secretion. Clin Endocrinol (Oxf). 2001
Jul;55(1):113-9.

Cleare AJ, O’'Keane V, Miell JP. Levels of DHEA and DHEAS and responses to CRH stimulation and
hydrocortisone treatment in chronic fatigue syndrome. Psychoneuroendocrinology. 2004;29:724-32.

Craig T, Kakumanu S. Chronic fatigue syndrome: evaluation and treatment. Am Fam Physician.
2002;65(6):1083-90.

Ebenbichler GR. Chronic fatigue syndrome. In: Frontera: Essentials of Physical Medicine and
Rehabilitation, 2nd ed. St. Louis MO: W.B. Saunders;2008.

Edmonds M, McGuire H, Price J. Exercise therapy for chronic fatigue syndrome. Cochrane Database
Syst Rev. In:The Cochrane Library, Issue 3. Chichester, UK:John Wiley & Sons, Ltd.;2004 May.

Ferri F. Chronic fatigue syndrome. In:Ferri F, editor. Ferri’s clinical advisor: Instant diagnosis and
treatment. St Louis, MO:Mosby Inc;2005.p.190.

Fischler B, Cluydts R, De Gucht Y, Kaufman L, De Meirleir K. Generalized anxiety disorder in chronic
fatigue syndrome. Acta Psychiatr Scand. 1997;95(5):405-13.

Forsyth LM, Preuss HG, MacDowell AL, Chiazze L Jr, Birkmayer GD, Bellanti JA. Therapeutic effects of
oral NADH on the symptoms of patients with chronic fatigue syndrome. Ann Allergy Asthma Immunol.
1999 Feb;82(2):185-91.

Groom HC, Boucherit VC, Makinson K, Randal E, Baptista S, Hagan S, Gow JW, Mattes FM, Breuer J,
Kerr JR, Stoye JP, Bishop KN. Absence of xenotropic murine leukaemia virus-related virus in UK
patients with chronic fatigue syndrome. Retrovirology. 2010 Feb 15;7:10.

Heins MJ, Knoop H, Prins JB, Stulemeijer M, van der Meer JW, Bleijenberg G. Possible detrimental
effects of cognitive behaviour therapy for chronic fatigue syndrome. Psychother Psychosom. 2010
Jun;79(4):249-56.

Hong P, Li J, Li Y. Failure to detect Xenotropic murine leukaemia virus-related virus in Chinese patients
with chronic fatigue syndrome. Virol J. 2010 Sep 13;7:224.

Huibers MJ, Beurskens AJ, Van Schayck CP, Bazelmans E, Metsemakers JF, Knottnerus JA, et al.
Efficacy of cognitive-behavioral therapy by general practitioners for unexplained fatigue among
employees. Br J Psychiatry.2004;184:240-6.

Johnson SK, DelLuca J, Natelson BH. Assessing somatization disorder in the chronic fatigue syndrome.
Psychosom Med. 1996;58(1):50-57.

Jones JF, Kulkarni PS, Butera ST, Reeves WC. GB virus-C--a virus without a disease: we cannot give it
chronic fatigue syndrome. BMC Infect Dis. 2005 Sep 28;5:78.

Kennedy G, Spence V, Underwood C, Belch JJ. Increased neutrophil apoptosis in chronic fatigue
syndrome. J Clin Pathol. 2004;57:891-3.

Page 15 of 19
Coverage Policy Number: 0102


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=17021301&query_hl=16&itool=pubmed_docsum
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Cleare+AJ%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22O%27Keane+V%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Miell+J%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Forsyth%20LM%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Preuss%20HG%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22MacDowell%20AL%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Chiazze%20L%20Jr%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Birkmayer%20GD%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Bellanti%20JA%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=PubMed&cmd=Search&itool=PubMed_Abstract&term=%22Jones+JF%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=PubMed&cmd=Search&itool=PubMed_Abstract&term=%22Kulkarni+PS%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=PubMed&cmd=Search&itool=PubMed_Abstract&term=%22Butera+ST%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=PubMed&cmd=Search&itool=PubMed_Abstract&term=%22Reeves+WC%22%5BAuthor%5D

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Knoop H, Bleijenberg G, Gielissen MF, van der Meer JW, White PD. Is a full recovery possible after
cognitive behavioural therapy for chronic fatigue syndrome? Psychother Psychosom. 2007;76(3):171-6.

Knoop H, Stulemeijer M, de Jong LW, Fiselier TJ, Bleijenberg G. Efficacy of cognitive behavioral
therapy for adolescents with chronic fatigue syndrome: long-term follow-up of a randomized, controlled
trial. Pediatrics. 2008 Mar;121(3):e619-25.

Leone SS, Huibers MJ, Kant |, van Amelsvoort LG, van Schayck CP, Bleijenberg G, Knottnerus JA.
Long-term efficacy of cognitive-behavioral therapy by general practitioners for fatigue: a 4-year follow-up
study. J Psychosom Res. 2006 Nov;61(5):601-7.

Malouff JM, Thorsteinsson EB, Rooke SE, Bhullar N, Schutte NS. Efficacy of cognitive behavioral
therapy for chronic fatigue syndrome: a meta-analysis. Clin Psychol Rev. 2008 Jun;28(5):736-45.

Maquet D, Demoulin C, Crielaard JM. Chronic fatigue syndrome: a systematic review. Ann Readapt
Med Phys. 2006 Jul;49(6):337-47, 418-27.

McDermott C, Richards SC, Thomas PW, Montgomery J, Lewith G. A placebo-controlled, double-blind,
randomized controlled trial of a natural killer cell stimulant (BioBran MGN-3) in chronic fatigue
syndrome. QJM. 2006 Jul;99(7):461-8. Epub 2006 Jun 29.

Meeus M, Nijs J, Meirleir KD. Chronic musculoskeletal pain in patients with the chronic fatigue
syndrome: a systematic review. Eur J Pain. 2007 May;11(4):377-86.

Meeus M, Nijs J, Van Oosterwijck J, Van Alsenoy V, Truijen S. Pain physiology education improves pain
beliefs in patients with chronic fatigue syndrome compared with pacing and self-management
education: a double-blind randomized controlled trial. Arch Phys Med Rehabil. 2010 Aug;91(8):1153-9.

Moss-Morris R, Sharon C, Tobin R, Baldi JC. A randomized controlled graded exercise trial for chronic
fatigue syndrome: Outcomes and mechanisms of change. J Health Psychol. 2005;10(2):245-59.

Naschitz J, Fields M, Isseroff H, Sharif D, Sabo E, Rosner |. Shortened QT interval: a distinctive feature
of the dysautonomia of chronic fatigue syndrome. J Electrocardiol. 2006 Oct;39(4):389-94. Epub 2006
Feb 28.

Naschitz JE, Rosner |, Rozenbaum M, Gaitini L, Bistrizki I, Zuckerman E, et al. The capnography head-
up tilt test for evaluation of chronic fatigue syndrome. Semin Arthritis Rheum. 2000;30(2):79-86.

Naschitz JE, Sabo E, Naschitz S, Shaviv N, Rosner |, Rozenbaum M, et al. Hemodynamic instability in
chronic fatigue syndrome: indices and diagnostic significance. Semin Arthritis Rheum. 2001;31(3):199-
208.

Naschitz JE, Rosner |, Rozenbaum M, Naschitz S, Musafia-Priselac R, Shaviv N, et al. The head-up tilt
test with haemodynamic instability score in diagnosing chronic fatigue syndrome. QJM. 2003;96(2):133-
42.

Nater UM, Maloney E, Boneva RS, Gurbaxani BM, Lin JM, Jones JF, Reeves WC, Heim C. Attenuated
morning salivary cortisol concentrations in a population-based study of persons with chronic fatigue
syndrome and well controls. J Clin Endocrinol Metab. 2008 Mar;93(3):703-9.

National Institute for Health and Clinical Excellence (NICE). Chronic fatigue syndrome/myalgic
encephalomyelitis (or encephalopathy); diagnosis and management. Aug 22, 2007. Reaffirmed Mar 14,
2011. Accessed May 31, 2011. Available at URL address: http://guidance.nice.org.uk/CG53

O'Dowd H, Gladwell P, Rogers CA, Hollinghurst S, Gregory A. Cognitive behavioural therapy in chronic
fatigue syndrome: a randomised controlled trial of an outpatient group programme. Health Technol
Assess. 2006 Oct;10(37):iii-iv, ix-x, 1-121. Accessed May 31, 2011. Available at URL address:
http://www.hta.ac.uk/1136

Page 16 of 19
Coverage Policy Number: 0102


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=17426416&query_hl=6&itool=pubmed_docsum
http://www.ncbi.nlm.nih.gov/pubmed/18310181?ordinalpos=4&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=17084137&query_hl=9&itool=pubmed_docsum
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Malouff%20JM%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Thorsteinsson%20EB%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Rooke%20SE%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Bhullar%20N%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Schutte%20NS%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=16698108&query_hl=14&itool=pubmed_docsum
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=16809351&query_hl=1&itool=pubmed_docsum
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=16843021&query_hl=5&itool=pubmed_docsum
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=16895768&query_hl=13&itool=pubmed_docsum
http://www.ncbi.nlm.nih.gov/pubmed/18160468?ordinalpos=2&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DefaultReportPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/pubmed/18160468?ordinalpos=2&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DefaultReportPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/pubmed/18160468?ordinalpos=2&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DefaultReportPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=17014748&query_hl=4&itool=pubmed_docsum

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

Okada T, Tanaka M, Kuratsune H, Watanabe Y, Sadato N. Mechanisms underlying fatigue:a voxel-
based morphometric study of chronic fatigue syndrome. BMC Neurol. 2004;4:14.

Porter NS, Jason LA, Boulton A, Bothne N, Coleman B. Alternative medical interventions used in the
treatment and management of myalgic encephalomyelitis/chronic fatigue syndrome and fibromyalgia. J
Altern Complement Med. 2010 Mar;16(3):235-49.

Powell P, Bentall RP, Nye FJ, Edwards RH. Patient education to encourage graded exercise in chronic
fatigue syndrome. Br J Psychiatry.2004;184:142-6.

Price JR, Mitchell E, Tidy E, Hunot V. Cognitive behaviour therapy for chronic fatigue syndrome in
adults. Cochrane Database of Systematic Reviews 2008, Issue 3. Art. No.: CD001027. DOI:
10.1002/14651858.CD001027.pub2.

Randall DC, Cafferty FH, Shneerson JM, Smith IE, Llewelyn MB, File SE. Chronic treatment with
modafinil may not be beneficial in patients with chronic fatigue syndrome. J Psychopharmacol. 2005
Nov;19(6):647-60.

Ridsdale L, Darbishire L, Seed PT. Is graded exercise better than cognitive behaviour therapy for
fatigue? A UK randomized trial in primary care. Psychol Med. 2004 Jan;34(1):37-49.

Rimes KA, Chalder T. Treatments for chronic fatigue syndrome. Occup Med (Lond). 2005 Jan;55(1):32-
9.

Royal College of Paediatrics and Child Health. Evidence based guideline for the management of
CFS/ME (Chronic fatigue syndome/myalgic encephalopathy) in children and young people. Dec 2004.
Accessed May 31, 2011. Available at URL address: http://www.rcpch.ac.uk/title-z

Schmaling KB, Lewis DH, Fiedelak JI, Mahurin R, Buchwald DS. Single-photon emission computerized
tomography and neurocognitive function in patients with chronic fatigue syndrome. Psychosom Med.
2003;65(1):129-36.

Shishioh-lkejima N, Ogawa T, Yamaguti K, Watanabe Y, Kuratsune H, Kiyama H. The increase of
alpha-melanocyte-stimulating hormone in the plasma of chronic fatigue syndrome patients. BMC Neurol.
2010 Aug 23;10:73.

Siegel SD, Antoni MH, Fletcher MA, Maher K, Segota MC, Klimas N. Impaired natural immunity,
cognitive dysfunction, and physical symptoms in patients with chronic fatigue syndrome: preliminary
evidence for a subgroup? J Psychosom Res. 2006 Jun;60(6):559-66.

Straus SE. Chronic fatigue syndrome. In: Kasper DL, Fauci AS, Longo DL, Braunwald E, Hauser SL,
Jameson JL, editors. Harrison’s principles of internal medicine. New York: McGraw-Hill; 2004.

Stubhaug B, Lie SA, Ursin H, Eriksen HR. Cognitive-behavioural therapy v. mirtazapine for chronic
fatigue and neurasthenia: randomised placebo-controlled trial. Br J Psychiatry. 2008 Mar;192(3):217-23.

Stulemeijer M, deJong LW, Fiselier TJ, Hoogveld SW, Bleijenberg G. Cognitive behavior therapy for
adolescents with chronic fatigue syndrome: randomized controlled trial. BMJ. 2005;330.

Switzer WM, Jia H, Hohn O, Zheng H, Tang S, Shankar A, Bannert N, Simmons G, Hendry RM,
Falkenberg VR, Reeves WC, Heneine W. Absence of evidence of xenotropic murine leukemia virus-
related virus infection in persons with chronic fatigue syndrome and healthy controls in the United
States. Retrovirology. 2010 Jul 1;7:57.

Tummers M, Knoop H, Bleijenberg G. Effectiveness of stepped care for chronic fatigue syndrome: a
randomized noninferiority trial. J Consult Clin Psychol. 2010 Oct;78(5):724-31.

Page 17 of 19
Coverage Policy Number: 0102


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Randall+DC%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Cafferty+FH%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Shneerson+JM%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Smith+IE%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Llewelyn+MB%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22File+SE%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Ridsdale+L%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Darbishire+L%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Seed+PT%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Rimes+KA%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Search&itool=pubmed_Abstract&term=%22Chalder+T%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=16731230&query_hl=7&itool=pubmed_docsum
http://www.ncbi.nlm.nih.gov/pubmed/18310583?ordinalpos=40&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DefaultReportPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/pubmed/18310583?ordinalpos=40&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DefaultReportPanel.Pubmed_RVDocSum

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

van Kuppeveld FJ, de Jong AS, Lanke KH, Verhaegh GW, Melchers WJ, Swanink CM, Bleijenberg G,
Netea MG, Galama JM, van der Meer JW. Prevalence of xenotropic murine leukaemia virus-related
virus in patients with chronic fatigue syndrome in the Netherlands: retrospective analysis of samples
from an established cohort. BMJ. 2010 Feb 25;340:¢1018. doi: 10.1136/bmj.c1018.

van Weering M, Vollenbroek-Hutten MM, Kotte EM, Hermens HJ. Daily physical activities of patients
with chronic pain or fatigue versus asymptomatic controls. A systematic review. Clin Rehabil. 2007
Nov;21(11):1007-23.

Vermeulen RC, Scholte HR. Exploratory open label, randomized study of acetyl- and propionylcarnitine
in chronic fatigue syndrome. Psychosom Med. 2004;66:276-82.

Vernon SD, Reeves WC. Evaluation of autoantibodies to common and neuronal cell antigens in Chronic
Fatigue Syndrome. J Autoimmune Dis. 2005 May 25;2:5.

Viner R, Gregorowski A, Wine C, Bladen M, Fisher D, Miller M, et al. Outpatient rehabilitative treatment
of chronic fatigue syndrome (CFS/ME). Arch Dis Child. 2004;89:615-19.

Wearden AJ, Dowrick C, Chew-Graham C, Bentall RP, Morriss RK, Peters S, Riste L, Richardson G,
Lovell K, Dunn G; Fatigue Intervention by Nurses Evaluation (FINE) trial writing group and the FINE ftrial
group. Nurse led, home based self help treatment for patients in primary care with chronic fatigue
syndrome: randomised controlled trial. BMJ. 2010 Apr 23;340:¢c1777. doi: 10.1136/bmj.c1777.

Weatherley-Jones E, Nicholl JP, Thomas KJ, Parry GJ, McKendrick MW, Green ST, et al. A
randomized, controlled, triple-blind trial of the efficacy of homeopathic treatment for chronic fatigue
syndrome. J Psychsom Res. 2004;56:189-97.

Wessely S, Chalder T, Hirsch S, Wallace P, Wright D. Psychological symptoms, somatic symptoms, and
psychiatric disorder in chronic fatigue and chronic fatigue syndrome: a prospective study in the primary
care setting. Am J Psychiatry. 1996;153(8):1050-9.

White PD, Goldsmith KA, Johnson AL, Potts L, Walwyn R, DeCesare JC, Baber HL, Burgess M, Clark
LV, Cox DL, Bavinton J, Angus BJ, Murphy G, Murphy M, O'Dowd H, Wilks D, McCrone P, Chalder T,
Sharpe M; PACE trial management group. Comparison of adaptive pacing therapy, cognitive behaviour
therapy, graded exercise therapy, and specialist medical care for chronic fatigue syndrome (PACE): a
randomised trial. Lancet. 2011 Mar 5;377(9768):823-36.

Wiborg JF, Knoop H, Stulemeijer M, Prins JB, Bleijenberg G. How does cognitive behaviour therapy
reduce fatigue in patients with chronic fatigue syndrome? The role of physical activity. Psychol Med.
2010 Aug;40(8):1281-7.

Wyller VB. The chronic fatigue syndrome--an update. Acta Neurol Scand Suppl. 2007;187:7-14.

Wyller VB, Due R, Saul JP, Amlie JP, Thaulow E. Usefulness of an abnormal cardiovascular response
during low-grade head-up tilt-test for discriminating adolescents with chronic fatigue from healthy
controls. Am J Cardiol. 2007 Apr 1;99(7):997-1001. Epub 2007 Feb 16.

Working Group of the Royal Australasian College of Physicians. Chronic fatigue syndrome. Clinical
practice guidelines--2002. Med J Aust. 2002 May 6;176 Suppl:S23-56.

Yoshiuchi K, Farkas J, Natelson BH. Patients with chronic fatigue syndrome have reduced absolute
cortical blood flow. Clin Physiol Funct Imaging. 2006 Mar;26(2):83-6.

Zhang L, Gough J, Christmas D, Mattey DL, Richards SC, Main J, Enlander D, Honeybourne D, Ayres
JG, Nutt DJ, Kerr JR. Microbial infections in eight genomic subtypes of chronic fatigue
syndrome/myalgic encephalomyelitis. J Clin Pathol. 2010 Feb;63(2):156-64. Epub 2009 Dec 2.

Page 18 of 19
Coverage Policy Number: 0102


http://www.ncbi.nlm.nih.gov/pubmed/17984153?ordinalpos=2&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=PubMed&cmd=Search&itool=PubMed_Abstract&term=%22Vernon+SD%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=PubMed&cmd=Search&itool=PubMed_Abstract&term=%22Reeves+WC%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed/17419822?ordinalpos=20&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=17398200&query_hl=31&itool=pubmed_docsum
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=PubMed&cmd=Search&itool=PubMed_Abstract&term=%22Working+Group+of+the+Royal+Australasian+College+of+Physicians%22%5BCorporate+Author%5D
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=16494597&query_hl=3&itool=pubmed_docsum

Policy History

Pre-Merger Last Review Policy Title
Organizations Date Number
CIGNA HealthCare 07/15/2008 0102 Chronic Fatigue Syndrome: Diagnostic

and Treatment Services

“CIGNA”, “CIGNA HealthCare” and the “Tree of Life” logo are registered service marks of CIGNA Intellectual Property, Inc., licensed for use by
CIGNA Corporation and its operating subsidiaries. All products and services are provided by such operating subsidiaries and not by CIGNA
Corporation. Such operating subsidiaries include Connecticut General Life Insurance Company, CIGNA Health and Life Insurance Company,
CIGNA Behavioral Health, Inc., CIGNA Health Management, Inc., and HMO or service company subsidiaries of CIGNA Health Corporation and
CIGNA Dental Health, Inc. In Arizona, HMO plans are offered by CIGNA HealthCare of Arizona, Inc. In California, HMO plans are offered by
CIGNA HealthCare of California, Inc. In Connecticut, HMO plans are offered by CIGNA HealthCare of Connecticut, Inc. In North Carolina, HMO
plans are offered by CIGNA HealthCare of North Carolina, Inc. In Virginia, HMO plans are offered by CIGNA HealthCare Mid-Atlantic, Inc. All
other medical plans in these states are insured or administered by Connecticut General Life Insurance Company or CIGNA Health and Life
Insurance Company.

Page 19 of 19
Coverage Policy Number: 0102



	Coverage Policy
	General Background
	Coding/Billing Information
	References
	Policy History

