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About the U.S. ME/CFS Clinician Coalition 

The U.S. ME/CFS Clinician Coalition is a group of US clinical disease experts who have collectively spent hundreds 
of years treating many thousands of ME/CFS patients. They have authored primers on clinical management, have 
served on CDC medical education initiatives, and are actively involved in ME/CFS research. Members of this  
group include: 
 

Dr. Lucinda Bateman - Internal Medicine, UT Dr. Alison Bested - Hematological Pathology, FL 
Dr. Theresa Dowell - Family Nurse Practitioner, AZ Dr. Susan Levine - Infectious Disease, NY    
Dr. Anthony Komaroff - Internal Medicine, MA Dr. David Kaufman - Internal Medicine, CA   
Dr. Nancy Klimas - Immunology, FL Dr. Charles Lapp - Internal Medicine & Pediatrics, NC    
Dr. Ben Natelson - Neurology, NY Dr. Dan Peterson - Internal Medicine, NV    
Dr. Richard Podell - Internal Medicine, NJ Dr. Irma Rey – Internal & Environmental Medicine, FL   
 

 

If you are a US clinician and want more information, please contact us at https://forms.gle/kf2RWSR2s1VgFfay7  
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DIAGNOSING ME/CFS 
Myalgic encephalomyelitis/chronic fatigue syndrome (ME/CFS) is a complex, chronic, debilitating disease that affects 
millions of people worldwide but is often undiagnosed or misdiagnosed. To improve diagnosis, the National Academy 
of Medicine (NAM) established new evidence-based clinical diagnostic criteria in 2015.  

 

PRESENTATION AND RECOGNIZING THE DISTINCTIVE SYMPTOMS OF ME/CFS 

The onset of ME/CFS is often sudden. Frequently, patients report that an infectious-like syndrome or infectious 
disease (such as infectious mononucleosis or flu-like illness) preceded the onset of their disease. Diagnosis requires a 
thorough medical history, a physical exam, and recognition of the following core symptoms:  

! Substantial reduction or impairment in the ability to engage in pre-illness activity that persists for 6 months or 
more and is accompanied by fatigue. The fatigue is profound, not lifelong, not the result of ongoing exertion, and 
not alleviated by rest.  

! Post-exertional malaise (PEM) in which physical or mental activities result in a typically delayed and prolonged 
exacerbation of symptoms and reduction in functioning (discussed further below).  

! Unrefreshing sleep and a variety of sleep disturbances 

! Either cognitive impairment and/or orthostatic intolerance (the development of symptoms when upright that 
are alleviated when lying down) 
 

These core features of illness must be moderate to severe and present at least 50% of the time; this is key to 
separating ME/CFS from other common causes of chronic fatigue. PEM is the clinical hallmark of ME/CFS and its 
most distinctive symptom. PEM can help differentiate ME/CFS from other conditions and has been objectively 
associated with impaired aerobic energy metabolism and orthostatic stress.  

Other ME/CFS symptoms include widespread pain; additional forms of sleep disturbance; light, noise, and chemical 
sensitivity; sore throat; tender lymph nodes; headaches; gastrointestinal problems; and genitourinary issues. The 
NAM Clinician’s Guide provides further explanation and guidance on how to identify both core symptoms and 
additional symptoms (see references at the end).  

 

IDENTIFYING THE HALLMARK POST-EXERTIONAL MALAISE (PEM) 

Patients experiencing PEM will often describe a “crash,” “relapse,” or “collapse” after even small amounts of mental or 
physical exertion that was previously tolerated. During the crash, which may be immediate but more often delayed by 
hours or days, patients can experience an exacerbation of one or all of their symptoms and a further reduction in 
functioning. It can take hours, days, a week or even longer to return to their previous baseline after a crash. Some 
patients may go through cycles of overexerting and crashing while others may have learned to reduce or change 
activities to minimize crashes. For some patients, even basic activities of daily living can result in PEM. 
 

The Following Questions May Help Identify Whether A Patient Experiences PEM: 

What happens when you engage in normal (previously tolerated) physical or mental exertion? 
How much activity does it take to make you feel ill or to trigger illness worsening? 
How long does it take to recover from this physical or mental effort? 
Do you avoid or change certain activities because of what happens after you do them?  

It may help patients and clinicians to identify PEM if patients keep a daily diary of their symptoms and activities for 
two weeks.  
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DIAGNOSTIC TESTS 
While research studies have demonstrated numerous differences in biological measurements in ME/CFS, there is not 
yet a test validated for the diagnosis of ME/CFS in clinical practice. But there are many diagnostic tests to help 
identify other fatiguing illnesses or comorbid conditions that are often found in people with ME/CFS. For example, 
orthostatic intolerance can be assessed with a NASA Lean Test (standing test) or a tilt table test for 10-20 minutes or 
up to 30 minutes for neurally mediated hypotension (see Rowe 2014). Beyond helping to establish a diagnosis, tests 
can also be important in developing treatment plans to address comorbid conditions. Disease experts may also use lab 
tests to identify issues such as immune impairment to guide treatment but these are more typically used by specialists 
and in research. 

 
THE IMPORTANCE OF DIFFERENTIAL DIAGNOSIS 
Some of the symptoms of ME/CFS are also observed in healthy people as well as people affected by other illnesses. 
Appropriate treatment of these other conditions may completely resolve the patient's symptoms. Thus, it is important 
to distinguish between ME/CFS and these other conditions. Important diseases in this category include but are not 
limited to the following: 

 

ENDOCRINE/METABOLIC 
DISORDERS 

Primary Adrenal Insufficiency, 
Hypercortisolism, Hyper- and 
Hypothyroidism, Diabetes, 
Hypercalcemia 

RHEUMATOLOGICAL DISEASES 

Systemic Lupus, Rheumatoid 
Arthritis, Polymyositis, Polymyalgia 
Rheumatica 

NEUROLOGIC DISORDERS 

Multiple Sclerosis, Parkinson's 
Disease, Myasthenia Gravis, 
Vitamin B12 deficiency, 
Cerebrospinal Fluid Leak, Chiari 
Malformation, Traumatic Brain 
Injury, Spinal Stenosis, 
Craniocervical Instability, Seizures 

INFECTIOUS DISEASES 

HIV, Tick Borne Diseases, 
Hepatitis B/C, TB, Giardia, West 
Nile Virus, Q-fever, Valley Fever, 
Syphilis, Epstein-Barr Virus, 
Parvovirus 

SLEEP DISORDERS 

Sleep Apnea, Narcolepsy, Periodic 
Limb Movement Disorder 

PRIMARY PSYCHIATRIC 
DISORDERS 

Anxiety, Depression, Bipolar 
Disorder  

GASTROINTESTINAL 
DISORDERS 

Celiac Disease, Food Allergy or 
Intolerances, Inflammatory Bowel 
Diseases, Small Intestinal Bacterial 
Overgrowth 

CARDIOVASCULAR DISORDERS 

Cardiomyopathy, Coronary Artery 
Disease, Pulmonary Hypertension, 
Valvular Heart Disease, Arrhythmias  

HEMATOLOGICAL DISORDERS 

Anemia (iron deficiency, other 
treatable forms), Iron Overload 

TOXIC SUBSTANCES 

Substance Abuse, Environmental 
exposures (e.g. lead, mercury), 
Mold/Mycotoxins, Adverse 
medication effects, Gulf War 
Illness 
 

MALIGNANCY 

Primary and Secondary Cancers 

OTHER 

Severe Obesity (BMI > 40), 
Overwork, Athletic Overtraining 
Syndrome, Asthma, Chronic 
Obstructive Pulmonary Disease 

Note: The underlined conditions are those that are also commonly comorbid with ME/CFS 
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IDENTIFYING COMMONLY COMORBID CONDITIONS 
In the past, a diagnosis of ME/CFS was made by first excluding all other possible conditions. However, the 2015 
National Academy of Medicine report established ME/CFS as a positive diagnosis that can coexist with other 
conditions, including those in the differential diagnosis. Recognizing co-morbid conditions early and treating them 
appropriately may improve the patient's health, function, and quality of life. Commonly comorbid conditions include:  

 

AUTONOMIC DYSFUNCTION 

Postural Orthostatic Tachycardia 
Syndrome (POTS), Neurally 
Mediated Hypotension (NMH), 
Orthostatic Hypotension 

RHEUMATOLOGICAL DISORDERS 

Fibromyalgia, Ehlers-Danlos 
Syndrome, Temporomandibular 
Joint Dysfunction, Sicca Syndrome 
(dry eyes/mouth) 
 

NEUROLOGICAL DISORDERS 

Hypersensitivities (light, sound, 
touch, odors or chemicals), Poor 
Balance, Migraine Headaches, 
Peripheral Neuropathy, Small Fiber 
Neuropathy 

IMMUNE 

New or worsened allergies, Mast Cell 
Activation Syndrome, Multiple 
Chemical Sensitivities, Chronic 
infections & immunodeficiencies 

GASTROINTESTINAL DISORDERS 

Food Allergy and Intolerances, 
including to milk protein, Gut 
motility issues, Celiac Disease, 
Irritable Bowel Syndrome, Small 
Intestinal Bacterial Overgrowth 
 

ENDOCRINE/METABOLIC 
DISORDERS 

Hypothyroidism, HPA Axis 
Dysregulation (low normal or 
flattened cortisol curve), Metabolic 
Syndrome  

SLEEP DISORDERS 

Sleep Apnea, Restless Leg 
Syndrome, Periodic Limb Movement 
Disorder 
 

PSYCHIATRIC DISORDERS 

Anxiety, Depression 

GYNECOLOGICAL DISORDERS 

Endometriosis, Premenstrual 
Syndrome, Vulvodynia 

 OTHER  Interstitial Cystitis, Overactive Bladder. Nutritional deficiencies. Vitamin B12 and D deficiencies, Obesity 
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TREATING AND MANAGING ME/CFS (THE BASICS) 
In the past, ME/CFS has been characterized as a syndrome of medically unexplained fatigue responsive to talk 
therapy and graded exercise. But scientific advances are revealing a complex, multisystem disease involving 
neurological, immunological, autonomic, and energy metabolism impairments. There is a critical need for a different 
approach to management of the disease and accompanying comorbidities.  

 
1. Validate the patient experience and educate about the disease  
Patients may have experienced skepticism about their disease. The most important thing that a medical provider can 
do is to validate the illness for the patient and the patient’s family. Explain that ME/CFS is a serious medical illness 
and is not laziness, depression, or a psychosomatic disorder. 
 

2. Address impaired function and provide support as needed  
By definition, patients with ME/CFS have significant disability. Patients may need help in obtaining accommodations 
for school and work or when applying for disability. They may also need parking permits, assistive devices, and/or 
home health aides. Because of the financial impact, some patients may need help with shelter and food. Many may 
also lose their health insurance.  
 

3. Educate patients about pacing to prevent or minimize PEM  
An important role for the medical provider is to teach patients about PEM and how to manage it with pacing. Pacing 
is an individualized approach to managing physical, cognitive, and emotional energy within a patient’s specific limits 
by carefully planning where and how to spend their available energy. It is a critical tool to prevent and/or reduce 
PEM. Activity logs and heart rate and activity monitors can be used to help patients understand when they are 
overdoing their specific energy limits. Even with such aids, pacing is a challenging task and some setbacks are 
inevitable, especially since tolerance for activity can vary from patient to patient and day to day. 
 

4. Treat/manage symptoms (*) 
While there are no treatments approved specifically for ME/CFS, a number of different pharmacological and non-
pharmacological treatments can help reduce the severity of symptoms. Some examples of commonly used 
medications include low-dose naltrexone, duloxetine, gabapentin, or pregabalin for pain; fludrocortisone, midodrine, 
pyridostigmine, low dose beta-blockers and/or intravenous hydration for orthostatic intolerance; occasional use of 
modafinil, methylphenidate, or dexedrine for cognitive or fatigue issues; and trazodone, clonazepam, tricyclic 
antidepressants, or suvorexant for sleep. Drugs should be started at low doses and increased slowly to avoid triggering 
drug sensitivities common in ME/CFS.  

Non-pharmacological approaches include: salt and fluid loading and compression stockings for those with orthostatic 
problems; cognitive aids (e.g. writing notes to assist memory; keeping a calendar, notebook and calculator at hand; 
and always placing important items in the same place); ear plugs, eye masks and sunglasses for those with light and 
sound sensitivities; sleep hygiene measures; and avoidance of problematic foods and meditation.  

Note: In addition to these basic treatments, disease experts have had success improving function in some patients by 
selectively using medications such as antivirals and immune modulators. 

(*) This is not an exhaustive list of treatments. For further information on these and other treatments, see the references 
for the Adult and Pediatric Primers below.  

 

5. Treat Comorbid Conditions  
As listed earlier, a number of conditions may be comorbid with ME/CFS. Treating these comorbid conditions using 
the appropriate standard of care will not cure ME/CFS but it may improve the patient’s quality of life.  
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BASIC FACTS 

" ME/CFS affects an estimated 836,000 to 2.5 million Americans but an estimated 84 to 91 percent of patients have 
not yet been diagnosed. 

" ME/CFS affects 3 times as many women as men. 

" Most patients currently diagnosed with ME/CFS are Caucasian, but some studies suggest ME/CFS is more 
common in minority groups. 

" ME/CFS has been reported in patients younger than age 10 and older than age 70. Studies have shown one peak of 
onset between 11-19 and a second between 30-39. 

" At least 25% of patients are bedbound or housebound and up to 75% are unable to work or attend school. 

" Symptoms can persist for years, and most patients never regain their pre-disease functioning. 

" ME/CFS costs the US $17 to $24 billion annually in lost productivity and direct medical costs. 

" The cause of ME/CFS is unknown, although the disease often follows an infection. 

 
 

USEFUL REFERENCES 

" Beyond Myalgic Encephalomyelitis/Chronic Fatigue Syndrome: Redefining an Illness. National 
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" Komaroff, Anthony L. “Advances in Understanding the Pathophysiology of Chronic Fatigue 
Syndrome.” JAMA 322, no. 6 (August 13, 2019): 499. https://doi.org/10.1001/jama.2019.8312  

" Myalgic Encephalomyelitis/Chronic Fatigue Syndrome: Clinical Working Case Definition, 
Diagnostic and Treatment Protocols. (Canadian Criteria), 2003. Provides expanded criteria  
https://phoenixrising.me/wp-content/uploads/Canadian-definition.pdf   

" Chronic Fatigue syndrome/Myalgic Encephalomyelitis. Primer for Clinical Practitioners.  
2014 Edition. International Association for Chronic Fatigue syndrome/Myalgic Encephalomyelitis  
http://iacfsme.org/portals/0/pdf/Primer_Post_2014_conference.pdf   (Appendix D includes an activity log) 

" Rowe, P et al. Myalgic Encephalomyelitis/Chronic Fatigue Syndrome Diagnosis and Management 
in Young People: A Primer. Frontiers in Pediatrics. June 2017. Pages 8-12 provides information on 
differential diagnosis, including for psychiatric illness 
https://www.frontiersin.org/articles/10.3389/fped.2017.00121/full  

" CDC ME/CFS Website Information for HealthCare Providers  
https://www.cdc.gov/me-cfs/healthcare-providers/index.html   

" Rowe, P. General Information Brochure On Orthostatic Intolerance And Its Treatment.  
March 2014. https://www.dysautonomiainternational.org/pdf/RoweOIsummary.pdf   

" Bateman Horne Center. NASA 10 Minute Lean Test - Instructions for Providers.  
http://batemanhornecenter.org/wp-content/uploads/2016/09/NASA-LeanTest-Instructions-April-2018.pdf 

" Campbell B, Lapp C. Treating Chronic Fatigue Syndrome and Fibromyalgia. Guidance on Pacing.  
http://www.treatcfsfm.org/submnu-Activity-Adjustments-88.html  

 

Authored by the U.S. ME/CFS Clinician Coalition, a group of US clinical disease experts who have collectively spent 
hundreds of years treating many thousands of ME/CFS patients. They have authored primers on clinical 
management, have served on CDC medical education initiatives, and are actively involved in ME/CFS research.  

Ms. Mary Dimmock and Lily Chu, MD, MSHS helped compile the information in this summary.  


