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Table S2. List of Delphi-style statements that did not reach consensus

Round 2

Defining Long COVID as the persistence of symptoms beyond 8 weeks from the acute infection, with no other
explanation is also a valid definition of Long COVID.

The definition of Long COVID should also include exacerbation of preexisting conditions following COVID-19 (e.g.
flares of pre-existing autoimmune disease, worsening of postural orthostatic tachycardia syndrome [POTS], viral
reactivation, worsening of asthma and allergies).

Long COVID should be defined differently for children and adults.

The definition of Long COVID in children should recognise an impairment in day-to-day functioning (different from
the Delphi definition for adults).

Long COVID biomarkers are important for diagnosis of the disease, despite its complexity.

In clinical assessment of Long COVID, it is important to perform cardiopulmonary exercise testing to evaluate
respiratory capacity.

In treating Long COVID it is important to consider treatment of SARSCoV-2 viral persistence with antiviral
medication.

Antidepressant medications can be useful for treatment of Long COVID.
In treating Long COVID it is important to consider use of anti-platelet drugs.
Statins can be useful to treat Long COVID.

Smell training, vitamin A (oil nasal drops), and steroid nasal rinses can be useful for treating olfactory dysfunction
in Long COVID.

Pharmacological agents like bupropion, venlafaxine, modafinil or amantadine can be useful for treating Long
COVID symptoms.

Selective serotonin re-uptake inhibitors (SSRIs) can be useful for treating Long COVID patients.
Yoga and Tai Chi can be useful in treating some Long COVID patients.

The use of combined nattokinase and/or serrapeptase can be useful in treating some Long COVID patients.




Hyperbaric oxygen therapy can be useful in treating some Long COVID patients.
Paxlovid can be useful in treating some Long COVID patients.

Duloxetine can be effective in treating peripheral neuropathy Long COVID.
Re-imaging can be useful to measure the effect of Long COVID treatment.

Repeating the cardiopulmonary exercise test (CPET) can be useful to measure the effect of Long COVID
treatment.

Long COVID can improve with vaccination.

Round 3

Because of the heterogeneity of health problems that occur after COVID-19, the term “Post COVID Conditions”
should be used instead of “Long COVID,” even if SARS-CoV?2 viral/antigen persistence is a potential cause of

some of those health problems.

Long COVID includes the exacerbation of pre-existing symptoms or a pre-existing medical condition for at least 8-
12 weeks after COVID-19.

Long COVID includes abnormalities in laboratory tests (i.e. liver or kidney function tests) that appear during or
within 3 months of acute COVID-19 and persist for at least 8-12 weeks, whether or not there are symptoms or
functional disabilities.

Long COVID includes new onset of a specific disease entity i.e. with a pre-pandemic ICD code, that starts within 3
months after acute COVID-19. Examples include diabetes, hypertension, migraine headache, and autoimmune or
allergic diseases.

The criteria for diagnosing Long COVID in adults should be the same as the criteria for diagnosing Long COVID in
children.

The diagnosis of Long COVID requires that the person have laboratory confirmation of COVID-19 infection during
a period of 4-8 weeks prior to the onset of symptoms.

Evaluation of gut / nasal / oral / vaginal microbiome dysbiosis, with a particular focus on acetaldehyde producing
vs. metabolising species, should be investigated as a diagnostic tool for Long COVID.

Pharmacological agents that promote wakefulness and/or are CNS stimulants can be useful for managing fatigue,
hypersomnolence, and cognitive dysfunction in Long COVID patients.

Yoga and Tai Chi can be useful in managing symptoms in some patients with Long COVID.
Electronic devices that stimulate the Vagus nerve can be useful in treating patients with Long COVID.
Melatonin can be useful as an anti-inflammatory and antioxidative agent in patients with Long COVID.

Hyperbaric oxygen therapy can be useful in treating a subgroup of Long COVID patients with cognitive dysfunction
and evidence of end-organ hypoxia e.g. decreased left ventricular function.

Certain professions (e.g. airline pilots, medical professionals, professional drivers) should be routinely tested for
Long COVID-induced cognitive impairment after infection and reinfection if validated tests become clinically
available.

Table S3. Summary of Approaches to Treatment and Evaluation Derived from the
Consensus and Listed by Topic and Consensus Level



Expert Views on Treatment Recommendations

Consensus Level

Tailored to history and physical examination A
Multidisciplinary team management A
Treatment for POTS A
Sleep disturbance/disorders A
Identification of new onset diabetes dyslipidaemia, and modification of previous pre- A
existing comorbidities

New onset hypertension A
Psychological support and evaluation of mental health with targeted treatments of the A
pathophysiology

MOCA and MMSE are NOT appropriate. More comprehensive and potentially repeated A
neurocognitive evaluation are required

Fatigue assessment tools (e.g. Epworth Sleep Scale, Fatigue Severity Scale, etc) A
Paediatric patients outcomes including school attendance, resuming sport, musical A
and other activities at a previous level, should considered as good measure of

treatment success

Treatment of clotting abnormalities B
Treatment of mast cell activation B
Treatment of resting tachycardia B
Treatment of myocarditis and /or pericarditis B
Treatment of gut dysbiosis B
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Specific Drug Recommendations

Modulation of autonomic nervous system
(e.g. Midodrine, Ivabradine, Beta-blockers)

Non-opioid drugs for small fibre neuropathic pain

Antidepressants in conjunction with other psychological therapies

Therapies targeted at endothelial injury

Anticoagulants in a sub-population where appropriate diagnostic tests for thrombotic
endotheliitis are available when overseen by an experienced clinician

Adjunctive Therapeutic Recommendations

Wearable devices to track heart rate variability

Cardiac and Respiratory pathology should be excluded prior to recommending graded
exercise testing

Additional therapies that might be considered

Biomarkers are important for treatment

Pain medication can be useful

Nutritional and dietary changes (e.g. Probiotics Vit B Complexes

Graded exercise in those with POTS and or PESE

Pulmonary rehabilitation

Melatonin for Long COVID insomnia
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Vagus nerve therapies (e.g. cold exposure, breathwork, mindfulness, compression
wear, trauma release, vagus nerve stimulators)

Anticoagulant-antiplatelet drugs

Medications for gastroparesis and hyperacidity

Treatment of viral persistence with anti-viral drugs

Repeated haemostatic tests for coagulopathy can be useful to measure the effect of
Long COVID treatment

Evaluation Tools

MOCA and MMSE are NOT appropriate. More comprehensive and potentially repeated
neurocognitive evaluation are required

Fatigue assessment tools (e.g. Epworth Sleep Scale, Fatigue Severity Scale, etc)

Paediatric patients outcomes including school attendance, resuming sport, musical
and other activities at a previous level, should considered as good measure of
treatment success

Symptom Burden Questionnaire for Long COVID (SBQ-LC) can be used to monitor the
effect of treatment in patients with Long COVID

Re-imaging for specific Long COVID complications such as pulmonary embolism,
myocarditis, and heart failure can be useful to monitor the response to treatment in
patients with Long COVID

If available, repeat measurement of markers of endothelial dysfunction, platelet
hyperactivation and abnormal clotting physiology (such as vWF, sCD40 ligand, VEGF
& micro-clot detection) can be useful to track the effect of some Long COVID
treatments
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If determined safe and appropriate following detailed screening for post-exertional B
malaise (PEM), repeat cardiopulmonary exercise testing (CPET) can be important to
monitor changes in VO2 max and anaerobic threshold and to measure the
effectiveness of treatments (including rehabilitation programmes) in Long COVID

Table S4. List of preliminary round questions

A Consensus on best practices in diagnosis and treatment of Long COVID

QUESTIONS (initial round to build consensus statements)
PLEASE NOTE: Sections A-C are for physicians treating Long COVID patients. Researchers, please
answer applicable questions in A and D.

A) General Questions

A1) How many patients with Long COVID/post-COVID complications do you treat monthly?
New patients
Recurring patients

A2) Which definition of Long COVID do you use for diagnosis?
WHO definition

Time from infection

Other

A3) What terminology do you use describe the illness?
PASC _

PCS___

Long-COVID

Other

A4) Please indicate if you are practicing as a (mark all that apply)
private physician ___, a public ___ physician, or a researcher ____

A5) Gender, ethnicity, age, continent? Optional.
F_M__

Ethnicity:

Age:

Continent of residence:

A7) Do you record current medications both prescribed and over the counter? Yes __ No

No

A9) After filling out this questionnaire, please tell us what other topics should we include in these questions?

AB) Do you ask patients if they have had acute COVID, if they have been vaccinated, and when? Yes __ No

A8) Do you record underlying or previously diagnosed medical conditions when diagnosing long COVID? Yes
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B) Questions about diagnosis of Long COVID

B1) Do you use any long-COVID-specific biomarkers to help confirm diagnosis? Yes __ No ___
Please check those you use.

Platelet activation markers ___

Microclotting __
Cytokines

Other ___, please list

B2) Do you use validated questionnaires? Yes __ No ___
If so, please list

B3) Do you use a functional ability scale?
Yes __ No__
If so, please list

B4) Do you perform neurocognitive function tests? Yes _ No ___
If yes, please list

B5) Do you perform a bedside test to diagnose orthostatic intolerance?
Yes __ No__

B6) Do you screen for organ, circulatory, or immune dysfunction?
Yes __ No___

B7) The following is a list of symptoms by area of the body. Please indicate with an x those which you routinely
screen for or ask new patients about.

Body System

General

Post-exertional malaise

Fatigue and functional ability and post-
exertional symptom exacerbation (PESE)
Persistent fevers

Neurological/Brain

Sleep disruption

Headache

Seizures

Cognitive dysfunction (“brain fog’)
Mood changes

Depersonalisation

Vision/eyes

Light sensitivity

Sound sensitivity

Hearing

Vertigo

Loss of / altered sense of smell
Voice / phonation

Dry eyes / dry mouth

Facial weakness or loss of sensation in face? ?
Swallowing

Temperature dysregulation
Changes in sweating

Cardiorespiratory
Dizziness on standing
Palpitations




Blood pooling in limbs

Chest pain

SOB

Pins and needles in hands/feet or around lips

Vascular

Limb pain or heaviness
Nail changes
Raynaud’s

Hair loss

‘Blotchy skin’

Vascular rash

COVID toes

Gastrointestinal

Changes in bowel habits
Abdominal pain

Food regurgitation / vomiting
New food intolerances
Changes in weight

Allergy

Skin rashes

Joint pain

Muscle aches pain
Respiratory

Genitourinary

Sexual function
Changes in menstruation
(if applicable)

Loss of libido

Erectile dysfunction

Urinary
Bladder dysfunction

Endocrine
Tremors (sign of thyroiditis)
Polyuria/polydipsia (diabetes)

OTHER
Please describe any other symptoms not captured above:

B8) Do you use imaging studies? Yes _ No___
If yes, please check those used.

MRI

Xray

CT___

Ultrasound

PET Scanning ____

Elastography

Other, please list

C) Questions concerning treatment of Long COVID
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C1) Which conditions do you treat for Long COVID
MCAS ___

POTS

Abnormal clotting pathology

Viral persistence

Other

C2) Do you use other treatments not included above (for example: graded exercise, antidepressants, etc). Yes
No
If so, please list.

C3) Which treatments do you find lead to the best patient outcomes?

C4) Is there a treatment you would like to use, but you are unable to for any reason? Yes __ No
If so, what is it?

C5) Do you measure the effect of treatment? Yes __ No ___
If so, how? (Please give examples).

C6) Do you refer patients for sleep evaluation and treatment? Yes __ No

D) Questions related to research of Long COVID

D1) Where should long COVID research be focused? Check as many as apply.
Vascular

Neurological ____

Immune system

Autoimmunity

Effect of reinfection

Antivirals

Long COVID in children

Sleep
Hypermobility
Exercise physiology
Other (please list)

D2) What should be researched in the immune system related to long COVID? Please check all that apply.
Role of cytokines

Tcells,Bcells

Dendritic cells

Mast cells

Platelets

Microclots

Endothelial dysfunction
Microglia and blood brain barrier
Hyperlipidaemia

Inflammation

Other, please list

D3) What organs or systems appear to be affected in Long COVID, but do not show up on initial symptoms?
Please list all that apply.

For example,

Liver

Pancreas

Kidneys

Skin

Autonomic nervous system
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Long-term heart or lung disease ____
Reproductive organs
Other, please list

D4) What aspects of long COVID should be researched in specifically in children vs adults? Check as many as
apply.

Impact on education ____

PANS

Longevity of the problem

Effect of vaccine on long COVID prevalence and severity

Psychological issues

ADHD ___
Diabetes
Other, please list

D5) Should the importance of previous, ongoing, or coinfections with other pathogens on long COVID be a major
research area? Yes __ No ___

D6) What are the most important research issues to address with long COVID.
Developing approaches to stop transmission __

Developing new/better approaches to treat the disease ___

Please comment

D7) Should governments or corporate entities contribute to the funding of long COVID research? Yes  No

Table S5. List of Statements and open questions for round 2
I Background

1. Your specific responses will remain confidential. Your name and affiliation will only be used to identify you as a respondent to the
executive committee. When the manuscript is written, you be given a chance to comment and will need to consent to being a
coauthor.

Name:
Affiliation:

2. What are your key areas of expertise (mark more than one if appropriate):

A.  Scientific research

B.  Lived experience of Long COVID

C. Carer/family member of a person with long COVID

D.  Clinical management

E.  Allied health services

Answer question 3 only If you are involved in clinical management of Long COVID
Tell us how many Long COVID patients per week you diagnose and/or treat.

None

1-10

11-25

26-40

More than 40

moow>»w

1. Long COVID definition

4. The WHO defines Long COVID as “the continuation or development of new symptoms 3 months after the initial SARS-CoV-2 infection,
with these symptoms lasting for at least 2 months with no other explanation."
This is a valid definition of Long COVID.

A Strongly agree

B Agree

C. Neither agree nor disagree
D Disagree

E Strongly disagree
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Defining Long COVID as the persistence of symptoms beyond 8 weeks from the acute infection, with no other explanation
is also a valid definition of Long COVID.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

The definition of Long COVID should also include exacerbation of pre-existing conditions following COVID-19 (e.g. flares of
pre-existing auto-immune disease, worsening of postural orthostatic tachycardia syndrome [POTS], viral reactivation,
worsening of asthma and allergies).

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

The Long COVID definition should also include a criterion for significant functional impairment from baseline (including
reduction in effort tolerance, even without additional new symptoms)

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

At the present time, there are different long COVID definitions for adults and children. The current Delphi research definition for

Post COVID-19 Condition in children, as published by Stephenson et al. (2022) is: Post-COVID-19 condition occurs in
young people with a history of confirmed SARS-CoV-2 infection, with at least one persisting physical symptom for a
minimum duration of 12 weeks after initial testing that cannot be explained by an alternative diagnosis. The symptoms
have an impact on everyday functioning, may continue or develop after COVID infection, and may fluctuate or relapse over
time. The positive COVID-19 test referred to in this definition can be a lateral flow antigen test, a PCR test or an antibody
test.

Please indicate your level of agreement with the following statements:

mMoN®wp®
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10.

Long COVID should be defined differently for children and adults.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

The definition of Long COVID in children should recognise an impairment in

ay-to-day functioning (different from the Delphi definition for adults).

Strongly agree

Agree

Neither agree nor disagree
Disagree

Strongly disagree

What do you think the ideal of long-covid definition should be?

Please comment:

11. Do you have any further comments on the background and definition of Long COVID?
Comment:

lll. Diagnosis and clinical as ment of Long Covid

12. Long COVID biomarkers are important for diagnosis of the disease, despite its complexity.
A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

13.  Validated questionnaires are important in the assessment of Long COVID.

A. Strongly agree

B. Agree
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Neither agree nor disagree
Disagree
Strongly disagree

A functional ability/capacity evaluation is important in the assessment of Long COVID.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Neurocognitive testing is important for the assessment of Long COVID.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

It is important to take into account a person’s self-reported cognitive difficulties even if their performance on standard cognitive tests
is within normal limits.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Clinical assessment of Long COVID should examine the change in a person’s functional abilities from their previous baseline, as well as
the cost of maintaining functioning (e.g. more effort and/or time required, and physical or cognitive exhaustion following tasks).
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Bedside tests to diagnose orthostatic intolerance are important in the assessment of Long COVID.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Screening for organ and circulatory dysfunction is important in the assessment and management of Long COVID.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Screening for immune dysfunction/dysregulation is important in the assessment and management of Long COVID.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In diagnosing Long COVID patients it is important to screen for general symptoms including fatigue, post-exertional malaise
(PEM)/post-exertional symptom exacerbation (PESE), and persistent fevers.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In diagnosing Long COVID patients it is important to assess neurological/brain symptoms including sleep disruption, headache,
seizures, cognitive dysfunction, mood changes, sensitivity to stimuli of the senses, hearing, vertigo, loss of smell/taste, dry eyes or
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mouth, temperature dysregulation, paresthesias, changes in sweating, syncope, tremor/internal vibrations, hallucinations, depression
and anxiety.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In diagnosing Long COVID patients it is important to assess cardiorespiratory symptoms including dizziness on standing, palpitations,
chest pain, SOB, cough, wheezing, and tachycardia with modest exertion.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In diagnosing Long COVID patients it is important to assess vascular symptoms including limb pain or heaviness, nail changes,
Raynaud’s syndrome, hair loss, blotchy skin, vascular rash, and COVID toes.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In diagnosing Long COVID patients it is important to assess gastrointestinal symptoms including changes in bowel habit, abdominal
pain, nausea, bloating, food regurgitation or vomiting, new food intolerances, and changes in weight.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In diagnosing Long COVID patients it is important to assess allergy symptoms including hives, anaphylaxis, new onset or worsening of
existing allergies, dermatographism, nasal congestion or rhinorrhea, atopy, rashes, diarrhea, and joint pain.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In diagnosing Long COVID patients it is important to assess genitourinary symptoms including sexual dysfunction, menstrual changes,
loss of libido, urinary frequency, dysuria, and problems with bladder emptying.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In diagnosing Long COVID patients it is important to screen for orthostatic intolerance and dysautonomia, including postural
orthostatic tachycardia syndrome (POTS).

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In diagnosing Long COVID patients it is important to assess endocrine symptoms, for example weight loss/gain, tremors,
polyuria/polydipsia (diabetes), premature menopause.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In assessing Long COVID patients it is important to use imaging studies for persistent and unexplained symptoms
Strongly agree
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B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

31.  Evaluation of all aspects of Long COVID should account for the fluctuating nature of many symptoms and recognise the need for
repeated measurements to capture clinical findings (e.g. autonomic dysfunction, cognitive difficulties).

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

32. Inclinical assessment of Long COVID, it is important to evaluate for sleep disturbances.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

33. Inclinical assessment of Long COVID, it is important to perform cardiopulmonary exercise testing in long covid to evaluate respiratory
capacity,

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

34. Do you have any comments or additional topics to be considered in the diagnosis or diagnostic tools for Long COVID?

Comment:

IV. Treatment of Long COVID

Treatment considerations

35.

moowx

Long COVID biomarkers are important for treatment of the disease, despite its complexity.
Strongly agree
Agree
Neither agree nor disagree
Disagree
Strongly disagree

Multidisciplinary teams (MDTs) are a useful model for care of Long COVID.
Strongly agree
Agree
Neither agree nor disagree
Disagree
Strongly disagree

In treating Long COVID it is important to consider treatment of orthostatic intolerance and dysautonomia, including postural
orthostatic tachycardia syndrome (POTS).

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In treating Long COVID it is important to consider treatment of abnormal clotting pathology.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In treating Long COVID it is important to consider treatment of mast cell activation syndrome.
Strongly agree
Agree

21



C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

40. Intreating Long COVID it is important to consider treatment of SARS-CoV-2 viral persistence with antiviral medication.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

41. Intreating Long COVID it is important to consider treatment of resting tachycardia.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

42. Intreating Long COVID it is important to consider treatment of myocarditis/pericarditis.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

43. Intreating Long COVID it is important to consider treatment of gut dysbiosis.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

44. In treating Long COVID is important to treat sleep disturbances

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

45.  In treating Long COVID it is important to consider treatment of newly identified diabetes and/or dyslipidemia, or consider modifying
the treatment of pre-existing diabetes and/or dyslipidemia.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

46. Intreating Long COVID it is important to consider treatment of newly identified pain, or consider modifying treatment of pre-existing
pain.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

47. Intreating Long COVID it is important to consider treatment of newly identified blood pressure abnormalities, or consider modifying
treatment of pre-existing abnormalities.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

Treatment approaches

48. Treatments should be tailored to the history and clinical examination
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Strongly agree

Agree

Neither agree nor disagree
Disagree

Strongly disagree

Cardiac or respiratory pathology should be ruled out before prescribing graded exercise therapy.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Pain medications can be useful for treatment of pain in Long COVID.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Antidepressant medications can be useful for treatment of Long COVID.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

In treating Long COVID it is important to consider use of anti-platelet drugs.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Statins can be useful to treat Long COVID.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Smell training, vitamin A (oil nasal drops), and steroid nasal rinses can be useful for treating olfactory dysfunction in Long COVID.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Pharmacological agents like bupropion, venlafaxine, modafinil or amantadine can be useful for treating Long COVID symptoms.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Selective serotonin reuptake inhibitors (SSRIs) can be useful for treating Long COVID patients.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree
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Nutritional and diet changes and nutritional supplements (such as vitamin B group) can be useful in treating some Long COVID
patients.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Yoga and Tai Chi can be useful in treating some Long COVID patients.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Graded exercise can be useful in treating some Long COVID patients who do not have post exertional malaise (PEM) or post
exertional symptom exacerbation (PESE).

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Vagus nerve therapies (eg. cold exposure, breathwork, mindfulness, compression wear, trauma release, vagus nerve stimulators) can
be useful in treating some Long COVID patients.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Pulmonary rehabilitation can be useful in treating some Long COVID patients.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Melatonin can be useful in treating some Long COVID patients.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Use of combined nattokinase and/or serrapeptase can be useful in treating some Long COVID patients.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Hyperbaric oxygen therapy can be useful in treating some Long COVID patients.
Strongly agree

Agree

Neutral

Neither agree nor disagree

Disagree

Strongly disagree

Drugs that modulate the autonomic nervous system (e.g. ivabradine, beta blockers, midodrine) can be useful in treating some Long
COVID patients.

Strongly agree

Agree

Neither agree nor disagree

Disagree
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E. Strongly disagree

66.  Anticoagulant drugs can be useful in treating some Long COVID patients.
A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

67. Paxlovid can be useful in treating some Long COVID patients.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

68.  Duloxetine can be effective in treating peripheral neuropathy Long COVID.
A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

69. Drugs for treatment of gastroparesis and hyperacidity (e.g. proton pump inhibitors, H2-blockers) can be useful in treating Long COVID
A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

70. Do you have any comments or further suggestions in the treatment of Long COVID?
Comments:

Measuring the effect of treatment

The Symptom Burden Questionnaire for Long COVID (SBQ-LC) can be used to monitor the effect of treatment in patients with Long
COVID.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Cognitive screening tools (e.g. Montreal Cognitive Assessment or Mini-Mental State Examination) can be useful to measure the
effects of Long COVID treatments.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Fatigue assessment tools (e.g. Epworth Sleep Scale, Fatigue Severity Scale, etc.) can be useful to measure the effects of Long COVID
treatments.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Re-imaging can be useful to measure the effect of Long COVID treatment.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree
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79.

Comments:

V. Research areas for long COVID

Follow-up (repeat) examination with cognitive screening tools and physical examination can be useful to measure the effect of Long
COVID treatment.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

For pediatric patients, back to school attendance, resuming sport, musical and other activities as normal might be a good measure of
successful treatment.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Repeated haemostatic tests for coagulopathy can be useful to measure the effect of Long COVID treatment.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Repeating the cardiopulmonary exercise test (CPET) can be useful to measure the effect of Long COVID treatment.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Do you have any comments or further suggestions to best evaluate treatment(s) for Long COVID?

General research questions

Research into the pathomechanism(s) of Long COVID, including relevant organ systems, is of paramount importance to long-term
treatment goals.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Research into Long COVID should investigate the impact on previous or ongoing infections with other pathogens (e.g. co-infections,
viral re-activation).

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Research into Long COVID should assess the impact of COVID-19 on increased susceptibility to infection in the post-COVID period.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Research into treatments for Long COVID is vitally important
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree
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84.  Reducing transmission of SARS-CoV-2 will lower the incidence of Long COVID.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

85.  Engineering to clean indoor air is an engineering issue that should be priotitised to lower the incidence and COVID and therefore Long
CoVID.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

86. Reducing transmission of SARS-CoV-2 will lower the incidence of Long COVID, but doing so is a political issue.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

87. If you like, please comment or make suggestions on general areas of research in Long COVID.

Comments:

Specific areas of Long COVID research

A major target area of research should be on the effects of COVID/Long COVID on the immune system.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Viral persistence as a potential mechanism for Long COVID should be researched..
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the effects of COVID/Long COVID on the neurological system.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the effects of COVID/Long COVID on the cardiac and vascular systems.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the effects of COVID/Long COVID on autoimmunity.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the effects of COVID/Long COVID on the respiratory system.
Strongly agree
Agree
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Neither agree nor disagree
Disagree
Strongly disagree

A major target area of research should be on the effects of SARS-CoV-2 reinfections on COVID/Long COVID.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the effects of antivirals on COVID/Long COVID.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the effects of COVID/Long COVID in children.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the effects of COVID/Long COVID on sleep.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the effects of COVID/Long COVID on viral reactivation oncogenesis.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the effects of COVID/Long COVID on the autonomic nervous system, including the vagus
nerve.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the relationship between COVID/Long COVID and oral health including the oral
microbiome and periodontal disease.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the effects of COVID/Long COVID on glucose and lipid metabolism.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target area of research should be on the effects of COVID/Long COVID on acute and prolonged states of inflammation.
Strongly agree

Agree

Neither agree nor disagree
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D. Disagree

E. Strongly disagree

103. All systems in the body need to be considered in the research of Long COVID.

A. Strongly agree

B. Agree

C. Neither agree nor disagree

D. Disagree

E. Strongly disagree

104. |If you like, please comment or make suggestions on specific areas of research in Long COVID.
Comments:

Organ and body damage

105.
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107.

Damage to the liver, pancreas, kidneys, and/or skin might occur in COVID/Long COVID but may not always appear with initial
symptoms or within the first few months.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Damage to the nervous system might be incurred by COVID/Long COVID but does not always appear with initial symptoms.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Damage to the patient’s endothelium and/or microvasculature might occur in COVID/Long COVID but does not always appear with
initial symptoms.

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Covid-19 may cause direct damage to cardiomyocytes. This may occur in the absence of a rise in cardiac biomarkers such as troponin.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Covid-19 may result in reduced pulmonary function or pulmonary fibrosis.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Covid-19 may be associated with a higher risk of dementia or acceleration of dementia.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Covid-19 may cause type 1 or type 2 diabetes
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree
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112. If you like, please comment or make suggestions on research in Long COVID related to organ or body damage.
Comments:

Children and young people

113. The impact of Long COVID on children's attendance of and performance in school should be researched.

A. Strongly agree

B. Agree

C. Neither agree nor disagree
D. Disagree

E. Strongly disagree

114. The effect of vaccination and boosters on Long Covid incidence and severity in children should be researched.

A Strongly agree

B. Agree

C. Neither agree nor disagree
D Disagree

E Strongly disagree

115. The impact of Long Covid on the developing brain in children should be researched.

A Strongly agree

B. Agree

C. Neither agree nor disagree
D Disagree

E Strongly disagree

116. The impact of Long Covid on the mental health of children should be researched.

A Strongly agree

B. Agree

C. Neither agree nor disagree
D Disagree

E Strongly disagree

117. The impact of Long Covid on new onset diabetes in children should be researched.

A Strongly agree

B. Agree

C. Neither agree nor disagree
D Disagree

E Strongly disagree

118. The impact of Long Covid on the development of narcolepsy and sleep disordered breathing in children should be researched.

A Strongly agree

B. Agree

C. Neither agree nor disagree
D Disagree

E Strongly disagree

119. The impact of Long Covid on the immune systems of children should be researched.

A Strongly agree

B. Agree

C. Neither agree nor disagree
D Disagree

E Strongly disagree

120. The long-term impact of Long Covid on children should be researched.

A. Strongly agree

B. Agree

C. Neither agree nor disagree
D. Disagree

E. Strongly disagree

121. |If you like, please comment or make suggestions on research concerning Long COVID in children and young people.
Comments:

Vaccination and Long COVID

122. Long COVID-like symptoms can occur following vaccination.
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moow>

123.

moow>

124.

moo®x

125.

moow>

126.

mo o>

127.

Strongly agree

Agree

Neither agree nor disagree
Disagree

Strongly disagree

Vaccination can cause ongoing symptoms in some people, and this should be researched.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Long COVID can improve with vaccination
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Where vaccination has led to or impacted Long COVID symptoms this should be carefully researched and patient risks from different
vaccines identified to inform guidelines

Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Where vaccination has led to vaccine injury or impacted Long COVID symptoms this should be treated
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

If you like, please comment or make suggestions on research concerning Long COVID and vaccination.

Comments:

VI. Who should fund Long COVID research?

128.

moow>

129.

moo®w>

130.

moow>

Governments have a responsibility to contribute to the funding of Long COVID research.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

Corporate entities have a responsibility to contribute to the funding of Long COVID research.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

All funding towards Long COVID research should be funded in a transparent manner.
Strongly agree

Agree

Neither agree nor disagree

Disagree

Strongly disagree

A major target for research should be the economic and societal impacts of Long COVID.
Strongly agree
Agree
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C. Neither agree nor disagree
D. Disagree
E. Strongly disagree

132. If you like, please comment or make suggestions on research concerning Long COVID funding and economic impacts.
Comments:

Table S6. List of statements for round 3 of the survey

WHN Long Covid Delphi Consensus Round 3 (statements were given a choice of Strongly agree, Agree, Neither agree nor
disagree, Disagree, Strongly disagree

Q1. Your specific responses will remain confidential. Your name and affiliation will only be used to identify you as a
respondent to the executive committee. When the manuscript is written, you will be given a chance to comment and will need
to consent to being a coauthor at that time. You can read the terms of the Conditions of Consent here. Do you agree with the
Consent Information Sheet? If you agree to participate, please continue the e-survey. If you do not wish to participate,
please exit the survey.

Q2. Because of the heterogeneity of health problems that occur after COVID-19, the term “Post COVID Conditions” should be
used instead of “Long COVID,” even if SARS-CoV?2 viral/antigen persistence is a potential cause of some of those health
problems.

Q3. As Long COVID is a broad and inclusive term, it is valuable to create subcategories based on phenotype/endotype.
Q4. Acknowledging that many clinical phenotypes of Long COVID align with established syndromes such as post-intensive
care syndrome, ME/CFS, and POTS, it is important to recognize that these conditions may have distinct pathophysiologic
mechanisms.

Q5. The term Long COVID should be used for those that have persistent or relapsing and remitting functional impairment.
Q6. Long COVID is triggered by SARS-CoV?2 infection; the resulting pathophysiology may include immune-mediated multi-
organ inflammatory changes, endothelial dysfunction, hypercoagulability, microclotting, and downstream effects on
mitochondrial dysfunction.

Q7. Long COVID best describes the persistence of symptoms that started with COVID-19 and have failed to resolve 8 weeks
after the onset of the illness.

Q8. Long COVID includes any new symptoms with onset after acute COVID-19, whether those symptoms appear during the
acute infection or have their onset within a period of 12 weeks after the acute infection and persist for at least 8 weeks.

Q9. Long COVID includes the exacerbation of pre-existing symptoms or a pre-existing medical condition for at least 8-12
weeks after COVID-19.

Q10. Long COVID is characterized by the persistence of symptoms and signs for at least 3 months after the onset of initial
symptoms or a recurrence within 2 months after the resolution of acute COVID. The evolving nature of symptoms during the
course of the illness contributes to a reduction in functional capacity and overall health compared to the pre-infection state,
potentially exacerbating pre-existing health conditions.

Q11. Long COVID includes impairment in any area of function e.g. physical or cognitive, that follows acute COVID-19 and
persists for at least 8-12 weeks, independent of symptoms.

Q12. Long COVID includes abnormalities in laboratory tests (i.e. liver or kidney function tests) that appear during or within 3
months of acute COVID-19 and persist for at least 8-12 weeks, whether or not there are symptoms or functional disabilities.
Q13. Long COVID includes new onset of a specific disease entity i.e. with a pre-pandemic ICD code, that starts within 3
months after acute COVID-19. Examples include diabetes, hypertension, migraine headache, and autoimmune or allergic
diseases.

Q14. The criteria for diagnosing Long COVID in adults should be the same as the criteria for diagnosing Long COVID in
children.

Q15. Long COVID is evident in young individuals with a documented history of SARS-CoV-2 infection, displaying at least one
enduring physical, cognitive, or neuropsychiatric symptom that persists for a minimum of 8-12 weeks after the initial infection,
where other causes have been excluded.

Q16. It is important to recognize that Long COVID is an umbrella term encompassing several different disorders including e.g.
dysautonomia, neuroinflammation, endothelial dysfunction, hypercoagulation, impaired fibrinolysis, mast cell disorders, and
mitochondrial dysfunction. It is therefore important to establish a minimum Long COVID diagnostic workup for these
conditions.

Q17. Long COVID is not a singular disease entity; it comprises distinct yet related virally triggered host response pathways.
Proper diagnosis is crucial, considering conditions like virally induced POTS, MCAS, acquired vascular phenotype, post-
COVID neuroinflammation, and post-COVID myocarditis. Recognizing each diagnosis separately is essential as treatments
differ with each.
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Q18. It is important that clinicians realise that most standard screening tests will come back normal and specific tests are
needed for diagnosis of various pathologies in Long COVID.

Q19. The diagnosis of Long COVID requires that the person have laboratory confirmation of COVID-19 infection during a
period of 4-8 weeks prior to the onset of symptoms.

Q20. The diagnosis of Long COVID does not require that the person have laboratory confirmation of COVID-19 infection
during a period of 4-8 weeks prior to the onset of symptoms.

Q21. There is a need to educate all health care workers about the possible complications following SARS-CoV-2 infection and
to ensure that patients are listened to, appropriately investigated and supported.

Q22. Diagnostic investigations should be tailored to the symptoms of each patient.

Q23. Clinically validated Long COVID-specific biomarkers, when available, will play a role in the diagnosis of Long COVID,
despite the complexity of the disease.

Q24. Novel tests for microclot formation need to be further validated and integrated into clinical use as potential vascular
biomarkers of Long COVID.

Q25. Emergent biomarkers of neuroaxonal or glial fibrillary damage, such as NfL and GFAP, can be important in diagnosing
Long COVID.

Q26. It is important to ask Long COVID patients about changes in their ability to perform activities of daily living (ADLs) to
understand disease severity.

Q27. It is essential to screen for appropriate categories of cardiovascular disease relevant to a patient’s clinical presentation in
the workup of Long COVID.

Q28. Assessment of endothelial function and platelet hyperactivation should be routinely carried out in Long COVID patients
as part of the workup and ongoing management when these tests become available to clinicians in the future.

Q29. In diagnosing Long COVID, testing for thrombophilias or indicators for increased clotting risk (i.e. Factor V Leiden, anti-
phospholipid antibodies, homocysteine, prothrombin, hemochromatosis testing, etc.) can be helpful.

Q30. In the clinical and diagnostic assessment of Long COVID pathophysiology, cardiopulmonary exercise testing (CPET) can
be used to evaluate cardiorespiratory function and functional capacity in patients for whom the testing is safe and appropriate.
Q31. Evaluation for neuropsychiatric manifestations, such as anxiety, depression, sleep disturbance, cognitive disturbance,
and/or ADHD should be part of a comprehensive assessment of Long COVID patients.

Q32. It is important to evaluate for symptoms of perimenopause, premature onset menopause and worsening of existing
menopause in females as part of Long COVID evaluation, as there is some data showing that COVID-19 can trigger hormonal
changes.

Q33. Careful assessment for autoimmune, cardiorespiratory, endocrine, and other post-COVID complications across body
systems is an important part of the management of Long COVID.

Q34. Screening for iron deficiency can be useful as part of a comprehensive assessment in Long COVID.

Q35. In treating Long COVID it is important to consider treatment of SARS-CoV-2 viral persistence with treatments that have
antiviral effects.

Q36. Non-opioid pain medications can be useful for treatment of e.g. small fibre neuropathy pain and headache in Long
COVID.

Q37. Psychological therapies can be useful in supporting the mental health of those with Long COVID in conjunction with
treatments that target the pathophysiology.

Q38. Antidepressants can be useful in supporting the mental health of those with Long COVID where appropriate, and in
conjunction with other treatments that target the pathophysiology.

Q39. Therapies directed at endothelialitis or endothelial injury are useful in treating Long COVID.

Q40. Pharmacological agents that promote wakefulness and/or are CNS stimulants can be useful for managing fatigue,
hypersomnolence, and cognitive dysfunction in Long COVID patients.

Q41. Nutritional and diet changes and nutritional supplements (such as B vitamins and probiotics) can be useful in managing
symptoms in some patients with Long COVID.

Q42. Yoga and Tai Chi can be useful in managing symptoms in some patients with Long COVID.

Q43. Treatments that target Vagus nerve dysfunction can be useful in managing Long COVID symptoms.

Q44. Therapies that stimulate the Vagus nerve and/or promote parasympathetic activation of the autonomic nervous system
(e.g. mindfulness, breathwork, cold water exposure, cryotherapy, trauma release, cranial osteopathy, acupuncture) can be
useful in treating patients with Long COVID.

Q45. Electronic devices that stimulate the Vagus nerve can be useful in treating patients with Long COVID.

Q46. Wearable devices that track heart rate variability (HRV) are useful to guide the pacing of activity and exertion in Long
COVID.

Q47. Pulmonary rehabilitation (an established exercise training and education programme for people with structural lung
disease) is not indicated for the majority of people with Long COVID related breathlessness.
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Q48. Melatonin can be useful in treating Long COVID related insomnia.

Q49. Melatonin can be useful as an anti-inflammatory and antioxidative agent in patients with Long COVID.

Q50. Hyperbaric oxygen therapy can be useful in treating a subgroup of Long COVID patients with cognitive dysfunction and
evidence of end-organ hypoxia e.g. decreased left ventricular function.

Q51. Anticoagulant and antiplatelet drugs can be used to treat a sub-population of patients with Long COVID, as long as

appropriate diagnostic tools for thrombotic endothelialitis are available and treatment is overseen by an experienced clinician.

Q52. Drugs for treatment of gastroparesis e.g. metoclopramide, domperidone, pyridostigmine, can be useful in treating Long
COVID patients with dysautonomia.

Q583. Cognitive screening tools such as the Montreal Cognitive Assessment (MOCA) or the Mini Mental State Exam (MMSE)
may not be appropriate for testing of cognitive disturbance in patients with Long COVID. More comprehensive cognitive
testing, sometimes performed on more than one occasion, may be required to detect & assess the severity of cognitive
dysfunction in Long COVID patients.

Q54. Re-imaging for specific Long COVID complications such as pulmonary embolism, myocarditis, and heart failure can be
useful to monitor the response to treatment in patients with Long COVID.

Q55. If available, repeat measurement of markers of endothelial dysfunction, platelet hyperactivation and abnormal clotting
physiology (such as vVWF, sCD40 ligand, VEGF & microclot detection) can be useful to track the effect of some Long COVID
treatments.

Q56. If determined safe and appropriate following detailed screening for post-exertional malaise (PEM), repeat
cardiopulmonary exercise testing (CPET) can be important to monitor changes in VO2 max and anaerobic threshold and to
measure the effectiveness of treatments (including rehabilitation programmes) in Long COVID.

Q57. Reducing transmission of SARS-CoV-2 will lower the incidence of COVID-19 reinfections in individuals and thus
decrease the incidence of Long COVID.

Q58. Cleaning indoor air is an issue that should be prioritised to lower the incidence of acute COVID-19 infections and,
therefore Long COVID.

Q59. An international task force should be formed to develop a consensus on Long COVID research priorities and
facilitate/encourage global collaborative efforts and data sharing.

Q60. A major medical/scientific research goal should be establishing pathogenesis of Long COVID.

Q61. Research should look at the future societal and economic impacts of SARS-CoV-2. This research should assess and
include the potential rise in health, social and economic burdens of other chronic diseases triggered or worsened by SARS-
COV-2.

Q62. A target area of research should be on the effects of antivirals on COVID/Long COVID.

Q63. A target area of research should be on the effects of COVID/Long COVID on sleep.

Q64. A major target area of research should be on the immune dysfunction associated with COVID/Long COVID.
Q65. A target area of research should be on the effects of COVID/Long COVID on oncogenesis.

Q66. The relationship between Long COVID and the gut microbiome/dysbiosis is an important area to research.

Q67. Given the link between poor oral health & adverse effects from COVID-19, a target area of research should be on the
relationship between COVID/Long COVID and oral health, including the oral microbiome and periodontal disease.

Q68. Evaluation of gut / nasal / oral / vaginal microbiome dysbiosis, with a particular focus on acetaldehyde producing vs.
metabolising species, should be investigated as a diagnostic tool for Long COVID.

Q69. Mechanisms of and treatments for post-exertional malaise/post exertion symptom exacerbation (PEM/PESE) in Long
COVID is an important area of research.

Q70. Investigating autonomic dysfunction in Long COVID is an important area of research.

Q71. Development of evidence-based treatment protocols for endothelial dysfunction and coagulopathy in COVID and Long
COVID is an important area of research.

Q72. Understanding factors that exist pre-infection and during acute COVID-19 infection that predispose to development of
Long COVID is an important area of research.

Q73. A target area of research should be on the effects COVID/Long COVID on mitochondrial function as well as cellular
metabolism and senescence.

Q74. There needs to be more research into the relationship between Long COVID and autoimmunity as well as investigation
into novel biomarkers such as antibodies to G protein-coupled receptors (GPCRs).

Q75. Markers of neutrophil extracellular trap (NET) formation should be investigated in Long COVID.

Q76. Markers of mitochondrial dysfunction should be investigated in Long COVID.
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Q77. Research into the pathophysiology of Long COVID should include nutritional and metabolic status, e.g. trace elements,
amino acids, organic acids, intracellular minerals, trace elements, and electrolyte stores, as well as energy metabolites.
Q78. Multi-organ damage affecting the liver, pancreas, kidneys, and/or skin can occur in COVID/Long COVID but may not
always appear with initial symptoms or within the first few months.

Q79. Reinfections can increase the risk of multi-organ damage from COVID/Long COVID.

Q80. Clinical research has already demonstrated that COVID-19 infection can trigger or accelerate neurodegenerative
diseases like dementia, Parkinson’s disease, and motor-neuron diseases.

Q81. The impacts of COVID-19 infection on children should be a research priority (e.g. prevention of transmission in schools,
long-term impacts of infections, impacts on learning/development, etc).

Q82. There is a need to study the impact of repeated COVID-19 infections on Long COVID in both children and adults.

Q83. Studying the effects of acute COVID-19 on children's physical and cognitive performance and how it might lead to Long
COVID should be prioritised as a research area.

Q84. Research into the physiological effects of Long COVID in children, including thrombotic endothelialitis (e.g. endothelial
damage, activated platelets and microclots), viral persistence, and gastrointestinal impacts should be a priority.

Q85. It is important to study the psychological and mental health impacts of Long COVID on children in addition to the
physiological effects (resulting in pathophysiological manifestations), especially with repeated COVID-19 infections.

Q86. The impact of repeated SARS-CoV?2 infections on children’s behaviour, cognition, concentration, and mental health
should be an area of research priority.

Q87. Investigating the effects of Long COVID on development during puberty in adolescents should be an area of research
priority.

Q88. Investigating the effects of Long COVID on the academic achievement of adolescents should be an area of research
priority.

Q89. The similarities and differences in viral persistence between adults and children, and the phenomenon of viral
reactivation in both adults and children should be researched.

Q90. A research priority should be to investigate why some children develop pediatric acute-onset neuropsychiatric syndrome
(PANS) or MIS-C after acute COVID-19 infection and others do not.

Q91. Investigating the impact of COVID-19 vaccinations and boosters on the incidence and severity of Long COVID in
children who have had COVID-19 infection should be a priority.

Q92. Assessing the social and educational consequences of Long COVID, including school attendance and performance, and
social interaction challenges should be a priority.

Q93. Exploring a comprehensive approach to the treatment of Long COVID in children, encompassing biological,
psychological, social, and ecological factors should be a priority.

Q94. SARS-CoV-2 vaccination can trigger a syndrome similar to Long COVID in some individuals.
Q95. Vaccination can reduce the risk of Long COVID but does not prevent it.

Q96. Research should focus on developing vaccines for SARS-CoV-2 that are less likely to cause serious adverse effects.
Q97. Research into the mechanisms of vaccine-induced Long COVID-type symptoms will help in the development of safer
vaccines for everyone.

Q98. An area for research should be which vaccines are least likely to worsen symptoms in patients with pre-existing Long
COVID.

Q99. Research needs to look at which Long COVID patients may be at increased risk of adverse effects following COVID
vaccination (such as those with ME/CFS) so that individualised tailored decisions can be made.

Q100. Funding should be allocated to research Long COVID AND its impact on society.

Q101. Health insurance companies should support research into Long COVID and assume a more active role in the solution.
Q102. Health policies that encourage children to attend school while actively infected with COVID are likely to further increase
absences rather than aid attendance rates and may result in increased Long COVID in Children.

Q103. Health policies that encourage children to attend school while actively infected with COVID are likely to increase Long
COVID in parents.

Q104. Schools should be required to offer remote learning and other educational aids for children with Long COVID.
Q105. Certain professions (e.g. airline pilots, medical professionals, professional drivers) should be routinely tested for Long
COVID-induced cognitive impairment after infection and reinfection if validated tests become clinically available.
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