
1 
 

 
 

Topic Brief: Treatment of Post-Acute COVID Sequalae 
 
Date: 9/29/2022 
Nomination Number: 1008 
 
Purpose: This document summarizes the information addressing a nomination submitted on 
June 3, 2022, through the Effective Health Care Website. This information was used to inform 
the Evidence-based Practice Center (EPC) Program decisions about whether to produce an 
evidence report on the topic, and if so, what type of evidence report would be most suitable.  
 
Issue: The nominator of this topic is interested in treatments of post-acute sequelae of COVID 
for adults, adolescents and children. They represent a national health care delivery organization, 
and plan to use an AHRQ systematic review to inform national guidance. While this group has 
an infrastructure for evidence review and guideline development, they do not have the resources 
to maintain a living review.  
Link to nomination 
 
Recommendation  

□ Systematic review 
□ Technical brief  
□ Evidence map  
X Rapid review-living 
□ Rapid response  
□ Expanded topic brief 

 
Key Findings  

• We found multiple systematic reviews that address the topic, but they did not assess all 
interventions and age groups.  

• We identified a handful of studies. However, there are many more studies in the pipeline 
on a variety of interventions, including pharmacologic treatments.  

• There are ongoing international guideline development efforts that include routine 
surveillance and updating.  

• Considering the pace and volume of literature a living approach to evidence synthesis 
may be best.  

____________________________________________________________ 

 
Background  
The World Health Organization (WHO) defined the post COVID-19 condition as a condition 
that occurs in individuals with a history of SARS CoV-2 infection, usually 3 months from the 
onset of COVID-19 with symptoms and that last for at least 2 months and cannot be explained 
by another diagnosis1. Symptoms can be new and may fluctuate over time. Greenhalgh et al2 
uses the terms ‘post-acute COVID‑19’ (from 3 to 12 weeks) and ‘chronic COVID‑19’ for 
symptoms extending beyond 12 weeks. In contrast the National Institute for Health and Care 
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Excellence3 uses the term “ongoing symptomatic COVID19” for symptoms 4-12 weeks from 
onset; and post-COVID19 syndrome for symptoms 12 weeks and beyond. The term “long 
COVID” has typically included symptoms from 4 weeks on.  
 
Many terms are used including long COVID, long-haul COVID, post-acute COVID-19, post-
acute sequelae of SARS CoV-2 infection (PASC), post-COVID condition, long-term effects of 
COVID, and chronic COVID4. 
 
Common symptoms include fatigue, shortness of breath, cognitive dysfunction but also others 
and generally have an impact on everyday functioning. Symptoms may vary in children and 
adolescents1. A recent systematic review concluded that more than half of COVID-19 survivors 
experienced PASC 6 months after recovery. The most common symptoms related to functional 
mobility impairments, pulmonary abnormalities, and mental health disorders5. 
 
A recent summary of guidelines from the Canadian Agency for Drugs and Technologies in 
Health (CADTH) found that the most common areas addressed by the literature were diagnosis 
and treatment, and rehabilitation for PASC. These areas addressed by 11 different guidelines. 
The area with the least amount of literature was screening for post-COVID-19 condition, 
included in 4 guidelines. Most guidelines address all age groups, and some include 
recommendations for specific age groups. Most do not include recommendations addressing 
coexisting conditions6.  
 
There is ongoing international collaboration of guideline developers and evidence synthesis 
group, including the National Institute for Health and Care Excellence (NICE), WHO, National 
COVID19 Evidence Task Force, CADTH, Public Health Agency of Canada, and Danish Health 
Authority to leverage similar overlapping efforts on PASC. Currently they share searches and 
compare inclusion in guidance. The National COVID19 Evidence Task Force has leveraged 
recommendations from NICE and WHO for their own guidance.  
 
The US President released a memorandum in April on the long-term effects of COVID197, 
indicating that this is an important priority of the administration, and proposes organizing a 
government-wide response, developing a report on long-term effects of COVID, and developing 
and implementing a National Research Action Plan.  
 
The nominator represents a national healthcare delivery organization that provides healthcare to 
12.6 million members including adults, children and adolescents. They plan to use the AHRQ 
systematic review to inform national guidance. While their institution has infrastructure for 
evidence review and guideline development, they do not have the resources to maintain a living 
review. They indicated that up to this point they have been developing evidence maps leveraging 
reviews and guidance from NICE, Centers for Disease Control and Prevention (CDC), WHO, 
and Infection Diseases Society of America (IDSA), with a few other studies added.  
 
Scope  
Contextual question: How is post-acute COVID sequalae defined?  
 
Question: What is the effectiveness of treatments for post-acute COVID sequalae (PASC) on 
outcomes such as morbidity, mortality, quality of life, and health care utilization in 

a. Adults 
b. Adolescents 
c. Children 
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Population Children, adolescents, and adults with a prior COVID-19 diagnosis with lingering 

symptoms > 4 weeks after resolution of acute disease. 

Subgroups: age, comorbidities, severity of COVID infection, duration of symptoms 
Intervention Treatments to manage PASC symptoms  
Comparator Standard care 
Outcomes Provider outcomes (e.g., satisfaction) 

Patient outcomes (e.g., quality of life, mortality, morbidity, health care utilization) 
Individual and institutional costs (e.g., patient, provider and health system) 

PASC= post-acute sequelae of SARS CoV-2 infection. 
 
Assessment Methods  
See Appendix A.  
 
Summary of Literature Findings  
We identified fourteen completed and in-progress evidence reviews; of these one is a living rapid 
review8 (with Cochrane), and two have planned updates9-11 (for CADTH and WHO). These 
reviews address a diversity of interventions including physical rehabilitation8, 12-15, pulmonary 
rehabilitation16, olfactory dysfunction17, pharmacologic treatments9, nonpharmacologic 
treatments18, CAM19, and mental health conditions20. In addition we identified a rapid systematic 
review on care models for long COVID21. We identified a scoping review from CADTH on the 
classification of long COVID, risk factors related to developing post–COVID-19 condition, 
diagnostic tests, interventions to prevent or manage symptoms, and evidence related to health 
systems for people of all ages; the search ended in December 202111. CADTH also has an in-
progress scoping review on treatment and management, to be completed in November 202222. 
Three reviews focused only on adults12, 13, 19, eight on children and adults9-11, 14, 17, 18, 20, 21, and in 
three the age range was not explicitly stated8, 15, 16. Collectively these reviews have varying 
search dates, interventions, and populations.  
 
Our targeted scan of primary literature identified 21 published studies, two pre-prints and at least 
76 new studies in clinicaltrials.gov (Appendix C). Eight are RCTs. It appears that none of the 
studies include children or adolescents. In addition the NIH has an ongoing RECOVER COVID 
Initiative to learn about the long-term effects of COVID23.  
 
We identified two living guidelines from NICE3 and National COVID19 Evidence Task Force 
(Australia)24. Both entities use systematic methods for identifying the supporting evidence and 
weekly surveillance. The guidelines however are specific to the healthcare delivery settings and 
not applicable to the US healthcare system. The evidence underlying the guidance is available 
through MAGICapp though both do not publish a separate systematic review.  
 
CADTH plans to commission rapid reviews based on the results of their in-progress scoping 
review22. Preliminary findings from their scoping review may be available in November. The 
scoping review will have quarterly surveillance.  
 

Key question Systematic reviews (August 2021-
August 2022) 

Study publications (August 2020-August 
2022) 

KQ 1: treatment for 
PASC 

Total-14 
Interventions to prevent or manage 
symptoms-2 

• CADTH scoping review with 
planned update 10, 11, 22 

Total-23 publications 
Pharmacologic treatment-425-28 

• Non-RCT-4 
• Pre-print (cluster randomized)-129 

Rehabilitation-7 
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Pharmacologic treatment-1  
• PROSPERO-for WHO with 

planned update next year9 
Non-pharmacologic treatment-1  

• PROSPERO-118 
Rehabilitation-5  

• Pubmed-212, 13 
• Cochrane living review8 
• PROSPERO-214, 15 

Pulmonary rehabilitation-1 
• PROSPERO-116 

Mental health-1 
• WHO database-120 (scoping 

review) 
Olfactory-1 

• Cochrane-117 
CAM-1 

• PROSPERO-119 
Care models-121 

• RCT-330-32 
• Non-RCT-433-36 
• Pre-print (RCT)-137 

Pulmonary rehab-1 
• Non-RCT-135 

Mental health-0 
 
Olfactory-3 

• RCT-138 
• Non-RCT-239, 40 

CAM-6  
• RCT-310, 41-43 
• Non-RCT-344-46 

PASC= post-acute sequelae of SARS CoV-2 infection; KQ=key question; RCT=randomized controlled trial. 
 
Summary of Selection Criteria Assessment 
This is an important and increasingly prevalent condition. We found many systematic reviews 
and are aware of living guidelines in the UK and Australia. Discussion with National COVID19 
Evidence Task Force affirmed the need for a regularly updated publicly available free-standing 
comprehensive and rigorous systematic review. CADTH has expressed interest in collaborating 
and coordinating with AHRQ to commission complementary living rapid reviews related to post-
COVID treatments. This topic is of high interest to many entities including the Biden 
administration, international guideline developers, clinical groups, and PCORI.  
 
Considering the pace and volume of research; the evolving understanding of the condition, case 
definitions, and treatments in the pipeline; and the need for coordination with a partner for 
guideline development, we recommend a living rapid review. We recommend that AHRQ 
coordinate with CADTH and other groups on scope of the review to avoid duplication. 
Depending on the breadth of the review scope and size of the literature base, more than one rapid 
review may be desired. In addition, we recommend that if funded the review should include 
ongoing engagement with the aforementioned international collaboration of guideline 
developers; continued coordination and communication with other evidence synthesis groups; 
flexibility to update review questions and scope to maintain relevance and feasibility; and plans 
to increase efforts as the literature base increases.  
 
Related Resources 
Other reviews related to PASC that may be of interest to the nominator: 

• Subtypes of Post-COVID-19 Condition, published by CADTH47 
• Evidence Compendium: Long-term Effects of SARS-CoV-2 Infection (COVID-19) on 

Functional Health Status and Health-related Quality of Life in Community-dwelling 
Adults. Published by the VA Evidence Synthesis Program48 

• Evidence brief: employment, education, and continuing care outcomes among individuals 
following COVID-19. Authors are from the Minneapolis VA Medical Center.49 
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Appendix A: Methods 

We assessed nomination for priority for a systematic review or other AHRQ Effective Health 
Care report with a hierarchical process using established selection criteria. Assessment of each 
criteria determined the need to evaluate the next one. See Appendix B for detailed description of 
the criteria.  
 
Appropriateness and Importance 
We assessed the nomination for appropriateness and importance.  
 
Desirability of New Review/Absence of Duplication 
We conducted a search for existing systematic reviews. We searched for high-quality, completed 
or in-process evidence reviews published in the last year August 2021 to August 2022 on the 
questions of the nomination from these sources: 

• AHRQ: Evidence reports and technology assessments  
o AHRQ Evidence Reports https://www.ahrq.gov/research/findings/evidence-

based-reports/index.html 
o EHC Program https://effectivehealthcare.ahrq.gov/ 

• US Department of Veterans Affairs Products publications  
o Evidence Synthesis Program https://www.hsrd.research.va.gov/publications/esp/ 
o VA/Department of Defense Evidence-Based Clinical Practice Guideline Program 

https://www.healthquality.va.gov/ 
• Cochrane Systematic Reviews https://www.cochranelibrary.com/ 
• PROSPERO Database (international prospective register of systematic reviews and 

protocols) http://www.crd.york.ac.uk/prospero/   
• PubMed https://www.ncbi.nlm.nih.gov/pubmed/   
• Canadian Agency for Drugs and Technologies in Health https://www.cadth.ca/  
• WHO COVID-19 Database  

 
Impact of a New Evidence Review  
The impact of a new evidence review was qualitatively assessed by analyzing the current 
standard of care, the existence of potential knowledge gaps, and practice variation. We 
considered whether it was possible for this review to influence the current state of practice 
through various dissemination pathways (such as practice recommendation, clinical guidelines, 
clinical pathways). 
 
Feasibility of New Evidence Review  
We conducted a limited search of primary literature from: Medline published within the last 2 
years from August 2020 through August 2022; clinicaltrials.gov; and WHO database. We 
reviewed the entire search yield for Medline and Clinicaltrials.gov for relevance. We reviewed 
the first 300 entries from the WHO database for relevance. The WHO database includes entries 
from MedRxiv so an additional search for pre-prints was not felt to be necessary.  
 
Medline: Searched 8/18/2022 
((((("Long COVID") OR ("long-haul COVID")) OR ("post-acute COVID")) OR ("post-acute 
sequelae of SARS CoV-2 infection")) OR (PASC)) OR ("chronic COVID")  
 
Clinical Trials, searched 8/18/2022 
https://clinicaltrials.gov/ct2/results?cond=Long+COVID&term=&cntry=&state=&city=&dist=   

https://www.ahrq.gov/research/findings/evidence-based-reports/index.html
https://www.ahrq.gov/research/findings/evidence-based-reports/index.html
https://effectivehealthcare.ahrq.gov/
https://www.hsrd.research.va.gov/publications/esp/
https://www.healthquality.va.gov/
https://www.cochranelibrary.com/
http://www.crd.york.ac.uk/prospero/
https://www.ncbi.nlm.nih.gov/pubmed/
https://www.cadth.ca/
https://search.bvsalud.org/global-literature-on-novel-coronavirus-2019-ncov/


11 
 

 
WHO Database, searched 8/19/2022 
type_of_study:("observational_studies" OR "rct" OR "qualitative_research" OR 
"evaluation_studies" OR "clinical_trials") AND covidwho_topics:("long_covid") AND la:("en")  
 
Value  
We assessed the nomination for value. We considered whether or not the clinical, consumer, or 
policymaking context had the potential to respond with evidence-based change, if a partner 
organization would use this evidence review to influence practice, and if the topic supports a 
priority area of AHRQ or the Department of Health and Human Services.  
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Appendix B. Selection Criteria Assessment 
 

Selection Criteria Assessment 
1. Appropriateness  

1a. Does the nomination represent a health care 
drug, intervention, device, technology, or health 
care system/setting available (or soon to be 
available) in the U.S.? 

Yes. Treatment for long COVID is available in the US.  

1b. Is the nomination a request for an evidence 
report? 

The nominator is interested in guidance to assist in 
healthcare decision-making. Such guidance would ideally 
be supported by an evidence review. 

1c. Is the focus on effectiveness or comparative 
effectiveness? 

Yes. The nominator is interested in effectiveness and 
harms of treatment. 

1d. Is the nomination focus supported by a logic 
model or biologic plausibility? Is it consistent or 
coherent with what is known about the topic? 

Yes. 

2. Importance  
2a. Represents a significant disease burden; 
large proportion of the population 

It is estimated that 7.7–23 million people have PASC 
(https://www.gao.gov/products/gao-22-105666). The most 
common symptoms related to functional mobility 
impairments, pulmonary abnormalities, and mental health 
disorders. 

2b. Is of high public interest; affects health care 
decision making, outcomes, or costs for a large 
proportion of the US population or for a 
vulnerable population 

Yes, this is of high interest  

2c. Incorporates issues around both clinical 
benefits and potential clinical harms  

Yes. The nominator is interested in both benefits and 
harms, especially for important subgroups  

2d. Represents high costs due to common use, 
high unit costs, or high associated costs to 
consumers, to patients, to health care systems, or 
to payers 

It has been estimated that the COVID-19 pandemic might 
result in $2.6 trillion of cost for long COVID50. 

3. Desirability of a New Evidence 
Review/Absence of Duplication 

 

3. A recent high-quality systematic review or 
other evidence review is not available on this 
topic  

We identified 13 completed and in-progress evidence 
reviews. Of the 13, one may be updated in the next year 
and another is an update of a completed scoping review. 
 
We also identified two living guidelines, one from NICE 
and the other from Australia. Both have systematic 
methods for identifying evidence underpinning the 
guidelines.  

4. Impact of a New Evidence Review  
4a. Is the standard of care unclear (guidelines not 
available or guidelines inconsistent, indicating an 
information gap that may be addressed by a new 
evidence review)? 

Yes, the standard of clear is unclear because of the limited 
evidence. There is available guidance from multiple bodies 
internationally, including the UK, Australia, and WHO. 
There is also guidance from clinical specialties such as 
AAPMR 
(https://onlinelibrary.wiley.com/doi/full/10.1002/pmrj.12684) 
and AAP (https://www.aap.org/en/pages/2019-novel-
coronavirus-covid-19-infections/clinical-guidance/post-
covid-19-conditions-in-children-and-adolescents/).    

4b. Is there practice variation (guideline 
inconsistent with current practice, indicating a 
potential implementation gap and not best 
addressed by a new evidence review)? 

There is practice variation because of the lack of evidence.  

5. Primary Research  

https://www.gao.gov/products/gao-22-105666
https://onlinelibrary.wiley.com/doi/full/10.1002/pmrj.12684
https://www.aap.org/en/pages/2019-novel-coronavirus-covid-19-infections/clinical-guidance/post-covid-19-conditions-in-children-and-adolescents/
https://www.aap.org/en/pages/2019-novel-coronavirus-covid-19-infections/clinical-guidance/post-covid-19-conditions-in-children-and-adolescents/
https://www.aap.org/en/pages/2019-novel-coronavirus-covid-19-infections/clinical-guidance/post-covid-19-conditions-in-children-and-adolescents/
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5. Effectively utilizes existing research and 
knowledge by considering: 
- Adequacy (type and volume) of research for 
conducting a systematic review 
- Newly available evidence (particularly for 
updates or new technologies) 

 We identified 23 studies in the targeted search, and at 
least 76 ongoing studies. Though the studies are few, we 
anticipate that there will be a dramatic increase in newly 
available evidence.  
  

6. Value  
6a. The proposed topic exists within a clinical, 
consumer, or policy-making context that is 
amenable to evidence-based change 

Yes. There is high-interest in this topic internationally. It is 
a priority for the Biden administration and many clinical 
groups. In addition PCORI has expressed interest in this 
topic.  

6b. Identified partner who will use the systematic 
review to influence practice (such as a guideline 
or recommendation) 

The nominator represents a healthcare delivery 
organization of over 12 million patients. They plan to 
develop guidance with the AHRQ systematic review.  
 
In addition, this review could be helpful to inform guidance 
internationally and foster collaboration with evidence 
synthesis groups and guideline developers internationally.  
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Appendix C: Relevant in-progress Studies, Clinicaltrials.gov (searched 
8/18/2022) 
Pharmacologic treatment 

1. Impact of Monoclonal Antibody Treatment on Post-Acute COVID-19 Syndrome 
2. Effects of Sodium Pyruvate Nasal Spray in COVID-19 Long Haulers. Has results 
3. Clinical Trial of Niagen to Examine Recovery in People With Persistent Cognitive and Physical 

Symptoms After COVID-19 Illness (Long-COVID) 
4. Pilot Study Into LDN and NAD+ for Treatment of Patients With Post-COVID-19 Syndrome 
5. Efficacy of Montelukast in Mild-moderate Respiratory Symptoms in Patients With Long-COVID-

19: 
6. Сlinical Trial of Efficacy and Safety of Prospekta in the Treatment of Post-COVID-19 Asthenia. 
7. Statin TReatment for COVID-19 to Optimise NeuroloGical recovERy 
8. Ivabradine for Long-Term Effects of COVID-19 With POTS Cohort 
9. Temelimab as a Disease Modifying Therapy in Patients With Neuropsychiatric Symptoms in 

Post-COVID 19 or PASC Syndrome 
10. Zofin to Treat COVID-19 Long Haulers 
11. Vortioxetine for Post-COVID-19 Condition 
12. Low-dose Naltrexone for Post-COVID Fatigue Syndrome 
13. SOLIDARITY Finland Plus Long-COVID 
14. SOLIDARITY Finland Long-COVID (Remdesivir Long-term Follow-up Study of COVID Patients) 

 
Investigational medications 

1. Phase 2 Study of RSLV-132 in Subjects With Long COVID 
2. A Phase 2 Study to Evaluate the Efficacy and Safety of TNX-102 SL in Patients With Multi-Site 

Pain Associated With Post-Acute Sequelae of SARS-CoV-2 Infection 
3. BIO 300 Oral Suspension in Previously Hospitalized Long COVID Patients 
4. Safety, Tolerability and Efficacy of S-1226 in Post-COVID-19 Subjects With Persistent 

Respiratory Symptoms. 
5. Effects of PEA-LUT on Frontal Lobe Functions and GABAergic Transmission in Long-

Covid Patients 
6. A Study to Evaluate Ampion in Patients With Prolonged Respiratory Symptoms Due to COVID-

19 (Long COVID) 
7. Efficacy, Safety, Tolerability of AXA1125 in Fatigue After COVID-19 Infection 
8. LYT-100 in Post-acute COVID-19 Respiratory Disease 

 
CAM 

1. Feasibility of Cannabidiol for the Treatment of Long COVID 
2. Double-Blind Randomized Placebo-Controlled Trial of a Proprietary Full Hemp Flower 

Formulation for Long COVID 
3. Homeopathic Treatment of Post-acute COVID-19 Syndrome 
4. SingStrong: Strong Lungs Through Song - Long COVID-19 Study 
5. The Effect of Micellized Food Supplements on Health-related Quality of Life in Patients 

With Post-acute COVID-19 Syndrome. 
6. WHO COVID-19 - Evaluation of the Efficacy of Probiotics to Reduce the Occurrence of Long 

COVID 
7. Safety and Efficacy of Hyperbaric Oxygen Therapy for Long COVID Syndrome 
8. TaiChi-DTx for Treating Long Covid Symptoms 
9. Portable Oxygen Concentrator (POC) Versus Standard of Care in Long-COVID: Randomized 

Crossover Exploratory Pilot Study. 

https://clinicaltrials.gov/ct2/show/NCT05013723?cond=Long+COVID&draw=3&rank=13
https://clinicaltrials.gov/ct2/show/NCT04871815?cond=Long+COVID&draw=3&rank=16
https://clinicaltrials.gov/ct2/show/NCT04809974?cond=Long+COVID&draw=6&rank=45
https://clinicaltrials.gov/ct2/show/NCT04809974?cond=Long+COVID&draw=6&rank=45
https://clinicaltrials.gov/ct2/show/NCT04604704?cond=Long+COVID&draw=7&rank=57
https://clinicaltrials.gov/ct2/show/NCT04695704?cond=Long+COVID&draw=10&rank=85
https://clinicaltrials.gov/ct2/show/NCT04695704?cond=Long+COVID&draw=10&rank=85
https://clinicaltrials.gov/ct2/show/NCT05074888?cond=Long+COVID&draw=11&rank=93
https://clinicaltrials.gov/ct2/show/NCT04904536?cond=Long+COVID&draw=12&rank=109
https://clinicaltrials.gov/ct2/show/NCT05481177?cond=Long+COVID&draw=12&rank=103
https://clinicaltrials.gov/ct2/show/NCT05497089?cond=Long+COVID&draw=14&rank=127
https://clinicaltrials.gov/ct2/show/NCT05497089?cond=Long+COVID&draw=14&rank=127
https://clinicaltrials.gov/ct2/show/NCT05228899?cond=Long+COVID&draw=19&rank=174
https://clinicaltrials.gov/ct2/show/NCT05047952?cond=Long+COVID&draw=16&rank=147
https://clinicaltrials.gov/ct2/show/NCT05430152?cond=Long+COVID&draw=15&rank=140
https://clinicaltrials.gov/ct2/show/NCT05220280?cond=Long+COVID&draw=4&rank=28
https://clinicaltrials.gov/ct2/show/NCT04978259?cond=Long+COVID&draw=5&rank=40
https://clinicaltrials.gov/ct2/show/NCT04944121?cond=Long+COVID&draw=2&rank=5
https://clinicaltrials.gov/ct2/show/NCT05472090?cond=Long+COVID&draw=5&rank=39
https://clinicaltrials.gov/ct2/show/NCT05472090?cond=Long+COVID&draw=5&rank=39
https://clinicaltrials.gov/ct2/show/NCT04482595?cond=Long+COVID&draw=8&rank=68
https://clinicaltrials.gov/ct2/show/NCT04949386?cond=Long+COVID&draw=10&rank=84
https://clinicaltrials.gov/ct2/show/NCT04949386?cond=Long+COVID&draw=10&rank=84
https://clinicaltrials.gov/ct2/show/NCT05311852?cond=Long+COVID&draw=10&rank=86
https://clinicaltrials.gov/ct2/show/NCT05311852?cond=Long+COVID&draw=10&rank=86
https://clinicaltrials.gov/ct2/show/NCT04880161?cond=Long+COVID&draw=7&rank=53
https://clinicaltrials.gov/ct2/show/NCT04880161?cond=Long+COVID&draw=7&rank=53
https://clinicaltrials.gov/ct2/show/NCT05152849?cond=Long+COVID&draw=16&rank=150
https://clinicaltrials.gov/ct2/show/NCT04652518?cond=Long+COVID&draw=17&rank=153
https://clinicaltrials.gov/ct2/show/NCT04997395?cond=Long+COVID&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT05467904?cond=Long+COVID&draw=3&rank=15
https://clinicaltrials.gov/ct2/show/NCT05467904?cond=Long+COVID&draw=3&rank=15
https://clinicaltrials.gov/ct2/show/NCT05104749?cond=Long+COVID&draw=4&rank=23
https://clinicaltrials.gov/ct2/show/NCT04810065?cond=Long+COVID&draw=4&rank=22
https://clinicaltrials.gov/ct2/show/NCT05150782?cond=Long+COVID&draw=5&rank=35
https://clinicaltrials.gov/ct2/show/NCT05150782?cond=Long+COVID&draw=5&rank=35
https://clinicaltrials.gov/ct2/show/NCT05080244?cond=Long+COVID&draw=5&rank=38
https://clinicaltrials.gov/ct2/show/NCT05080244?cond=Long+COVID&draw=5&rank=38
https://clinicaltrials.gov/ct2/show/NCT04842448?cond=Long+COVID&draw=6&rank=43
https://clinicaltrials.gov/ct2/show/NCT05419219?cond=Long+COVID&draw=7&rank=56
https://clinicaltrials.gov/ct2/show/NCT05212831?cond=Long+COVID&draw=7&rank=52
https://clinicaltrials.gov/ct2/show/NCT05212831?cond=Long+COVID&draw=7&rank=52
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10. Randomised Study to Investigate the Effectiveness of Acupuncture for the Relief of Long 
COVID-19 Related Fatigue 

11. HEART Rate Variability Biofeedback in LOng COVID-19 (HEARTLOC) 
12. Yogic Breathing and Guided Meditation for Long Covid Symptoms 
13. Study to Evaluate Benefits & Safety of Endourage Formula C™ Oral Drops in People With Post-

Acute COVID-19 Syndrome. 
14. Mind Body Intervention for COVID-19 Long Haul Syndrome 
15. Coenzyme Q10 as Treatment for Long Term COVID-19 
16. Feasibility Pilot Clinical Trial of Omega-3 Supplement vs. Placebo for Post Covid-19 Recovery 

Among Health Care Workers 
17. Efficacy of Adaptogens in Patients With Long COVID-19 

 
Physical rehabilitation, exercise 

1. Long-term COVID and Rehabilitation 
2. Exercise and Post-COVID/ Long-COVID: Effects of Different Training Modalities on Various 

Parameters in People Affected by the Sequelae of COVID-19 
3. Home-based Exercise Program in Patients With the Post-COVID-19 Condition 
4. A Pilot Study of a PhysiOthErapy-based Tailored Intervention for Long Covid 
5. Long Haul COVID Rehabilitation & Recovery Research Program 
6. Symptom-based Rehabilitation Compared to Usual Care in Post-COVID - a Randomized 

Controlled Trial 
7. Osteopathy and Physiotherapy Compared to Physiotherapy Alone on Fatigue and Functional 

Status in Long COVID 
8. Virtual Physical Rehabilitation Following COVID-19 Hospitalization 
9. Physical Training in Patients With POTS After Covid-19 
10. Telerehabilitation Program in Persistent COVID-19 
11. Effectiveness of a Physical Therapy Telerehabilitation Program in Long Post COVID-19 

Symptoms in Primary Health Care. 
12. Rehabilitation for Patients With Persistent Symptoms Post COVID-19 

 
Pulmonary rehabilitation 

1. Pulmonary Rehabilitation for Long COVID (Post COVID-19 Condition) 
2. Cardiopulmonary Rehabilitation in Long COVID-19 Patients With Persistent Breathlessness 

and Fatigue 
3. Pulmonary Rehabilitation Post-COVID-19 
4. Inspiratory Muscle Training in ME/CFS and COVID-19 Survivors 
5. Effects of Inspiratory Muscle Training After Covid-19 (ReCOV) 
6. Cardiopulmonary Rehabilitation in COVID-19 Longhaulers 

 
Technology 

1. The Impact of a Web-Based Platform for Quality of Life and Muscle Health in Patients 
With Long COVID: A Pilot Study 

2. Digital Health Intervention Based on Artificial Intelligence to Support the Personalized 
Recovery of Long COVID Patients Affected by Fatigue (AIDA) 

3. Does a Technology Enabled Multi-disciplinary Team-based Care Model for the Management 
of Long COVID and Other Fatiguing Illnesses Improve Clinical Care of Patients and Represent a 
Sustainable Approach Within a Federally Qualified Health Center? 

4. Internet-based Multidisciplinary Rehabilitation for Longterm COVID-19 Syndrome 
5. Enhancing COVID Rehabilitation With Technology 
6. Electrical Stimulation for Post Acute COVID-19 Syndrome 

https://clinicaltrials.gov/ct2/show/NCT05212688?cond=Long+COVID&draw=8&rank=61
https://clinicaltrials.gov/ct2/show/NCT05212688?cond=Long+COVID&draw=8&rank=61
https://clinicaltrials.gov/ct2/show/NCT05228665?cond=Long+COVID&draw=8&rank=62
https://clinicaltrials.gov/ct2/show/NCT05139979?cond=Long+COVID&draw=8&rank=69
https://clinicaltrials.gov/ct2/show/NCT04828668?cond=Long+COVID&draw=12&rank=101
https://clinicaltrials.gov/ct2/show/NCT04828668?cond=Long+COVID&draw=12&rank=101
https://clinicaltrials.gov/ct2/show/NCT04854772?cond=Long+COVID&draw=17&rank=158
https://clinicaltrials.gov/ct2/show/NCT04960215?cond=Long+COVID&draw=17&rank=160
https://clinicaltrials.gov/ct2/show/NCT05121766?cond=Long+COVID&draw=17&rank=156
https://clinicaltrials.gov/ct2/show/NCT05121766?cond=Long+COVID&draw=17&rank=156
https://clinicaltrials.gov/ct2/show/NCT04795557?cond=Long+COVID&draw=8&rank=70
https://clinicaltrials.gov/ct2/show/NCT05373043?cond=Long+COVID&draw=3&rank=17
https://clinicaltrials.gov/ct2/show/NCT05204511?cond=Long+COVID&draw=3&rank=20
https://clinicaltrials.gov/ct2/show/NCT05204511?cond=Long+COVID&draw=3&rank=20
https://clinicaltrials.gov/ct2/show/NCT05360563?cond=Long+COVID&draw=4&rank=25
https://clinicaltrials.gov/ct2/show/NCT05040893?cond=Long+COVID&draw=5&rank=33
https://clinicaltrials.gov/ct2/show/NCT05398692?cond=Long+COVID&draw=4&rank=30
https://clinicaltrials.gov/ct2/show/NCT05172206?cond=Long+COVID&draw=6&rank=46
https://clinicaltrials.gov/ct2/show/NCT05172206?cond=Long+COVID&draw=6&rank=46
https://clinicaltrials.gov/ct2/show/NCT05012826?cond=Long+COVID&draw=7&rank=51
https://clinicaltrials.gov/ct2/show/NCT05012826?cond=Long+COVID&draw=7&rank=51
https://clinicaltrials.gov/ct2/show/NCT05298878?cond=Long+COVID&draw=10&rank=90
https://clinicaltrials.gov/ct2/show/NCT05094622?cond=Long+COVID&draw=13&rank=120
https://clinicaltrials.gov/ct2/show/NCT04996212?cond=Long+COVID&draw=11&rank=99
https://clinicaltrials.gov/ct2/show/NCT05121688?cond=Long+COVID&draw=23&rank=220
https://clinicaltrials.gov/ct2/show/NCT05121688?cond=Long+COVID&draw=23&rank=220
https://clinicaltrials.gov/ct2/show/NCT04836351?cond=Long+COVID&draw=14&rank=130
https://clinicaltrials.gov/ct2/show/NCT05244044?cond=Long+COVID&draw=3&rank=11
https://clinicaltrials.gov/ct2/show/NCT05035628?cond=Long+COVID&draw=9&rank=71
https://clinicaltrials.gov/ct2/show/NCT05035628?cond=Long+COVID&draw=9&rank=71
https://clinicaltrials.gov/ct2/show/NCT05003271?cond=Long+COVID&draw=15&rank=131
https://clinicaltrials.gov/ct2/show/NCT05196529?cond=Long+COVID&draw=12&rank=110
https://clinicaltrials.gov/ct2/show/NCT05024474?cond=Long+COVID&draw=14&rank=121
https://clinicaltrials.gov/ct2/show/NCT04898205?cond=Long+COVID&draw=15&rank=133
https://clinicaltrials.gov/ct2/show/NCT05422924?cond=Long+COVID&draw=2&rank=3
https://clinicaltrials.gov/ct2/show/NCT05422924?cond=Long+COVID&draw=2&rank=3
https://clinicaltrials.gov/ct2/show/NCT05483829?cond=Long+COVID&draw=3&rank=12
https://clinicaltrials.gov/ct2/show/NCT05483829?cond=Long+COVID&draw=3&rank=12
https://clinicaltrials.gov/ct2/show/NCT05167227?cond=Long+COVID&draw=4&rank=26
https://clinicaltrials.gov/ct2/show/NCT05167227?cond=Long+COVID&draw=4&rank=26
https://clinicaltrials.gov/ct2/show/NCT05167227?cond=Long+COVID&draw=4&rank=26
https://clinicaltrials.gov/ct2/show/NCT04961333?cond=Long+COVID&draw=7&rank=54
https://clinicaltrials.gov/ct2/show/NCT05019963?cond=Long+COVID&draw=12&rank=107
https://clinicaltrials.gov/ct2/show/NCT05200858?cond=Long+COVID&draw=11&rank=96
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7. BREATHE: Virtual Self-management for Long COVID-19 
8. Covid-19 Virtual Recovery Study 

 
Mental health 

1. Developing an Integrative, Recovery-Based, Post-Acute COVID-19 Syndrome (PACS) 
Psychotherapeutic Intervention 

2. Computer Cognitive Training for Post-acute COVID-19 Syndrome 
3. Long-Covid: Treatment of Cognitive Difficulties 
4. Treatment of COVID-19 Post-acute Cognitive Impairment Sequelae With tDCS 

 
Nerve stimulation 

1. Trial of Auricular Vagus Nerve Stimulation in Painful Covid Long 
2. Effects of Cranial Electrotherapy Stimulation on Anxiety of Patients After COVID-19 
3. Transcranial Direct Stimulation for Persistent Fatigue Treatment Post-COVID-19 

 
Self-management 

1. Self-Management Interventions for Long-COVID 
2. Self-management of Post COVID-19 Syndrome Using Wearable Biometric Technology 

 
Other non-pharmacologic treatment 

1. Immunotherapy for Neurological Post-Acute Sequelae of SARS-CoV-2 
2. Plasma Exchange Therapy for Post- COVID-19 Condition: A Pilot, Randomized Double-Blind 

Study 
 

 
 
  

https://clinicaltrials.gov/ct2/show/NCT05107440?cond=Long+COVID&draw=7&rank=59
https://clinicaltrials.gov/ct2/show/NCT04950725?cond=Long+COVID&draw=16&rank=148
https://clinicaltrials.gov/ct2/show/NCT05453201?cond=Long+COVID&draw=4&rank=29
https://clinicaltrials.gov/ct2/show/NCT05453201?cond=Long+COVID&draw=4&rank=29
https://clinicaltrials.gov/ct2/show/NCT05338749?cond=Long+COVID&draw=11&rank=97
https://clinicaltrials.gov/ct2/show/NCT05167266?cond=Long+COVID&draw=13&rank=111
https://clinicaltrials.gov/ct2/show/NCT05389592?cond=Long+COVID&draw=14&rank=122
https://clinicaltrials.gov/ct2/show/NCT05205577?cond=Long+COVID&draw=15&rank=135
https://clinicaltrials.gov/ct2/show/NCT05126511?cond=Long+COVID&draw=16&rank=143
https://clinicaltrials.gov/ct2/show/NCT05252481?cond=Long+COVID&draw=16&rank=149
https://clinicaltrials.gov/ct2/show/NCT05268523?cond=Long+COVID&draw=11&rank=94
https://clinicaltrials.gov/ct2/show/NCT05507190?cond=Long+COVID&draw=15&rank=137
https://clinicaltrials.gov/ct2/show/NCT05350774?cond=Long+COVID&draw=15&rank=138
https://clinicaltrials.gov/ct2/show/NCT05445674?cond=Long+COVID&draw=16&rank=144
https://clinicaltrials.gov/ct2/show/NCT05445674?cond=Long+COVID&draw=16&rank=144
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Appendix D: Nomination 

Treatments for Post-Acute COVID Sequalae 

NOMINATED TOPIC | June 3, 2022 
1. What is the decision or change (e.g. clinical topic, practice guideline, system design, 
delivery of care) you are facing or struggling with where a summary of the evidence 
would be helpful? 
Question: What is the effectiveness of treatments for post-acute COVID sequalae (PASC) in the 
adult and pediatric populations on outcomes such as morbidity, mortality, quality of life, and 
health care utilization? 

Population: Children, adolescents and adults with a prior COVID-19 diagnosis presenting with 
lingering symptoms > 4 weeks after resolution of acute disease. 

Intervention and Comparator: therapeutic treatment that manages PASC symptoms and 
comorbidities with continued follow-up vs. standard care. 

Outcomes: 
Provider outcomes (e.g., satisfaction) 
Patient outcomes (e.g., quality of life, mortality, morbidity, health care utilization) 
individual and institutional costs (e.g., patient, provider and health system) 

2. Why are you struggling with this issue? 
As the COVID-19 pandemic continues globally, there is increasing need to understand the 
disease spectrum and strategize for long-term patient management. While many patients 
diagnosed with COVID-19 see their symptoms resolve after the acute phase, emerging data 
describes a subgroup of patients with a prolonged course of symptoms lasting several weeks to 
months. As we attempt to better understand PASC symptoms, prognosis, risk factors, and 
treatment, variation exists throughout the organization in the provision of health care for adult 
and pediatric cases. As a living PASC systematic evidence review does not currently exist, a 
rigorous evidence product developed by the EPC will assist us in identifying effective treatments 
that can be provided within our health care delivery system and ultimately meet the health 
needs of our members with PASC. 

3. What do you want to see changed? How will you know that your issue is improving or 
has been addressed? 
As a national organization that provides healthcare to 12.6 million members including adults, 
children and adolescents, Kaiser Permanente strives to develop and refine evidence-based 
practices to ensure the delivery of efficient and effective health care to all its members. In this 
case, findings from a rigorous EPC systematic review on this topic can be used to better 
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understand PASC symptoms, risk factors and prognosis and identify effective treatments to help 
standardize the provision of care within the organization for these patients. 

4. When do you need the evidence report? 
Fri, 06/30/2023 

5. What will you do with the evidence report? 
Findings from this evidence review will be used to inform health care decisions and to develop 
national guidance for adults and pediatric patients. National COVID-19 and preliminary PASC 
guidance products are already circulated and shared throughout the organization with clinicians, 
physician assistants, nurse practitioners, and other health care professionals. 

Optional Information About You 
What is your role or perspective? Physician 

If you are you making a suggestion on behalf of an organization, please state the name of 
the organization Kaiser Permanente 

May we contact you if we have questions about your nomination? Yes 
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