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RESEARCH QUESTIONS 
 

1. What is the diagnostic accuracy of red blood cell folate and serum folate testing for 
identifying folate deficiency? 
 

2. What is the comparative clinical utility of red blood cell folate versus serum folate testing? 
 

3. What is the clinical effectiveness of folate testing? 
 

4. What are the evidence-based guidelines regarding appropriate indications for folate 
testing? 
 

5. What are the evidence-based guidelines regarding which folate assay to use for folate 
testing?   
 

KEY FINDINGS 
 
Thirteen evidence-based guidelines were identified regarding appropriate indications for folate 
testing and which folate assay to use for folate testing.  
 
METHODS 
 
A limited literature search was conducted on key resources including OVID Medline, PubMed, 
The Cochrane Library, ECRI databases, Canadian and major international health technology 
agencies, as well as a focused Internet search. Methodological filters were applied to limit 
retrieval to health technology assessments, systematic reviews, meta-analyses, and guidelines.  
Where possible, retrieval was limited to the human population. The search was also limited to 
documents published between January 1, 2010 and April 14, 2015. 
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SELECTION CRITERIA 
 
One reviewer screened citations and selected studies based on the inclusion criteria presented 
in Table 1. 
 

Table 1:  Selection Criteria 
Population Any adult or pediatric population (special interest in individuals with 

hematological or gastrointestinal conditions) 

Intervention Q1 & 2: Red blood cell folate testing 
Q3 to 5: Any folate assay (e.g., serum folate, red blood cell folate) 

Comparator Q1 & 2: Serum (or plasma) folate testing 

Q3: Any alternate folate assay 

       Homocysteine testing 

       No testing 

       No comparator 

Q4 & 5: No comparator 

Outcomes Q1: Diagnostic accuracy outcomes 

Q2: Clinical utility outcomes 

Q3: Clinical effectiveness (e.g., improved folate status subsequent to 

       identified need for supplementation) 

       Safety 

Q4: Guidelines and recommendations regarding which populations should be 

       tested for folate deficiency 

Q5: Guidelines and recommendations regarding which folate assay to use 
       when testing for folate deficiency 

Study Designs Health technology assessment reports, systematic reviews, meta-analyses, 
evidence-based guidelines 

 
RESULTS 
 
Rapid Response reports are organized so that the higher quality evidence is presented first. 
Therefore, health technology assessment reports, systematic reviews, and meta-analyses are 
presented first. These are followed by randomized controlled trials, non-randomized studies, 
and evidence-based guidelines. 
 
Thirteen evidence-based guidelines were identified regarding appropriate indications for folate 
testing and which folate assay to use for folate testing. No relevant health technology 
assessment reports, systematic reviews, or meta-analyses were identified. In addition, no 
relevant evidence was identified regarding the diagnostic accuracy or clinical utility of serum and 
red blood cell folate, or the clinical effectiveness of folate testing. 
 
Additional references of potential interest are provided in the appendix. 
 
Health Technology Assessments  
No literature identified. 
 
Systematic Reviews and Meta-analyses 
No literature identified. 
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Guidelines and Recommendations 
 
1. Devalia V, Hamilton MS, Molloy AM, British Committee for Standards in Haematology. 

Guidelines for the diagnosis and treatment of cobalamin and folate disorders. Br J 
Haematol. 2014 Aug;166(4):496-513. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/24942828 
Guideline summary available here: 
http://www.guideline.gov/content.aspx?id=48197&search=folate+deficiency 
 

2. Chronic fatigue syndrome/myalgic encephalomyelitis (or encephalopathy). Diagnosis and 
management of CFS/ME in adults and children [Internet]. London: National Institute for 
Health and Clinical Excellence; 2014 [cited 2015 Apr 20]. 56 p. Available from: 
https://www.nice.org.uk/guidance/cg53/resources/guidance-chronic-fatigue-
syndromemyalgic-encephalomyelitis-or-encephalopathy-pdf 
See: 1.2.2.5, page 16. 
 

3. MBS Reviews – Folate Testing [Internet]. Canberra, Australia:  Medical Services Advisory 
Committee (MSAC) Australian Government Department of Health; 2014 [cited 2015 Apr 
20]. 50 p. Available from:  
http://www.msac.gov.au/internet/msac/publishing.nsf/Content/B6DAAB4B18D88558CA25
7D5E001D04D1/$File/Folate%20testing%20Review%20Report-accessible.pdf 
See: Executive Summary, pages 5 to 8.  
 

4. Oncology evidence-based nutrition practice guideline.[Internet] Chicago (IL): Academy of 
Nutrition and Dietetics; 2013. [cited 20 Apr 2015]. Various p. Available from: 
http://www.guideline.gov/content.aspx?id=48765&search=folate+test  
See: ONC: Assessment of Biochemical Data, Medical Tests, and Procedures on Adult 
        Oncology Patients 
 

5. Choban P, Dickerson R, Malone A, Worthington P, Compher C, American Society for 
Parenteral and Enteral Nutrition. A.S.P.E.N. Clinical guidelines: nutrition support of 
hospitalized adult patients with obesity. JPEN J Parenter Enteral Nutr. 2013 
Nov;37(6):714-44. Available from: http://www.ncbi.nlm.nih.gov/pubmed/23976769 
Guideline summary available here: 
http://www.guideline.gov/content.aspx?id=47538&search=folate+deficiency 
See: In Obese Patients Who Have Had Malabsorptive or Restrictive Surgical Procedures 
        for Weight Loss, What Micronutrients Should Be Evaluated? 
 

6. Cordell CB, Borson S, Boustani M, Chodosh J, Reuben D, Verghese J, Thies W, Fried LB, 
Medicare Detection of Cognitive Impairment Workgroup. Alzheimer's Association 
recommendations for operationalizing the detection of cognitive impairment during the 
Medicare Annual Wellness Visit in a primary care setting. Alzheimers Dement. 2013 
Mar;9(2):141-50. Available from: http://www.ncbi.nlm.nih.gov/pubmed/23265826 
Guideline summary available here: 
 http://www.guideline.gov/content.aspx?id=47022&search=folate+test 
See: Full Dementia Evaluation 
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http://www.guideline.gov/content.aspx?id=47022&search=folate+test


 
 

Folate Testing   4 
 
 

7. National Guideline Clearinghouse [Internet]. Rockville (MD):  Agency for Health care 
research and Quality (AHRG); [1997] - . Guideline summary: Chronic fatigue 
syndrome/myalgic encephalomyelitis. A primer for clinical practitioners [internet]. Chicago 
(IL): International Association for Chronic Fatigue Syndrome/Myalgic Encephalomyelitis 
(IACFS/ME); 2012. [cited 2015 Apr 20]. 41 p. Available from: 
http://www.guideline.gov/content.aspx?id=38316&search=myalgic+encephalomyelitis 
See: Table 1. Investigation of ME/CFS: Routine Laboratory Testing 
 

8. National Guideline Clearinghouse [Internet]. Rockville (MD):  Agency for Health care 
research and Quality (AHRG); [1997] - . Guideline summary: Kidney Disease: Improving 
Global Outcomes (KDIGO) Anemia Work Group. KDIGO clinical practice guideline for 
anemia in chronic kidney disease [Internet]. Kidney Int Suppl. 2012 Aug;2(4):279-335. 
[cited 2015 Apr 20]. Available from: 
http://www.guideline.gov/content.aspx?id=38245&search=folate+test 
See: Investigation of Anemia 
 

9. National Guideline Clearinghouse [Internet]. Rockville (MD):  Agency for Health care 
research and Quality (AHRG); [1997] - . Development Group of the Clinical Practice 
Guideline [trunc]. Clinical practice guideline on the comprehensive care of people with 
Alzheimer's disease and other dementias. Barcelona (Spain): Agency for Health Quality 
and Assessment of Catalonia (AQuAS); 2010. [cited 2015 Apr 20]. 499 p. Available from: 
http://www.guideline.gov/content.aspx?id=47860&search=folate+test  
See: Which Laboratory Tests Are Essential in Diagnosing Dementia? 
 

10. National Guideline Clearinghouse [Internet]. Rockville (MD):  Agency for Health care 
research and Quality (AHRG); [1997] - . Eating disorders during pregnancy and 
postpartum. Little Rock (AR): University of Arkansas for Medical Sciences, ANGELS; 2010 
[2015 Apr 20] 13 p.  Available from:  
http://www.guideline.gov/content.aspx?id=25631&search=folate+test 
See: Table 1: Evaluation and Treatment Suggestions for Physical Complications of Eating 
        Disorders 
 

11. Hort J, O'Brien JT, Gainotti G, Pirttila T, Popescu BO, Rektorova I, et al. EFNS guidelines 
for the diagnosis and management of Alzheimer's disease. Eur J Neurol. 2010 
Oct;17(10):1236-48. Available from: http://www.ncbi.nlm.nih.gov/pubmed/20831773 
Guideline summary available from: 
http://www.guideline.gov/content.aspx?id=38471&search=folate+test 
See: Major Recommendations 
 

12. Rizzo JD, Brouwers M, Hurley P, Seidenfeld J, Somerfield MR, Temin S. American society 
of clinical oncology/american society of hematology clinical practice guideline update on 
the use of epoetin and darbepoetin in adult patients with cancer. J Oncol Pract. 2010 
Nov;6(6):317-20. Available from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2988667 
Guideline summary available from:  
http://www.guideline.gov/content.aspx?id=24592&search=folate+test 
See: I. General Recommendations 
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13. National Guideline Clearinghouse [Internet]. Rockville (MD):  Agency for Health care 
research and Quality (AHRG); [1997] - .Shehata N, Walker I, Quirt I, Imrie K, Haynes AE, 
Trudeau M, Hematology Disease Site Group. Treatment of anemia with erythropoietic 
agents in patients with cancer -- adaption/adoption of ASH-ASCO guidelines. Toronto 
(ON): Cancer Care Ontario (CCO); 2010 [cited 2015 Apr 20]. 37 p. (Evidence-based 
series; no. 6-11).   
http://www.guideline.gov/content.aspx?id=24048&search=folate+deficiency 
See: Major Recommendations, first bullet 
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APPENDIX – FURTHER INFORMATION: 
 
Guidelines and Recommendations – Unclear Methodology 
 
14. Appropriateness Phase 1 OHTAC Recommendations: Annual Health Exams, Aspartate 

Aminotransferase Testing, Chloride Testing, Creatine Kinase Testing, Ferritin Testing, 
Folate Testing, and Vitamin B12 Testing Toronto: Health Quality Ontario. July 2013 [cited 
2015 20 April]. 4 p. Available from: 
http://www.hqontario.ca/Portals/0/documents/eds/recommendation-appropriateness-
phase-1-130722-en.pdf 
 

15. Folate and Folic Acid: An Expert Consultation.[Internet]. Toronto: Health Quality Ontario. 
July 2013 [cited 2015 20 April]. 11 p. Available from: 
http://www.hqontario.ca/Portals/0/Documents/eds/expert-consultations/folate-folic-acid-
130722-en.pdf 

 
16. Folate Deficiency - Investigation & Management [Internet]. BC Guidelines. 2012 [cited 

2015 Apr 20].  Available from: 
http://www2.gov.bc.ca/gov/topic.page?id=6732426E880A4BBAAB098EB15A43FE23 
 

Review Articles 

 
17. Green R. Indicators for assessing folate and vitamin B-12 status and for monitoring the 

efficacy of intervention strategies. Am J Clin Nutr. 2011 Aug;94(2):666S-72S. Available 
from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3142735 
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