Spotted Fever Rickettsiosis: Case Definition Change FAQs
1. The literature says that the sensitivity of most IFA assays increases as the illness progresses past 7 days.  Why can’t we change a valid acute sample to be considered only if the sample is taken 7-10 days post onset? 
· While most people may develop antibodies after the first week of illness, this may vary on an individual basis and depend on the species, dose, etc.  Some literature suggests seroconversion may occur within the first week of illness:  https://www.ncbi.nlm.nih.gov/pmc/articles/PMC262206/; https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6311067/.  It would be difficult to classify a patient as “Not a Case” when they are clinically compatible, have a titer greater or equal to 1:128 and their sample was collected on day 5, for example. 
· The first week of rickettsial infection is the period during which most patients seek medical attention and when the majority of specimens are collected for evaluation. Dismissing lab results that were taken too early would mean we would be looking at a significantly smaller number of cases.  
· If upon visiting their physician during the acute phase of their illness, and the physician directs them to take antibiotics for their suspected tick-borne illness, and return at a later date for testing one of two scenarios may occur:
· A patient takes antibiotics, feels better, and does not show up to get acute sample taken during the appropriate timeframe
· A patient takes antibiotics, does return to get the acute sample taken during the appropriate time frame, titers are affected and are low and not reportable/considered suspect anyway. 
https://academic.oup.com/jid/article/180/3/900/819761 - Discussion paragraph 3
2.  Why a cutoff of 1:128 rather than 1:64?  
· [bookmark: _GoBack]Data suggest that the prevalence of IgG antibodies reactive to SFG in asymptomatic individuals may be more common than previously assumed.  The presence of these IgG antibodies may reflect past exposures rather than active cases thereby confounding the interpretation of a single IgG antibody test result.  Data from TN suggests that 1:64 titers result in the highest numbers of non-cases, ie. not clinically compatible cases.  Data from NC suggests that titers of ≥1:128 result in more severe disease.  Some states are already using titer cutoffs of ≥1:128.  A revision of the case definition is is needed for standardization nationally.

3. Why is there a 60 day timeline for accepting a positive sample but for acute and convalescent samples the time line is up to 6 weeks?
· Our case definition of acute within 2 weeks of onset and convalescent 2-6 weeks later, we need to be able to accept specimens for 8 weeks from onset or 60 days.  

4. Aren’t lone star tick bites more common and do they not transmit R. rickettsii but rather Ehrlichia and other rickettsia?
· The goal of the position statement is to capture as many true cases as possible given the variation of SFGR across the US.  Arizona, for example, does not have established lone star tick populations.  
· https://www.ncbi.nlm.nih.gov/pubmed/29771344  discussed the multiple rickettsia found in dog ticks, adding to the confusion about what rickettiae are responsible for the seroconversions in patients.  
· Regarding Ehrlichia in our endemic states, VA, TN and so on, it may be that it is causing some of the clinical infections we are calling SFR, however, current tests are unable to distinguish between a case of Ehrlichia and SFR.  Even with a PCR positive Ehrlichia test, we cannot rule out a SFR infection if there is an antibody response.

5. What about non-pathogenic R. amblyommii causing seroconversion?  
· There is some evidence that R. amblyommii is not non-pathogenic (https://www.ncbi.nlm.nih.gov/pubmed/27022147 https://www.ncbi.nlm.nih.gov/pubmed/25187639 

6. Why are doctors not focusing on Ehrlichia testing?
· While we agree that physician education about testing for tick-borne diseases is important, the position statement serves to guide public health to distinguish what are likely true cases of SFR.   
· Ehrlichia testing would still not clarify whether there was a SFR infection or not.  

7. Why doesn’t the revised definition focus more on PCR testing rather than the fourfold increase for confirmatory laboratory evidence? 
· We do have language regarding PCR under confirmatory evidence: "Detection of spotted fever group Rickettsia, including R. rickettsii, DNA in a clinical specimen via amplification of a species-specific target by PCR assay."  This is in addition to serologic, biopsy and isolation evidence.  
· PCR may help in identifying confirmed cases but unfortunately is not widely available commercially so we need the other forms of evidence too.  

The case definition will never be perfect and correctly identify all cases but it will allow us to standardize recommendations based on our current technology and understanding and to identify national trends.  As better diagnostics are available we can continue to refine the case definition, but until then, we hope the changes we are recommending will both better capture true SFR cases while decreasing work load in high incidence states. 

