
VII. Case Definition for Case Classification for Spotted Fever Rickettsiosis	Comment by Nichols Heitman, Kristen M. (CDC/OID/NCEZID): Taken from current position statement and edited: https://c.ymcdn.com/sites/www.cste.org/resource/resmgr/PS/09-ID-16.pdf 	Comment by Stuck, Shawna: The lyme case definition includes criteria to distinguish a new case from an existing case: “Case not previously reported to public health authorities.” Should SFR have something similar? We see patients testing positive on an annual basis. When do we exclude those?	Comment by Hayley Yaglom: I would agree. This is very helpful criteria to be set. In Arizona, we of course see a great number of people from tribal communities getting tested multiple times for a febrile illness. The serology tests will be positive because of their past exposures/illnesses. 
Narrative description of criteria to determine whether a case should be classified as confirmed, probable (presumptive), or suspected (possible) 
Clinical evidence
Any reported fever and one or more of the following: rash, eschar, headache, myalgia, anemia, thrombocytopenia, or any hepatic transaminase elevation.	Comment by Hayley Yaglom: Is this myalgia only or do we include arthralgia in this as well. 	Comment by Hayley Yaglom: Other laboratory indicators, i.e. leukocytosis, low sodium
Epidemiologic evidence
Tick exposure in past two weeks; a tick bite is not required. List occupation if relevant to exposure. Travel in past two weeks; location of travel. 
Laboratory evidence
WILL ADD DESCRIPTION ONCE DECIDED.
For the purposes of surveillance, 
Laboratory confirmed:	Comment by Nichols Heitman, Kristen M. (CDC/OID/NCEZID): The changes made below represent a more conservative approach to changing the current case definition.
· Serological evidence of a fourfold increase change in immunoglobulin G (IgG)-specific antibody titer reactive with spotted fever group Rickettsia, including R. rickettsii, antigen by indirect immunofluorescence assay (IFA) between paired serum specimens tested at the same laboratory (one taken in the first week of illness and a second 2–4 weeks later), or 	Comment by Nichols Heitman, Kristen M. (CDC/OID/NCEZID): - Changed “fourfold change” to “fourfold increase”	Comment by Hayley Yaglom: Clarifying question—a four-fold decrease will not ever be confirmed then, correct? Even if the lab results make sense with the onset, clinical picture. 	Comment by Stuck, Shawna: What should we do with cases that have convalescents not taken during this time frame? Probable, confirmed, or not a case?	Comment by Hayley Yaglom: I agree with Shawna here that it may be very helpful for states to know what to do with cases that have a 4-fold rise outside the time frame. Do we treat like QFV and call probable? The biggest challenge I see here is with respect to people coming back for convalescent titers. Getting them back is fantastic and an accomplishment, getting them back in the 2-4 weeks is a miracle. 
· Detection of spotted fever group Rickettsia, including R. rickettsii, DNA in a clinical specimen via amplification of a species-specific target by PCR assay, or 
· Demonstration of spotted fever group antigen in a biopsy or autopsy specimen by IHC, or
· Isolation of spotted fever group Rickettsia, including R. rickettsii, from a clinical specimen in cell culture and molecular confirmation (e.g., PCR or sequence).
Laboratory supportive:
· Has serologic evidence of elevated IgG antibody at a titer ≥1:64 reactive with spotted fever group Rickettsia, including R. rickettsii, antigen by IFA.	Comment by Nichols Heitman, Kristen M. (CDC/OID/NCEZID): - Specified cut-off titer of >=1:64 (based on the current cut-off used by CDC Reference Diagnostic Laboratory; this should be discussed in the next working group call)
- Removed IgM, ELISA/EIA, latex agglutination	Comment by Stuck, Shawna: What if an individual has a convalescent titer that is equal to or not at least a 4 fold change from the acute? Would this be a probable or not a case?	Comment by Hayley Yaglom: Wasn’t there discussion on making this cut-off 1:128??	Comment by Hayley Yaglom: What happens now with EIA’s?  LabCorp runs EIA’s and are used by one of the communities most impacted by RMSF. 	Comment by Sally Slavinski: Can we raise the cutoff and make these probable if clinically compatible.  Anything below would be suspect even if clinical, along with positive labs of any titer where not clinical info available.

Exposure	Comment by Stuck, Shawna: Why is exposure defined if it is not required for case definition?
Exposure is defined as having been in potential tick habitats within the past 14 days before onset of symptoms. Occupation should be recorded if relevant to exposure. A history of a tick bite is not required.	Comment by Stuck, Shawna: Should we include something like “Laboratory confirmation is required for persons with no known exposure.”

Case Classification (current)
Confirmed: A clinically compatible case (meets clinical evidence criteria) that is laboratory confirmed.
Probable: A clinically compatible case (meets clinical evidence criteria) that has supportive laboratory results.	Comment by Sally Slavinski: Supportive labs > = 1:256?
Suspect: A case with laboratory evidence of past or present infection but no clinical information available (e.g. a laboratory report).

Possible alternative case classifications:	Comment by Hayley Yaglom: See some of my comments embedded above.	Comment by Nichols Heitman, Kristen M. (CDC/OID/NCEZID): The changes made below represent the more aggressive approach to changing the case definition and include the strictest criteria for meeting the case definition.	Comment by Stuck, Shawna: I know this is just a suggestion, but I do feel that if we cut it this aggressively, case counts would fall too much and public health could, once again, be accused of “hiding” something.
Confirmed (report only confirmed cases; investigation only after laboratory confirmed evidence received): A clinically compatible case (meets clinical evidence criteria) that is laboratory confirmed.	Comment by Hayley Yaglom: I think we should continue to report BOTH confirmed and probable. 

Possible alternative reporting groups: (if changing from the general “Spotted fever rickettsiosis”)	Comment by Nichols Heitman, Kristen M. (CDC/OID/NCEZID): The following groups are suggestions. We can discuss further whether it makes sense to use all or just one or two based on what is decided on with changing the laboratory criteria.	Comment by Sally Slavinski: I like the idea of reporting out by disease if lab can confirm.  Do we know whether there are any serologic assays under development that will be highly sensitive/specific and able to distinguish among SF?  If so, would also want to include this in the lab criteria.
· Rocky Mountain spotted fever	Comment by Stuck, Shawna: Currently in Georgia, and I suspect other states, our notifiable conditions only include this.
· Laboratory confirmed: 	Comment by Nichols Heitman, Kristen M. (CDC/OID/NCEZID): Due to recent findings by RZB Reference Diagnostic Laboratory, IFA IgG serology for SFGR cannot definitively speciate due to cross-reactivity between different SFGR antigens and so we have left off seroconversion as a means of meeting the laboratory confirmed criteria for these species-specific reporting groups.
· Detection of R. rickettsii DNA in a clinical specimen via amplification of a species-specific target by PCR assay 
· Isolation of R. rickettsii from a clinical specimen in cell culture and molecular confirmation (e.g., PCR or sequence)
· Rickettsia parkeri rickettsiosis	Comment by Hayley Yaglom: We do see parkeri in AZ and have expanded our case definition to include all SFGR.
· Laboratory confirmed criteria: 
· Detection of R. parkeri DNA in a clinical specimen via amplification of a species-specific target by PCR assay 
· Isolation of R. parkeri from a clinical specimen in cell culture and molecular confirmation (e.g., PCR or sequence)
· Undetermined Spotted Fever Rickettsiosis	Comment by Hayley Yaglom: I also agree with Shawna here that having this undetermined category is very helpful. 	Comment by Stuck, Shawna: I applaud having this case definition. I think some physicians are in a panic because a lot of their patients are testing positive for RMSF, and they think a deadly disease is just rampaging through the state. That does not appear to be the case.	Comment by Hayley Yaglom: Also need to consider some other specific rickettsial examples i.e. we had two African tick bite fever cases in the last 2 years and CDC did the testing, therefore we were able to interpret the cross-reactivity.
· Laboratory confirmed criteria:
· Serological evidence of a fourfold increase in immunoglobulin G (IgG)-specific antibody titer reactive with spotted fever group Rickettsia, including R. rickettsii, antigen by indirect immunofluorescence assay (IFA) between paired serum specimens (one taken in the first week of illness and a second 2–4 weeks later), or 
· Detection of Rickettsia DNA in a clinical specimen via amplification of a genus- or group-specific target by PCR assay, or 
· Demonstration of spotted fever group antigen in a biopsy or autopsy specimen by IHC, or
· Isolation of Rickettsia from a clinical specimen in cell culture and molecular confirmation (e.g., PCR or sequence).
· Laboratory supportive criteria:
· Has serologic evidence of elevated IgG antibody at a titer ≥1:64 reactive with R. rickettsii or other spotted fever group antigen by IFA.	Comment by Hayley Yaglom: See comment above about titer. I mention here only because it was brought up at the CSTE Annual Meeting. 


