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Pediatric Meningoencephalitis Cluster
Caused by Snowshoe Hare Virus, Whistler,
British Columbia, Canada, 2024

Appendix

Snowshoe Hare Virus (SSHV) Laboratory Diagnosis

IgM Antibodies

IgM specific to SSHV are detected using enzyme-linked immunosorbent assays (ELISA).
These can be done on cerebrospinal fluid (CSF) or serum. The presence of IgM typically
indicates recent exposure to SSHV. There is a large degree of cross reactivity between the
California serogroup viruses (CSGV). Furthermore, IgM antibodies can persist for up to one to 2
years in some arboviruses. Therefore, confirmatory testing such as plaque reduction
neutralization testing (PRNT) is required to confirm the diagnosis. Furthermore, high
seroprevalence to CSGV in North America makes it difficult to differentiate recent from past

infections from a single serum specimen, thus the need for paired serum and/or CSF (/).

Plaque Reduction Neutralization Test (PRNT)

PRNT is the standard for confirming SSHV infection. It measures the ability of serum to
neutralize the virus, preventing plaque formation and can sometimes differentiate between the
different viruses within the CSG (2).

PCR

PCR on blood or CSF detects SSHV genetic material with high specificity, useful for

early diagnosis before seroconversion has occurred. However, it is typically only positive within

the first few days of symptom onset and is not routinely recommended for immunocompetent

individuals given its lower sensitivity (3).
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In our cases, serum samples submitted to the NML were first analyzed by SSHV and JCV
IgM ELISA to determine if the patients had developed antibodies to SSHV and/or JCV. Both
acute and convalescent serologies (range: 2 to 6 weeks apart) were done. As all samples were
SSHV IgM positive, they were further analyzed via PRNT for the presence of neutralizing
antibodies to SSHV and/or JCV.

Snowshoe Hare Virus (SSHV) Infection Case Definitions

Confirmed case: Defined as a 4-fold or greater change in virus-specific antibody titer,
presence of either virus-specific IgM or neutralization antibodies in cerebrospinal fluid, or

detection of virus-specific RNA in cerebrospinal fluid or isolation of virus by cell culture (/,2,4).

Probable case: Defined as an individual with a clinically compatible illness (with
symptoms observed during the mosquito season) and detectable SSHV IgM antibody and virus

specific neutralization antibodies in the acute serum sample (/,2,4).
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