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_ Abstract __Introduction

Although human-to-human transmission of severe fever with thrombocytopenia syndrome virus (SFTSV) via direct
contact with body fluids has been reported, the role of specific body fluids from SFTSV-infected hosts has not been
Investigated In detail. To demonstrate the virus transmission kinetics in SFTSV-infected hosts, we adapted the ferret
Infection model and evaluated the virus shedding periods, virus titers, and transmission modes from various specimens
of infected ferrets.

The gRT-PCR demonstrated that large amounts of infectious SFTSV are shed through nasal discharge, saliva, and
urine from SFTSV-infected ferrets. Virus could be detected from 2 dpi and persisted until 12 dpi in these specimens,
compared with the relatively short virus-shedding period in sera. Further, transmission studies revealed that SFTSV can
be transmitted to close direct and indirect contact na'lve animals through various mediums, especially through contact
with serum and urine. Further, ferrets contacted with human urine specimens from SFTSV-positive patients were
successfully infected with SFTSV, suggesting that urine specimens could be a source of SFTSV infection in humans.

Our results demonstrate that the SFTSV can be shed in various body fluids for more than 12 days and that these
specimens could be a source for direct or indirect transmission through close personal contact.

Severe fever with thrombocytopenia syndrome (SFTS) is an emerging zoonotic infectious disease caused by SFTSV, a novel member of the family Phenuiviridae.
Since the first report of this virus in China in 2009, SFTS has mainly been found in China, Japan, and South Korea, with growing annual incidence and high case fatality
rates. SFTSV is believed to be maintained in nature by an enzootic tick—animal cycle. Of the tick species, Haemaphysalis longicornis are implicated as a main vector of
SFTSV.

Although SFTSV Iinfection in humans is believed to be predominantly mediated through bites from virus-infected ticks, the first human-to-human transmission of
SFTSV through contact or exposure to patient blood was reported in 2012. Since then, possible human-to-human transmissions of SFTS have been reported in families, co-
residents of villages, and even in the hospital setting. Further, some secondarily infected patients died with high viral loads and clinical symptoms, including high fever and
low platelet counts. Investigation of a cluster of SFTS cases provided evidence of person-to-person transmission through contact with blood from an index patient with a
high serum virus load. However, detailed information regarding the kinetics of virus shedding in various body fluids and the manner of SFTSV transmission in vivo iIs quite
limited due to the previous lack of an animal infection model.

Therefore, in this study, we performed direct and indirect contact transmission studies using a ferret model, which was recently characterized as a suitable model for
SFTSV human infection. In this model, we attempted to trace virus transmission and identify the specimens most likely mediating transmission from infected hosts. The
virus-shedding periods and viral loads of various specimens were comparatively analyzed using real-time reverse transcription polymerase chain reaction (RT-PCR). In
addition, the presence of infectious virus in collected ferret and human specimens was demonstrated through infection in sentinel ferrets.
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1. The SFTS clinical symptoms were observed from SFTSV infected ferrets and direct contacted (DC) ferrets such as high fever, weight loss and severe thrombocytopenia.

2. The SFTSV RNA was detected from various specimens (serum, fecal, nasal wash, saliva and urine) of ferrets and tissues (lung, liver, spleen, intestine and kidney) of deceased ferrets even in DC group.

3. The gRT-PCR results demonstrate that SFTSV can replicate in multiple organs, causing systemic infection, and be transmitted to direct contact na'ive ferrets.

4. Most of body secretions (serum, fecal, nasal wash, saliva and urine) from SFTSV infected ferrets contained infectious viruses which a high enough to induce fatal infections.

5. SFTSV infected ferrets shed the virus more than 12 days from the direct and indirect SFTSV infections.

6. The patient’s urine specimens could be a source for SFTSV for nosocomial infection.

7. Taken together, these results demonstrate that SFTSV can be shed in various body fluids of infected hosts for more than 12 days and that these specimens could be a source for direct and indirect SFTSV transmission to those in close contact, including other

patients or health care professionals.
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