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B B I MGEAERRRE (SFTS) (2% 5 2K - 109 - THHEDHIE R e h~DkY: )
A7 ORI T 2 0FE8E (LLF, AMFZEEE) SIROTES), BFEESRIIC OV CTRE
AWFICHE R OIEE), FERIZOWTHEE L7-. FRZAFET SFTS IZxtd 567 78T
vV (T-705, & Lifbks:) OiaR2h R, RIVEA HEE B9 2 A 3 SRR IR IF 78 oD i 12>
WCHREE LT,

SFTS (Zxt9 5V 7 F BiFE

SFTS VA NADxZ o Xu—7fER 78 (GP), & /"7E (N), BREHTHLHETH
% (Z) BRBTHMMZT 7 =T A/ A LC16mMS8 (recLC16m8) ([ZOW\WT, ZDFfHE
URFHERIZOVWTY T RAZHWTEHME L7, SFTS VA L AD N, GPC £721Z N & GP ®
W5 2B T % recLC16m8 ZHHfE L7~ U A IMiGA I L, &ENDFRIUAREIZD
WTCHEDEPUAE TFA) Z2HVWTHIE L. N, GP IZx4 2 8RR Z N TN O PR %2 %
B9 % recLC16m8 ZHAE L7~ VA THEINTWVWD Z MR TE . RITIMIEFICE
FHFRPLAMZ, SFTS VA NVAD T +— 1 Abiki 2 T in vitro THIE L 7=,
GP, £721EZ N & GP Oiti i 2B 45 recLC16m8 ZH:fl L 7=~ 7 A Tl3A B2 ik o
PE DR S T

SFTSIZx3 27 7 B BT B/ K DIBIFENR & i~ 2 7 oD DR AN = 5 REGIRAFFE O HEE
Mrge o fFE L) IE SR L, &IP3, 2 LT, fHARDEFEEE CARMFEICH ) LT
T&EB5 % TR NV—7"% 5 EiFT=. SFTS A )V ABIGAHAE %2254 5 H 5 A mF
FERTHT RN O OARMIEA~DOWH ) 2 KH L, W a5, M ZE B 2% CAMME 2 Ehiid
HIeDDEKREGHIODFRE 2L L 7o THY L.

BEIRIFZEIC B W TR 252 T IC BT D U A )V A2 242 L7z,
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The progress of this research team’s project, “Management of this research projects and
the development of treatment and preventive measures for severe fever with
thrombocytopenia syndrome” has been managed and controlled throughout this fiscal
year term.

The vaccine against severe fever with thrombocytopenia syndrome generated based on
the highly attenuated smallpox vaccine LC16m8, recombinant LC16m8 with expression
of glycoprotein, nucleoprotein, and Z-protein (recLC16m8) had been produced. Mice were
immunized with the recLC16m8. It was confirmed that immunization of mice with the
recLLC16m8 induced antibody response including neutralization antibody to SFTSV.

I played an important role in the management of clinical study on the evaluation of
favipiravir efficacy in the treatment of patients with SFTS in terms of the following
issues: recruitment of collaborators, controlling the research activities, clearance in the
ethical issues, and virological examination of the patients experimentally treated with
favipiravir.

Others
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1. SFTS OBREEMWET NV OZE : SFTS U A /LA &P /UICHAE L TR b AL HiiLif ks L O
TR OMER S VfdE £ 0 1gG Pk &2 RE8URHE L7=. SFTS 7 A /LA % VICERIRINEERET 5
FEFRIZIBVT, FERRHE L7z IgG ik 7 A VA OHFER% 1 HURRICR G2 &, Hunig
RO IgG HFUAD LA F 7 A NV A BRER, AR ASIEOSE RO b, il
& 5 WITREH IgG HURDY SFTS OIREICAE N T D AlRetEd s Sz,

2. SFTS UANLAZKTHE MUEADIER: SFTS VA L AD Gn 8L N Ge BEHEZ 1 F o n
T ANVARBR CRIELORER L7z, SFTS OEIERE X V&L KRy ek Z %5 L
7=t Mevw 2 & HV, SFTS VA VAT 5 b MR OERZ BiAA LT,

JEIL

1. Non-human primate model for SFTS

Purified IgG was prepared from cynomolgus monkeys which had been inoculated with
SFTS virus. When cynomolgus monkeys were administered with the purified IgG,
viremia, SFTS-like symptoms, and abnormal laboratory parameters disappeared early in
monkeys inoculated with a high dose of SFTS virus. Thus, sera or purified IgG against
SFTS virus could be effective in treatment of SFTS.
2. Human antibody to SFTS virus

Recombinant Gn and Ge proteins of SFTS virus were prepared in baculovirus expression
system and purified. To make human antibodies to SFTS virus, the purified proteins were
administered to humanized mice which had been administered with peripheral blood

mononuclear cells obtained from patients recovered from SFTS.

BHERE (SFTS 1T DIRMEE (FLo A VA3, HURRAD DBi%E)
Fnse

SFTS (%, 2011 FIZH SN SNICHBUSEGED T2, RIET 7 F 3B A 0EIRA 206
B BRRE SN TV, AIFZETIE, HL7 A L 23 E LT RNA 7 A )L ADERIIE S P
MENBDENTNDL I ALY 7 7 BT EJL (T-705) @ SFTSV (25659 5 18BN 5%,
SFTSV &YB I~ 7 AT T /L& AW THGEE L=, £72, O T, SFTSV OEYe% hfnHisk %
£ 97 SFTSV = _"u—7EH'E (GP) IZxT5F /7 u—F APk aERL, ZTOzhE
ZRREE L 7.

7 7 BT ELDOH SFTSV R EICHONWTIE, ZHETIS, vV RACRBITAHEARRET
DFIETBHNENED HILTE Y, 72 SFTS BIER OFRIEICEB WO THIRENENRO 51T
W5, ARIFETIE, b FCTORKISHEZ RIEA T, 77 EET LR e MNERARFETH D
120 mg/kg/day B LWt MERKEAEE TH S 200 mg/kg/day T~ A2 L, SFTSV &
PR EN R 2~ 7 AOBIEE, KERIBIOUA VAT ) AEZELCGHMELZ., 7,
INETIEL A 1 RIOEENEEGZ2{T-o CTE 0N, BfE, 77 EE T EMERAEKLE LTOR
WA ZZITCTRY, RN 6-7 K &9 2 E2FEICW, ARl 1 H 210E, RO
HCOEREIT-T-. ZORER, 120 mg/kg/day BEIZIHBWTIE, A LV AEFE) S 3 HELNIZ,
F£72 200 mg/kg/day BB VT, VA NVAERENG 4 BUNICZ7 7 EE I B2 &5 LT
BA, K 20%i< £ CTORERDNALNTZN, ETCOTANEF L. mHEo T AL
A7) AEIE, 77 BT EAOEEETIHEINT AHEM N LN, FE5%RICIET ISR
D UBRY, BIEKR THICIZETOBMTIZIEREBARLLT & o7z,

SFTSV-GP (Zx}9 5/ 7 v —F ALHURIZEE L CiE, SFTSV-GP & A8 % &SI 4k
~ 7 AL, Ht SFTSV MG A4 57-. JriiE OBt~ v 2O L v, ~A 7V F—



~ZER L, SFTSV YLz xt3 2 @ CHiRERS L OVSFTSV-GP 24 E L7y 2 — R& A
TOIANADREGFREIE L LIV 7 27— 8T v A IETENENAT ) —=0 T %
1TV, SFTSV-GP 2kt LT 7 v — 2 2157, ZoOHRlE, va2a— KA T T NRTE
(7T < SFTSV DG b 5 Z LR 6.

£35S

Severe fever with thrombocytopenia syndrome (SFTS) is an emerging hemorrhagic fever
with a high case fatality rate caused by SFTS virus (SFTSV). Because there are
currently no effective therapeutics for SFTS, potent and safe antivirals are needed for the
treatment of SFTS. In this study, the therapeutic effects of ribavirin and favipiravir
(T-705), which are inhibited replication of various RNA viruses, against SFTSV infection
after onset of the disease were investigated in a mouse lethal model. Furthermore,
neutralizing antibodies against SFTSV envelope protein (GP) were constructed and
examined its effects.

Mice lacking the type I interferon receptor (IFNAR”) were used as an in vivo lethal
model for SFTSV infection. IFNAR” mice were orally administered twice daily with
favipiravir at doses of 120 or 200 mg/kg/day after challenging with 106 TCIDso of SFTSV.
All the mice treated with favipiravir at doses of 120 or 200 mg/kg/day survived lethal
SFTSV infection when the treatment was initiated on or earlier than 3 or 4 days
postinfection with body weight loss. Although the viral RNA levels increased until
administration of favipiravir, it was almost undetectable at 14 days postinfection. We have
demonstrated the efficacy of favipiravir at the approval dosage for human on lethal
SFTSV infection in IFNAR7 mice. Furthermore, favipiravir was highly effective against
lethal infection of SFTSV even when treatments were initiated after onset of the disease.
These results suggest that favipiravir treatment may be one of the choices for the
treatment of SFTS patients.

In concerning about neutralizing antibodies against SFTSV-GP, SFTSV-GP was
immunized with mice at several times. Antisera against SFTSV-GP were obtained, and
positive hybridoma clones were screened by immunofluorescence assay or pseudotype
virus inhibition assay from antisera-positive spleen cells. These monoclonal antibodies
exhibited to neutralize against not only pseudotype virus possessing SFTSV-GP but also
SFTSV.

I (BADBHRFICE T D SFTS U A L ADIFAERFEROfER)
Fnsg
FEFATHIZZ D3> B D SFTS U A WV AHURGER O @V E IR IR, SFTS Wi THIC B3 5 BB

WL, IR ERR, ROER, S OICEEEET DU TH = EIR, RERRF, JeEIRoO 8 FFIRD
=RV H 200 EHOHUKRGIERZFIE L=, T ORE, 8% 3 FEMPURBIERD 25 05 38%
TholoFEWETIX 0%, REE (25 80), BRE (23 80), FRi0R (18 BH) TIX4a TR,
PEE LT 3.6%, IAMT 0%, —HIR 4.2%, FER 20% CTho7-. MEFEEE TOMRE CRE
B3 83~7%, IEEEIX 0~3%, #idi%X 10~26%, #ERIT 9~12%, HH X 13~26%,
—HERIE 9~24%, EIRIE 33~36% DHURGHER TH 7. T &k L TAEEIIT D
DOHURBMERNE D > 72, PUABERNTHE LR TR T LAZHBEAATH D Z LD,
Mkfse L7 DN BT D . SAFEEIIBGIEBM N D 7e < U A VAT FBETE 2o Tz, FIE
T ML DU A NV AR ORIENEL, PESBER HB29 & EWNOBEER YG1 TIEAEN e h-o
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We investigated the antibody positive rate of 200 sika deer in 8 prefectures, i.e., Miyagi
prefecture with high positive rate of SF'TS virus antibody in deer, Nagano, Gifu, Shizuoka and
Shiga prefecture adjacent to SFTS epidemic, SFTS epidemic Mie, Kyoto and Hyogo prefecture.

As a result, in Miyagi prefecture in which the antibody positive rate was 25 to 38% in the past

3 years, no anitbody positive deer was found. In Nagano (25 heads), Gifu (23 heads), and
Shizuoka prefecture (18 heads ), all animals were antiboy negative. In SFTS epidemic
prefecture, seropositive rates were 3.6% in Shiga, 0% in Kyoto, 4.2% in Mie and 20% in Hyogo
prefecture, respectively. In the serosurvey until last year, seropositive rates were 3 to 7% in
Nagano, 0 to 3% in Gifu, 10 to 26% in Shizuoka, 9 to 12% in Shiga, 13 to 26% in Kyoto, 9 to 24%
in Mie, 33 to 36% in Hyogo prefecture, respectively. In comparison, antibody positive rates in
this fiacal year were lower. The reason for the decline in antibody prevalence in the surveyed
prefectures is unknown, and further investigation is necessary to assess the risk of SFTS in
these prefectures. In this fiscal year, we could not isolate SFTS virus since only a few animals
were positive.

There was no difference in virulence in SF'TS onset mouse model between HB 29 strain
and the domestic YG1 strain.

EWNF5HE (SFTS ORBELFRIfENTIZ K D IRREDRENT)
e
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FYEZE M MRS EGERE (SFTS) 1XBIERD mWE KR ¥ A )V AEYYED—D>Th 5. SFTS
DFB - IREEE WL T D 720121, FBIEMIEZ IE L < HEMET 208035 5. SFTSORER TR
Y L EROBEA < 12 B SEOBEIEME Y LV NE R - IR & MEKE RN TH Y, ANV R
U2 RN ORI Y LV SERTHPBE L TWD Z 2B LI L.

X

SFTSYV infection can lead to serious disease that approximates the severity of other high
consequence pathogens. The clinical laboratory results of SFTS patients indicate that
some pathological lesions occur in multiple organs including hematopoietic organs. Our
pathologic analysis of SF'TS cases revealed that the major target cells of viral infection are
large lymphoid cells in lymphoid tissues and the histopathological characteristics of SFTS

are necrotizing lymphadenopathy and extensive hemophagocytosis.

KAFFE (SFTS Oy & e ) 2 7 |[ZB8 4 24 9E)
st

1.

FE BE i OB E R (SFTS) i AIER OGRS Y A 7 R F-HETE D 72 3D D Fab % “#
Pat
Ju

2013 4% 4 H7» 5 2014 42 9 H £ TO 49 SEFIORERIE FHIERN H, AJEDBHE 1L RAE 78
LR TTH Y, BmRL31% MmN EAVHIA L7z, BEOL ITFAE 2 W HLN OB
TEEVRED o7, Fiz, FIERITHRIER DG HF 2R DEFIITHREAR &£ E 2 bz (Kato
H, et al. PLoS One, 2016 ) .

3L

This retrospective study included 49 SFTS cases notified between April 2013 and

September 2014. Most case-patients were of advanced age (median age 78 years). Fifteen



cases were fatal, giving a case-fatality proportion of 31%. These case-patients had a
history of outdoor activity within 2 weeks before the onset of illness. The proportion of
neurological abnormalities was significantly higher in the fatal cases than in the nonfatal
cases during hospitalization. Appearance of neurological abnormality may be useful for

predicting the prognosis in SFTS patients.

Z)IE# (SFTS OEFRRBIMRHTIC X DR RERET & 1GHIE D BR%E)

11D'S
FREBME I MRS IEGRERE X b L7 7 B8 T BV ORERRBRE £ L=, i 56
~81OBFE 104127 7 EEZ E/LHIH 1800 mg, 2 H H LA 800 mg % 5~14 H4&%5- L 7=.
77 EE T UKD EERAFEFLITFED O o7, 10 4 2 408 L. SELH
ITIREBRLEIF D U A NV 2 a B —@& R EVMER Th o7z, 7 7 B8 T EVERGIERTIE, #00
72 HHLERE & i/ MREE O RIE 23558 BTz,

JEL
We performed the clinical study of favipiravir for the treatment of the patients with SFTS.
Ten patients of SFTS (56~81 years old) were treated with favipiravir (1800 mg in thelst
day and 800 mg in the 2nd ~14th days). No serious adverse event was observed in all
patients. Two out of ten patients treated with favipiravir died due to SFTS. The copy
number of SFTS virus tended to be higher in the fatal cases as compared to those in
survival cases. The prompt recoveries of neutropenia and thrombocytopenia were observed

in the patients treated with favipiravir.

FRHEA— (SFTS L2 Wik D BRFE I B3 2 1F90)

Fnse
SFTS VA NAD N & X3 7 BICBWTCREREL L OEMEOREMGLEZHL L. bbb
BTN XU E T H2EBOE 7 0 — U JUAZFEL L N X U720 L TEWK
ISMEE R 7 n— 5. IR OEMEAWT, ELISA EE A &/ 7 a~ MEDFIEIZ
&% SFTS U A N AHUR, PrikfitR 2 FR L2 ORpRE, BEICOWTHHME L7z, & <icA
L7 a~ MEC X AR BRI OWE, N Z o7 ZEME L Te b, F238h G
YTV ERIEEE, BREH L N X I ETHRIHT 2% KA v FIRIC L D L%
LT, ZHICK Y, ZETRTCOEM TR ATEEZ: SFTS VA VAFUERIFIELE 720, B
SR OENMWZ I 5 MG LA DRI 22 AN Sz, EiRo FEZ2EBICIEA L
T, RIERENICBITSA 7 > ® SFTS U A VA DIMTEE PR A i L O AN
e sz, —J, PuURM (N # 2" 278) BitiRICOWTlE, RT-PCR G Th - 72 B
Mg Z A LR, 10% ORISR E R Uiz, BIERS TIE N Z o837 BisR o g
R ST S, S%FERAEE BT 72D E LS BT 2 MERRIB S .

HESL
Mass production system for N protein of SFTS virus was developed. Monoclonal antibodies
against the N protein were established. Those antibodies demonstrated high affinity to N
protein produced SFTSV infected culture cells. ELISA and Immuno-chromatography
systems were developed to detect anti N protein IgG and IgM. Those systems showed high
sensitivity and specificity for human and animal SFTSV infected animal sera, suggesting
both systems could be promising sero-diagnostics for SFTS. Antigen (N protein) detection



immuno- chromatography system was also developed. However, only 10% of SFTS
patients sera showed positive for the antigen during acute phase, suggesting the system

needs to be improved for clinical use.

EARFLF- (SFTS 7 A /L A DIRYLEEHE - HETEHEAS - S ME ORI
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SFTS U A /L AD T A )L AFHIERT L OYREMEZBE L, 2 alakis, THEORIEICHK
NMTHZEEHNE LT EZED. 1A X —Tca /K v 7T 7k
(IFNRKO)~ 7 2 & W BOERIERE T V& W fifiT 2D, Z 0O~ U AET/UIBNT
JRGAEAHIAE Y Tbal BfE~ 27 17 7 — U< Paxb BMERMEA B cells THHZ L A2/RLT-
(Matsuno et al). F 7= SFTSV EYHHIEIIZ I RIS o X —T7 21 - Stat2 RO A =X
AR LTS Z EWREINTZCRFER). I6I8, TA VARG EE 2 FF o3 & LT
Ca2+F v X AGPUAIZ NS LI2CR¥ER). £, £/ 7u—Fdffike LT =oxnm
— 7B RT Gl T DHUEE RN LTCRIER). S DI, UA L ADHEE L BEREDBE 2
B OMNZT B0, YGLEEL D AR Z M L, BRI Z 552 L7z (Nishio et al).
£z, =X =787 Gn IO 624 FH OLRPHIEMETEIEICEG L TnL 2 L%
RWEL7(Tsudaetal). U N—RT =37 ¢ 7 AEEZHWTERY A L 2 & (ERS 5 il %
A L7ZCRIER). 2 SFTSV O U A )V AR HEAREROWEICH A s 725 L& %
bivd.
p'e
The goal of our research is to understand virological characteristics and pathogenesis of
SFTSV and its application for development of treatment and prevention of SFTS. Lethal
animal model of SFTSV infection using interferon-a/B receptor knock-out IFNRKO)mice
were found to be useful. In this mouse model, target cells for SFTSV were Ibal positive
macrophage and Pax5 positive immature B cells were overlapped with SFTSV-positive
cells (Matsuno et al). Moreover, Stat2 signaling pathway was important for the resistant
to SFTSV lethal infection in mice (unpublished data). In addition, several Ca2 + channel
antagonists were found to be antiviral compounds in vitro (unpublished data). A mouse
monoclonal antibody (clone 2A9) with neutralization activity was established
(unpublished data). To understand relation of structure and function of SFTSV, variant
viruses were cloned from SFTSV strain YG1 and their mutations were identified (Nishio
et al). We reported that 624th amino acid on Gn envelope glycoprotein was responsible for
low-pH-dependent cell fusion activity (Tsuda et al). Reverse genetics system to produce
artificial mutants of SFTSV were introduced. This is useful technology to gain basic
information of SFTSV.
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SFTS OFZEHENMMTT L OB%E : SFTS U A VA% VICHER L TE LN -Hiigi L O
IR D IEF Y /VIE LV IgG Hiik 2 FERRNE L7z, SFTS U A /L A % H/VICHRIRP BEAE 9~ 5 SEER R
2BV T, REBRRME L7z IgG Pk % U A )V 2 OEEFET% 1 B LIBRICER G756 &, Fiiii ko IgG
PURDGEIZILT ¥ A )L A BRRER A HR AR O UEE 1 T30 b7z, HUlLif & 5 W3R IgG
PUADY SFTS OIERIAN T L rREMEN /RS Tz,

SFTS VA LA T D8 FUEDIER : SFTS VA L AD Gn BL N Ge EHEZ A F 2 ¥
A NVAFEBR TR OB Lz, SFTS OEEEE LV GO RIHMEZRZ &G Lzt b
fb~o 2% M, SFTS VA VAT 5 MNUROIER ZBRLG LT-,

Non-human primate model for SFTS: Purified IgG was prepared from cynomolgus monkeys
which had been inoculated with SFTS virus. When cynomolgus monkeys were administered
with the purified IgG, viremia, SFTS-like symptoms, and abnormal laboratory parameters
disappeared early in monkeys inoculated with a high dose of SFTS virus. Thus, sera or
purified IgG against SFTS virus could be effective in treatment of SFT'S.

Human antibody to SFTS virus: Recombinant Gn and Gc proteins of SFTS virus were
prepared in baculovirus expression system and purified. To make human antibodies to SFTS
virus, the purified proteins were administered to humanized mice which had been

administered with peripheral blood mononuclear cells obtained from patients recovered from
SFTS.
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I BRROBME (BIEHFHRE)

SETS 1%, 2011 42 6N SN HEERGLED 72D, RIZT 7 F NI EB A0 RE 72 15%
HH BRI TV, AIFE T, HLy A L A3 L LT RNA W7 A L AOEHRLIC A < BRES)
HEREDOHOLNTNWA U ALY 7 7 EE T EJL(T-705) D SFTSV IZ % 2 18R H %4 . SFTSV
RGBS~ 7 AET VAW THRGE LT, F72, OF T, SFTSV O % hFitsk 2 X 5 72
SFTSV = R —7E G (GP) 1Tk 5F /) 7 a—F HFUEZERL L Z DO B2 MEE LTz,

77 BT EAOHLSFISV BRI HONWTIE, TRETIC, vV R CBIT REmARBET
DIIETFEHRNEN RO B TEY . F 72 SFTS FIER DEIEIZB W T HIGEIDENRBD 5N T
W5, AIFFETIE, B FTOBKCHZZIEA T, 77 EE I L2 MNEEARRETH
% 120 mg/kg/day B L Ot MFERKEAETH D 200 mg/kg/day T~ 7 AZ#E L, SFTSV &
YHES R 2~ 7 AL, KERDBIORTA VRS ) AEEZJE L TRl Lz, 7=,
IHETIEL B 1 RIOEENEEZ2IToTE )N, BIE, 777 EMIRAOKLE LTo
HBAE T TR Y | F RN 6-T R &V D Z L AFFICW L, ARl 1A 2\ &0
BETOERREZIT-T2, ZTOME, 120 mg/kg/day FEICB W TIL, ALV AEERENDS 3 LN
(2. F£72200 mg/kg/day BEIZEBWTIL, A NVAREERNS 4 HUNIZZ 7 EE T ELE &S
L7256, IR 20T < £ COREJD DA LN, BTOYTANRAEF L, RO T A
VA ) AEIX, 77 BT EAOFKS £ TIIEINT 2EAN SN, BEZICIETS
D Ui, BIEKR TIICIZE CORTIRIERHERALT L o7,

SFTSV=GP {269 %E / 7 v —F LHURICBI LTl SFTSV-GP & F/E 2 E WIS R e~ &
AN L, HUSFTISV MG 21572, PUiiE OBt~ v ADPlEEfk L v . ~1 7 ) F—~%
TERLL . SFTSV EYSHIRLZ &3 2 Bk HURIER L OV SFISV-GP 24 E Licy 2 — R¥ A 70 A
IWADERFFNEREL LIy 7 27 —8T v BAIETENENAT V== T EITV,
SFTSV-GP (3 L CIPED 7 m— 2 %437, ZOHURIEL, v 2 — R¥A T TA LRI Tl
SFTSV DEGe b fn4 2 Z L RO b,

Severe fever with thrombocytopenia syndrome (SFTS) is an emerging hemorrhagic fever
with a high case fatality rate caused by SFTS virus (SFTSV). Because there are currently
no effective therapeutics for SFTS, potent and safe antivirals are needed for the
treatment of SFTS. In this study, the therapeutic effects of ribavirin and favipiravir
(T-705), which are inhibited replication of various RNA viruses, against SFTSV infection
after onset of the disease were investigated in a mouse lethal model. Furthermore,
neutralizing antibodies against SFTSV envelope protein (GP) were constructed and
examined its effects

Mice lacking the type I interferon receptor (IFNAR”) were used as an in vivo lethal
model for SFTSV infection. IFNAR” mice were orally administered twice daily with
favipiravir at doses of 120 or 200 mg/kg/day after challenging with 10° TCIDs, of SFTSV.
All the mice treated with favipiravir at doses of 120 or 200 mg/kg/day survived lethal
SFTSV infection when the treatment was initiated on or earlier than 3 or 4 days
postinfection with body weight loss. Although the viral RNA levels increased until
administration of favipiravir, it was almost undetectable at 14 days postinfection.
We have demonstrated the efficacy of favipiravir at the approval dosage for human on
lethal SFTSV infection in IENAR” mice. Furthermore, favipiravir was highly effective
against lethal infection of SFTSV even when treatments were initiated after onset of
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the disease. These results suggest that favipiravir treatment may be one of the choices
for the treatment of SFTS patients

In concerning about neutralizing antibodies against SFTSV-GP, SFTSV-GP was immunized
with mice at several times. Antisera against SFTSV-GP were obtained, and positive
hybridoma clones were screened by immunofluorescence assay or pseudotype virus
inhibition assay from antisera—positive spleen cells. These monoclonal antibodies
exhibited to neutralize against not only pseudotype virus possessing SFTSV-GP but also
SFTSV.
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