International Congress of Virology. 4. FEBER: UANVAME TREORKIT

2011.9. 15 Sapporo DA E 49 [ElE RN G
3. Okitsu S, Khamrin P, Thongprachum T IREE S

A, Hayakawa S, Maneekarn N, R 23T H30H KREy=

Ushijima H. Molecular vI7TT 4906 (WFE & RIER)

characterization of VP1 region of

porcine kobuviuse. International

Union of Microbiology ~ Society H. FnEYMAPEERED HFE - BRI

International Congress of Virology. 7L

2011.9. 15 Sapporo

#1
Partial 5" UTR nucleotide sequence identities between the sequence of HCoV found in

this study and HCoV reference strains

Nucleotide sequence identity (%)

HCoV strains
CMHA172/08 0553 HCoSV-A1 2263 HCoSV-B1 5152 HCoSV-C1 5004 HCoSV-D1
CMHA172/08 100.0
0553 HCoSV-A1 83.1 100.0
2263 HCoSV-B1 82.3 76.4 100.0
5152 HCoSV-C1 87.7 84.0 80.0 100.0
5004 HCoSV-D1 95.4 81.3 83.7 85.0 100.0
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# 1 Incidence of porcine kobuvirus RNA in serum samples

from healthy pigs in Thailand, 2003-2008

Number of tested  Positive

Age Prevalence
samples number
M 32 0 0%
2M 100 11 11%
3M 45 6 13%
4M 30 13 43%
M 18 2 11%
6M 15 7 47%
7-8M 136 33 24%
total 376 72 19%




CMPS032/2006/THA
CMPS431/2008/THA
AB624468-CMP07/2006/THA
CMPS048/2006/THA
CMPS345/2008/THA
CMPS091/2003/THA
CMPS035/2006/THA
CMPS066/2003/THA
|~ CMPS018/2006/THA
CMPS422/2008/THA
CMPS098/2006/THA
CMPS071/2006/THA
CMPS022/2006/THA
AB624462-CMP01/2006/THA
 AB624479-CMP25/2007/THA
T HQ877624-NLD45/2008/Netherland
AB624472-CMP12/2008/THA
ECMPSMGIZOOG/THA
HMO014100-T182/2009/JP
~ HMO014094-T152/2009/JP
[~ GU292559/JY-2010a/CHN-Y-1-CHI
| EU787450-swine/S-1-HUN/2007/Hu
GQ249161-swine/K-30-HUN/2008/H
GQ152107-CMP076/2001-2003/THA
CMPS009/2006/THA
GQ152116-CMP154/2001-2003/THA
CMPS352/2008/THA
CMPS015/2006/THA
GQ152113-CMP143/2001-2003/THA
GQ152118-CMP159/2001-2003/THA
[ HMO014080-T082/2009/JP
GU723955-MF8045/2009/KOR
HQ877619-BRA10/2009/Brazil
HMO014112-T247/2009/JP
CMPS413/2008/THA
[ CMPS021/2006/THA
CMPS419/2008/THA
CMPS033/2006/THA
CMPS346/2008/THA
CMPS049/2006/THA
CMPS312/2008/THA
CMPS002/2004/THA
ABB24484/CMP29/2007/THA
CMPS055/2006/THA
4 AB624482-CMP27/2007/THA
CMPS110/2006/THA
HM014102-T195/2009/JP

1

L

RN

T GQ152097-CMP017/2001-2003/THA
GQ152108-CMP093/2001-2003/THA

Group A
Identities: 98.3-100%

|

Group B
Identities: 90.9-100%

AB010145-Aichi virus

AB097157-Bovine kobuvirus

Phylogenetic trees of partial nucleotide sequences of porcine kobuvirus 3D region
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FROMF (HFMD) OEERFERTA L AD1HOTHY ., BEHLLLT VLT 1
TALATLEL (EVTL) 38X 2011 4Ei2 HEMD OEEM 2 AT 2 &8 L7z CVA6
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ANAE LTE LI TUVWZ2S, 2011 4RI
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KT BEE Lz, ARPWAT CILER O
HFMD DEFRIER LV mEE R L, KiE
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ToEES (Y2 3-5H) T, Aok B
U AV AVESE (REfESE) OFHE%A MTT
FBIZEVRE L, 7A Vv AIERYSAR D
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1C50

Strain Origin
(ng/ml)

NS10-001 Aseptic meningitis 0.15
MZ06330 HFMD 0.26
MZ06354 HFMD 0.26
MZ06357 HFMD 0.24
MZ06360 HFMD 0.28
MZ06373 HFMD 0.28
MZ07048 HFMD 0.26
MZ07060 HFMD 0.28
MZ07072 Herpangina 0.21
MZ07091 Aseptic meningitis 0.28
MZ07141 HFMD 0.17
MZ10065 HFMD 0.12
258 Bulgaria fatal encephalitis 0.25
SK-EV006 fatal encephalitis 0.75
C7/0Osaka fatal encephalitis 0.25
Hungary fatal encephalitis 0.18
1095/Shiga HFMD 0.23
SI/Isehara HFMD 0.15
Nagoya HFMD 0.15
BrCr (M) Aseptic meningitis 0.11
BrCr/tr Aseptic meningitis 0.10
BrCr/ts Aseptic meningitis 0.086

Table 1. Antiviral Effect of MRL-1237 on the replication of EV71

T A VAR Sy 7 K025 ml 5B genomic EV71 SK-EV006 DEYLE: cDNA 7 &
RNA ZfhH L, 2C fEEEZ & T/ 1,000 —2 %M L7z, = DR cDNA 7 o
¥ % RT-PCR THIE L7=, PCR EWE  — L D4TA8FBHD T 1H G ~DERE
ABI 310 genetic analyser THEAT L, 2CH8  PCRIEICLVEAL, BoNEERK
DR LS 2 R E LT, cDNA 7>5 in vtro transcription (Z & ¥
EV71 Gt cDNA 7 o — B L OEMZ  RNA 24 L, RD-AMIIC AT R 7
ZEIRIE B, 7 varyLTCUANVAZEI L,



1C50

Strain Origin
(ng/ml)
NS11-001 HFMD 0.12
NS11-002 Herpangina 0.24
NS11-003 Herpangina 0.24
NS11-004 Herpangina 0.22
NS11-005 Herpangina 0.22
NS11-006 HFMD 0.25
NS11-007 HFMD 0.25
NS11-008 HFMD 0.24
NS11-009 HFMD 0.25

Table 2. Antiviral Effect of MRL-1237 on the replication of CVAG6 clinical isolates

C. MR B L OEE

22 BRD EVT1 IZxt9 5 MRL-1237 O$L
%A JVAVEVEIC DUV T, RD-A HifE & (#
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B & D3R i A NV AVEFANRD S,
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o 21 BREHEBE L TH L NIC
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Lo THE N FFIC 227 F BB L U229
ZRHICNETDHT I BN RHEERK
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N Kumffl 70 7% & C K ﬂ”ﬁ‘{ﬁ’ 120 FEDME ¥ 2 5315 helicase domain NIZFEFE L
WMThHozn, EREZMEICEET DL SK-EVO06 MROAIZREEND T I B

Amino acid #
222 23 224 25 226 227 228
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3
e

EV7l
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SI/Isehara
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BrCr (M)
BrCritr
BrCr/ts
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2 2 2 2 2 2 2 2 2 2 2
LA A A
. »n »n »nn »n. v . »n v wn v
2 2 2 2 2 2 2 2 2 2 2
W o oYY oYY o

CVA6
NS11-008 T N A S N

Table 3.  Amino acid sequence alignment of 2C of EV71 and CVA6

IC50
Strain Origin
(ng/ml)
SK-EV006 fatal encephalitis 0.73
T4748G SK-EV006 0.18
Hungary fatal encephalitis 0.13
Nagoya HFMD 0.13

Table 4. Effect of 224 amino acid substitution of EV71 (SK-EV006)
on sensitivity against MRL-1237



EHLIME— motif CEHEZED 224 FEOT
X R CH o7~ (Table 3.), 224 FZFHD
7R BRI, MO TIEE T Ala TH-o
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[E SLREYERTZERT 7 A b X8 K
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AFICRBT A, FROMK (HFMD), ~L X —F (HA) . B L OBEEAOHEIC & A ABEES] O
MRREF B AR T 5 -0 2ERHE (2010 £4y) ZEH LT,
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