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(mean corpuscular volume, MCV), Ad4H7E A A (mean corpuscular hemoglobin, MCH), HEFdMA His

%= (mean corpuscular hemoglobin concentration, MCHC) % & (platelet, PLT)S A3} t}.
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A Az A S BAEL7] YEte] g 3FeEAE] (COBAS C702)E o] &3] &l7|9f #e Hhio g =A&9t}.

AR FAS 8] AA YA A AFHsI SuAZ & YA EESHaL, Alanine aminotransaminase
(ALT), Aspartate transaminase (AST), Alkaline phosphatase (ALP), & @& (Total protein, T-PRO),
Albumin (ALB), & g]F¥1(Total bilirubin, T-BIL), Glucose (GLU), & Z#d ~H=(Total cholesterol, T-
CHO), Triglyceride (TG), Lactate Dehydrogenase (LDH), ¥F R4 ZAA(Blood urea nitrogen, BUN) %

Creatinine(CREA) S =435} t}.

(6) @4 ROV A7t A

g3 U FMDV type 0 BA7FS 2241817 Ysto] ELISA kit (PrioCHECK FMDV type 0)& o]&3lo] &}7|9} #o ut
Hoz 5431,

FMDV type O antigen ©] F-2rg o ELISA buffer 909} 747be] E4 10mE 5 & 42(22+3T)oNA
60587 WHEAIH o, Wkgo] i F washing buffer® 53] A|F&kdth. A% F conjugate® ELISA
buffer= 308 3]A3te] 10004 ELISA Ed|o]Ee] 73 & (2223 T) A 60587 WAzl om | wkg
o] €% ¥ washing buffer® 53] A|HaAct. WHAIF(IMB)E ZH7F 100u® H7hato] Aaukg-& 2

W, REEAA &M (stop solution)s 100mA7Fste]  ANEES  AAAIZTE, DAREES WHE W
spectrophotometer (Hidex sense, Turku, Finland)& °©]§3}o] 450nmellX SFEE SAH3NL, 7 2HE

2] {100-(corrected OD450 test sample/corrected OD450max) <100} whe} PI FX& o] 50 oA ¢ <4
g, 50 MWrd A SR Bt

(7) 83 €] (Cortisol) ¥k HA

AEH A AE F el mEES BA87] 98Fe] ELISA kit(bioassay Technology Laboratory)E ©]-&3}o],
. =

3719 22 WHow ZA3S

Porcine cortisol ant1b0dy7} Bag o g3 40/,06 Anti-cortisol antibody 100 2 streptavidin—HRP 5040
E EFole] 23 3 37CoA 60837F HH-S-A]171 5 washing buffer 2 53] A&3F3tt. A% 3 Substrate A<}
BE Z e 1:!7]"3]'04 37CoAlA 1047F dEgAH o | 7342 &M (stop solution) S 50ue H7hsto]

50
_l _l
AL "H&E 5 UV spectrophotometer (Hidex sense, Turku, Finland)E ©|&3}o] 450mmoll A SFE=E =A s}

(8) g3 WASZE-A(1gG, TaM, Igd) FF 4

Eo|x WA FAS ZAEH7] $98ke] ELISA kit(Bioassay Technology Laboratory)E AF&3te] &% W IgG,
IgM 2 IgAo] & sl7)et 22 WHo=z 5433,

I
—
H

Porcine IgG (%% IgM, IgA) monoclonal ant1b0dy7} BaE o ] g2 40407} biotinylated Anti Ig =
IgM, IgA) antibody 10E 3AN 50 &Fste] EF3 & 37CoA 60&E37F W-A7|aL, WHgo] &d &
e}

washing buffer® 33] A Fs}glch. AlF % ‘j“”’\]"k(TMB)A, BE —;7—}* 0wt H7pste] S-S 13k
H, WFSAHA] &N (stop solution)S 50ul H7Fsle] LANESS HE 5 UV spectrophotometer(Hidex sense,

Turku, Finland)E ©]&3}o] 450nmollA SF =S SAH AT}

(9) 234 Afol=71]) & 54

1) TNF-a S5 54
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A INF- o ZH) o] gt A2 A3S 24817 98be] ELISA kit (Mybiosource)E AF&-3te] &3 U] INF-a
S 7)o g wHos S48

Porcine TNF-a monoclonal antibody”} F2re el 3 100w EF3F 37ColA 90&3F vHEAHoH,
Hkg-o] Ev 3 washing buffer® 23] AFsATt. Az F wlg] £H|3F biotinylated Porcine TNF-a
antibody €N 1000A S BF3 T 37To|A 6087 wH&A17)aL, 33 A&AH&A . Enzyme-conjugate liquid
1005 #=F3ka 37 Coﬂfﬂ 30%7F WHE-Al7)aL, washing buffer® 53] A& 3} t}. Colour Reagent &< 1004l
NS ZF dof] BF3 T 37CoNA <F 3083t WHSA]7]aL, Colour Reagent C 100402 3 7}sle] whAdbS-o W&
2 UV spectrophotometer (Hidex sense, Turku, Finl and)% o]-g3}e] 450mmoll A FHEE =AY}

Porcine IL-B antibody”} #-2rgl o] &3 40x0, Anti- IL-B antibody 10 ¢ % streptavidin-HRP 50u0Z
st E£Fe & 37TColA 60%3F HEEAIH oW, Hhgo] EW & washing buffer® 53] A& 3FSITE.
Substrate A$} BE 22z} 50 H7bek & 37Col|A 1087 whSAHom | dkSA =R (stop solution)S 50

il

WA A7Leke] wAukeS HE & [V spectrophotometer (Hidex sense, Turku, Finland)E ©]-&3}ed 450nmol A
FTHEE SAHSA.

3) 4 IL-6 g &4

o

=]
= 1
1
H

i

3171 93ske] ELISA kit (Bioassay Technology Laboratory)E A}-g-3}e]
2 7431800

& [L-69] W3 2AEo o3
g3 U IL-6 FFE str]et &

Porcine IL-6 ant1body7} By Ao A 4040, Anti- IL-6 antibody 10 p¢ 2 streptavidin-HRP 5040S &
Falo] 29 F 37TCoA] 6 v‘i— Hhe Ao dkSo] By & washing buffer® 53] A28l th. Substrate
o

o3
1x

}:]

o

rlo

A9} BE 747 50u® H71e 3 37Tl 1087 wksA Ao, vk %] (stop solution)S 504 H71sk
o] wAuk-eS HE TV spectrophotometer(Hidex sense, Turku, Finland)E ©]&3}o] 450mmollA SH=5
S48kt

H A dF PGE, o] ek 2AAEY 9GS BAslr] 9ste] ELISA kit (Mybiosource)E AF&3te] &4 U

Porcine PGE; monoclonal antibody”} F-2b# e 3 100wE 5 F 37ColA 9037 WA H o™ | HES-o]
W & washing buffer® 23] AA3FT). o] & biotinylated PGE, antibody 1000E EF3}aL 37°ColA 60

LA Ao | Hkgo] ¥y & washing buffer® 33 AAHsATE. M2 = enzyme-conjugate liquid 100
3l 37TCol A 308%F WH$A|7)aL, washing buffer® 53] A& th. Colour reagent liquid 10040
sghet F 37°ColA 15~30%7 LANSS FEEon | colour reagent C 100u0E 3 713ke] b
stith. wWHAMES-S M3 & [V gpectrophotometer (Hidex sense, Turku, Finland)Z o]&3}]

5) 3 GM-CSF &= &4

(3

-

2 GM-CSF Hulo| ulet B9 93 BA5l7] 98ke] ELISA kit (Mybiosource)E AF&3ste] &3 U GM-
CSF gd5s 5—41'3}9,113}.

i

Porcine GM-CSF monoclonal antibody”’} F-2He el % 100u2 S #3Fe] 37TCAA 90&E3F HHSA|H o,

_10_
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[0117]
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kg0l 41 & washing buffer® 23] A3}t M& F wlg] #4Y]3 biotinylated Porcine GM-CSF
antibody &9 100ul® S H53 3 37CoNA 60%7F wkS-Al7]a, 33] M Z3 T, Enzyme-conjugate liquid
1005 53kl 37°C°ﬂ*1 30% F WHS-A]7]a1, washing buffer® 53] A& 3}tt.  Colour Reagent £ 100
wWAS 7 dof] B3k § 37T oF 3083F ¥-gAl7]aL, Colour Reagent C 10002 X 7hste] whainkeS ™
= W Spectrophotometer(Hldex sense, Turku, Finland)& ©]&3}4] 450nmollA SH =& SAHSS .

6) &% IFN-y &=F ¥4

g% IFN-y o i3
g4 ) g%s &
Porcine IFN-y antibody”} F-2Fe <o &3 400, Anti-IFN-y antlbody 100 2 streptavidin-HRP 50u0Z
et E3et § 37CeolA 60%7F WA o WkSo] EyY F washing buffer® 53] Al FH3}AT).
Substrate A9} BE Z}7+ 50 FH71sE & 37CoA 1087F Wk A 7o, v X 8N (stop solution)S 50

WA H7pete] whAlere-S W& F [V spectrophotometer (Hidex sense, Turku, Finland)E o©]&3}e] 450nmol A

orxl
=

2o 43S RBAsl7] $8te] ELISA kit (Bioassay Technology Laboratory)ZE Al-g&-8ho]
Ei=s

X

Aol FREE WA HAE P & WAHT B9, A, 92, 0 S iy AR ol o
5 HehHom yste] shr] & 20 wheEh w3t

E 2

EEEEPE e

R 0

U S OSAED 228, SIEE EN 1

B C= OIAMES L2 MM, HE DA 2

A UA = AE ZM S0l A0 AHNOE HA SEE 3

(11) B4 A=

ZAA Y= STATISTICA E 213 o]83}e] One-way ANOVA #2413 3}¢il, ©]%F DunCan's multiple range
test(p<0.05)2 ZtZte] A= Farke] oS AAsgleon, Aage Fagt T H 2 (mean£SD) =
ER AT

(1) Azwst

_11_
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* 3
HEHE (ke .
e &M gy zgya
a3 8= R : Sl
AlEZ S0 Al HHEN 2EHER (kg (kg/day)
(00) (D14) (D14-D0) :
(D-3)
(== 2278391 24.38+4.15 3335539 307161 064012
FMDV BHAEHZR 22.0222 641 23.82=246  3083=194  7.02=1.11° 0.50=0.087
o= 2292+3 .87 24474 13 3208=413 85220637 0610037
FpYitEiSalapitmy | SSEEE SR S e e

* p<0.05, significantly different from control group
= p<0.03, significantly different from FMDWV vaccine group

A7) E 3% FESW, RT, DV RUTE R AE] MATe U AFL
2.46kg 2 24.47+4.13kgol AL, AHFTHE Al A Z

7Yk 24.38+4.15kg, 23.82%
, +
om, AEe] AFo] FMDV WAl FolHet ok

1.94kg % 32.98+4.13kg©]
1

Z7-, FMDV ATl @ MZo] 2 =S 747t 8.97+1.61kg, 7.0241.11kg, 8.52+0.63kge|Romn, o
A =A% 27F 0.64+0.12kg/day, 0.50+£0.08kg/day 2 0.61%0.05kg/dayelAct. M=) & Z=A% @ dY
SAFS FIDV Wl Folgtel Hlste] Fo3iAl =gkomn FDV WaFolre] & SAT 2 dYdSAZFS g2t

M
N

At =2 & # ZFkg/animal)

= ==t 5
N £ 4l - = MEEE
o) a2t 142 2F
(D-3~D0y (DO~-D14y
== 207=1.61 4052040 2220170 0.40=0.06
FMDV HHMEHZ 702+1.11° 4.06=0.006 21.10+1.59 0.33=0.04%
THE:
FMDVEHAMEH 2 8320637 403035 21.74+0.43 0.30=0.03
[AHE}
“p=0.05, significantly different from control group
# b5
o = 422 Al dFE TS ME T
. m R o = OFE
MEE S oaoyT  (Geamm .
B (D-3~D0) glanimal'day g'kg bwiday
EAEL
FMDVE M EHZ 23.69=4.00 4032035 134=0.12 0.06+0.01
=)

A7) E 4% AzSW, dxE, ROV BARelE R AEe) A & AR AAFS 27 22.2041.70ke,
21.10%1. 59kg 2 21.74+0.45kge| A3, AFEESS 0.40+0.06, 0.33+0.04, 0.391£0.032.% FMDV Al Fo
o) AbgEEo] el Hste] folsiAl wkern, MES zad} Aolrt gl

_12_



[0127]

[0129]
[0130]

[0131]
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[0133]

[0134]

[0135]

[0137]

[0138]

[0139]

[0140]
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T3, A7 ® 55 Hxsd, AEe T dY 2AHE HFHFE 1.34£0.12g/animal/dayel o™ AT 1lkgT
0

.0640.01g/kg bw/day ©]QlT}.

=1 A% 0 2 wste dEl agzela, & 2% 4 A5 wskE yEkd ag el

1S Zzshy, FMDV MAIFofte] A& Al o] F 8AIRAFE TAA7A] ol vlste] el =
st vla Al ol zpel= @A ofgiTh. e 8UANE 127 AR A

EE, MBS WA Fol F Aol iawel Hsl Folsh ook, ROV ATl meke folahA v
Sk, WAFe] ¥ 5 7UAE ASSRE UEEd fo8 Aol #BEEA . WA Kol F 1A

TSk, FNDV WA Tty HEe] WAlgFe] oe dAFAE B A, 2AE Fofdd o3 FMV Wil Fo
X 3}

2 AgEel thetel 2YETC FU, IOV A ol U % WA o F 19, 30, 79 % UL o
A

X6

Parameters Group [}_g%ém) [HﬁHIE}_%um) Dav 1 Day 3
HE= 20.9=1.9 20433 213=24 21.1=20
(XV;'?)%?L) MDY HMEHZ 20.12.1 1692 5 30.826.0"" 272252
THEMDVHHSEHFMEE 208214 208229 28.6=36" 252:44
[ff: et 6.5=0.6 6.10.5 6.8=0.7 6706
(jg??.u FMDV M A S0 2 6004 6.050.8 64207 6.120.6
ZHEPMDVH A S 2 E 6.1=08 61=0.6 64205 60=038
HzZ 11.1=0.9 10807 11.8=1.0 11.0:09 10.320.6 10.8+12
gif) FMDV HAEMHZ 103210 112=10 102=09 104=00 10405
THEFMDVHHISERZME) 10.7:1.0 111207 100413 100:04 10.8=08
== 353216 397=39 382437 34.8=3.0 35.6=4.2
1-([;:;1' FMDV ML EHZ 35.623.7 38.0=37 332409 33832 34718
I M E+FMDVIEH S H 2 (M E) 36.0:33 380=30 356255 350=14 363226
4 Wz 584429 582423 574223 56.0=2.1 57320
1\[[8 FMDV WHASE0 2 60.0=2.5 594228 38.0+2 3 57.822.8 58.6=3.4
THESMDVHAMSEHZEE) 38718 60.8=21 392224 58420 5790=18
E= 17704 16505 1635209 17205
I‘[{PC;[ FMDV MM S0 2 17.7409 16.8:0.2 16,6203 5
THEFMDVHAMSHZME 17.5204 16,7202 16.7=02 ;
HEZ 304+10 28807 20.7=20 30.1=06
l\écdif MDYV HAMEHR 20.6+1.0 26:4=12 29.1+0.9 28910 30.1
THS+MDVH A S H R E) 292211 208205 28811 283211 28708 29.8=0.
=2 3708536 3057100 6 357.0=843 33855646 3473275.1 350 52!
(xf[];gTL) FMDV M EH2 364.0561.9 391.7£125.5 35402802 3633+72.0 351.2+82.7 390.3
ZHEMDVH NS HZ 4 E) 33025423 4087716 383.5=43.1 396.981.8 380.5=38.3 340.3=79.6

WBC: white blood cell, HGB: hemoglobin, HCT: hematocrit (28 2 ZEE), MCV: mean corpuscular vohme(@H 2 B E S MCH: mean corpuscular
hemoglobin (B 2 2T 7 2 4 4y MCHC: mean corpuscular hemoglobin concentration (2 2 2 2444 4 16 2.2 &) PLT: platelet (H 4 Iy
* p<0.03, ** p=0.03, significantly different from control group

A7 F 65 FxshE, FMD WAl Fo] 3 14 FMDV WA T3 MZ o] F wiyg 4= ZH7) 30.84+6.0X
X10'/Lo 2 tZ(21.3+2.0X10 /Lol vlate] FelatA Z7bstdTt. DV WA Fo F 3

6
olm FMDV WAEoly) MZo] & wlgps 7b7h 27.245.2X10/L 2 25.244.4X10° /L2 FUDV WA=

_13_



[0141]

[0142]

[0144]

[0145]

[0146]

[0147]

[0149]

[0150]
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T UET(21.1£2.0X10° /L) o)l H3ke] SolahA =,

w3, WA Fol & 7dse] RDV WaAFolie] F My Tl 29.5+8.6X10 /L0% R (21.2+41.8X10/

she] ol Be W, BE (25.0£3.2X1071)9 F AT FE gxEEd BAG fo4e B
o}

e

F 1494 DV BARS 73 AZe] 2 Wi = 77t 24.742.2X10 /L D 22.6+3.7X10 /LC.
21

6£2.9X10/L)%e] Frolge BAEA @, 7 9 e A g FAE AP &

(5) d3AskstA A

Zt Aol thate] 24EFo] &
A ete] st E A

QW ou ol F 19, 39, 790 9@ 1U4LA AL
7

X7

Day -3 Day 0

Parameters Group (=4 %-?—01) ("-.”ﬂ—?—tﬁ) Dav 1 Day 3 Day 7 Day 14
e 37.8328.21 37.8324.71 43332641 43 67383 43.3326.95 49.00=4.29
(‘ELE) MDDV HHEHZ 40.50+7.99 39832803 43504524 44,176 60 47504836 4933638
ZHEAMDVHASHZEE) 40332628 067700 46.50=6 95 45671048 43,5020 54 488327 14
== 65.176.11 51.00=540 47.83=4.88 5 5 50332075
gf; MDYV HAEHZ 60,8324 54 50.3349 37 48332880 54.50+8 87
EHE-PMDVHAEHZME) 2004580 48671023 43.00=3.93 5233+10.73 53.334826
=z 206331639  238.00:2332 247.6738.29
(ELE) MDYV HHEHZ2 235.00£22 53 225.00+19 68 221.6737.70 240.67£35 88
THE-PIMDVHLSHZ(EE) 2285043880 2073323077 223173171 2158325113
HEZ 5.170.20 5.152034 6.1120.77 533026 6.39=1.09
ng_LC: MDDV HYUEMHZ 503029 5.02+023 6.1320.68 5632044 6.61=0.85
ZHEMDVHEHASHZMEE) 5312050 5232026 6.11=0.52 5.50+0.19 6.21+0.65
==z 293040 294033 2852029 2.842031 287025
(:Ldi) DV HASEHZ 282038 275060 2822040 2812047 281045
ZHEMDVHEASHZMEE) 3052066 310090 3202052 3.00+0 58 3.08+0.70
=2 0.1520.00 0.15+0.00 0.15+0.00 0.1520.00 0.15+0.00 0.15+0.00
(;’:;JI:) MDYV HAHEHZ 0.1320.00 0.1520.00 0.1520.00 0.13=0.00 0.13=0.00 0.1520.00
ZHUE-AMDVHELAENRZME) 0152000 0.15+0.00 0.1520.00 0.150.00 0.1520.00 0.15=0.00
=z 10033=8.00 97.50=6.35 96.00=7.69 96.506.98 96.8320 01
(HS;L;JL) IMDV HAMERHZ 100,176 55 963320 07 91 50=6 80 100 33=10.86 95 8326 63
ZHEMMDVHASHZMEE) 050332644 95 50+13 55 933320 40 9733379 96672541 87171783
=2 26672831 84332024 91.50=8.02 27.0010.56 8083731 82.00+8.02
(;g_]:f) MDYV HAHEHZ $5.3326.00 87.83=8 61 91.1720.70 253321033 88.0028.07 813321029
ZUE-AMDVHELUAENRZME) 2683671 88.00=10.12 93.3329.40 87.0027.56 £6.00=10.49 81.00+4.56
e 7 66.67=8.31 T4.67+6.89 89.3320.77 77.8320.02 78172891
(m;GdL) MDYV MMHEHZ 77.8329 56 66.179.91 72174591 87.17=8.13 77.50<8.60 2183591
ZHE+IMDVEMENZME)  7650=812 68 501299 6833608 88332804 776728 55 75502003
- == 937085 948188 0832184 8.8220.54
ln?;;_) FMDV MAEHZ 242080 9.00=0.95 033142 0.87=1.06 9.00=0.80
FHSAMDVEASHZME) 982218 072+1.12 033172 10222239 0402274
] == 0.800.10 1.06+0.19 0.850.08 0.8420.07 097029
C{’;::: IMDV HASH 2 0.8220.06 0.8320.10 1012020 0.8420.09 0.90=0.10 0.91=0.09
EHE+MDVHEUEHZMEE)  088=000 0.800.16 0.93=0.14 0.900.19 0.95+0.09 09120.18
[ 7131716334 6183326417 63 08.27
(];J':'f) FMDV % I—?—Dﬁ‘ 7016712980  607.50+84 64 6706716040 64833211916

ZHEMDVHHEHZME) 6510026632 6968357670 6021727047 6400028077 6925025325 64167215149

ALT: Alanine aminotransaminase, AST. Aspartate transaminase, ALP: Alkaline phosphatase, T-PRO: Total protein, ALB: Albumin, T-BIL: Total bilirubin, T-BIL), GLU:
Slucose, T-CHO: Total cholesterol, TG: Triglyceride, BUN: Blood ureanitrogen, CREA: Creatinine, LDH: Lactate Dehydrogenase

A7) % 7 xSk, dixat, FDV WAlRold B AlEe] A HAMA 1H7]%E (Albumin, ALT, AST)
2 2GS A Z (BN, Creatinine) B 7|8} tiA7 s A%7F A4S @2 e,

(6) &4 DV a7} 13}

7t Aol Watel 2wl g, WAl Fojgd, B oMl Fol F 14, 39, 7 B UdA el de A



3lel &3 W FMDV type 0 A7} #3}

ZIHS3d 10-2020-0083193

3ol Urehh At

= s = ar = =
X 8
(Percentage Inhibition, PT)
IA‘I—E.—_
Day HEZ FMDV A SH T FMDV HASH 2
(ME)
Day -3 i e " " 5
(za2E0) 78.81£15.86 71.61218.15 61.82422.15
Day0 & = %
(% A =0 75.49+17 83 6675218 .43 613222011
Dayl 73.69=18.21 70.79217.71 63.62219.73
Dav3 70.79+17.71 67.09+16.48 70.68+14 87
Day 7 69.94+17.31 74 298 02 7592412 27
Day 14 71.06=16.72 77.73x4.24 81 80=1329

[0151]

[0152] A7 8 2 T 38 HEshd, gz AS 83 Ul FMDV type 0 FAZT AlE 5 AR AlS ZAHE
oz g‘rdﬂ i, FMDV WAooty AZe] 749 FDV WAl Fof & 7dso PI gho] 2h2 74.29£8.02 ‘%
75.92+£12.27°0.2 FMDV type O°f] tisk A7t FAFHJ o, 14442 ZF9] PI k2 77.73+4.24¢F 81.80+
13.290.2 EIF A},

[0153] AMZ o] FMDV type 0o thdt 3|7} FMDV WA T FRT ZF71els AeS B oy ozl Aol #EEXA
&oktt.

[0155] (7) 84 =3ElE shge] ws)

[0156] 2y Ao tiste] 2E Fol 2d, WA Fo g 9 wlal Fo] 3 1Y, 3, 74 2 14LAd AqS A
HAstel @4 W ZEHE $e wstE dFEsgla, O 238 7] & 9 2 X 49 YERSIY.

F9
(ng/mL)
A2+
Day hE== MDYV B S FMDV M A S
(ME)
b 245 07+37.62 252.43+39.41 258.79+41.47
(EHESH)
Dav 0 2 =
(2 2] Em) 262.81+53.01 264.74£28.12 267.80=37.52
Dayl 252.08=26.54 323.56+35.46" 308.77229.90""
Day3 275.62£21.85 304.81223 88" 273 .02217.74%
Day 7 257.98+14.09 295 8§7+29.77% 276.68=15.14
Day 14 2324323 07 254 95+47 28 227.24232.79
* p<0.03, ** p<0.01, significantly different from control
= p<0.03, significantly different from FMDV vaccine group

[0157]

[0158] 71 & 9 B =4S Fxe, AV WAFewy AEe] WAl Fol & 1dA EE gl 77t 323.56+
35.46ng/mL¥} 308.77+29.90ng/mLO. 2 thZTH(252.08+26.54 ng/mL)ell H]Ete] FolstAl Zrketgon, Fo =
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[0159]

[0160]

[0162]
[0163]

[0164]

[0165]

[0166]

[0167]

[0168]

[0169]

[0171]

[0172]

ZIHSd 10-2020-0083193

3o = 2+7F 304.81+£23.88ng/mLy} 273.02+17.74ng/mLOo. 2 AMZo] dE FE L ELE7F FMDV WA Fo] 7o
H|slo] ol shA] W3kt

A
L

Fol & 794 FMDV MAFATy WMZo I HE|LES 717 205.87+29.77ng/mL¥ 276.68+£15. 14ng/mLo]
o, FMDV WAl Foji-e] 49 09 ng/mL)ell H|3}o] frolshAl =3kt

HZ5 Al FMDV WA TR F+1 MZo] 7EE S5 ZH2F 254.95447.28ng/ml. 2 227.24432.79ng/mLO. 2 A
Z0] FMDV WAl ot} FEE o] v Ags B,

3@ 1Z

we

H

2 Aol st 2w Fof F, WAl Fol g B oMl Fol 1, 34, 7 % 14dAel s A
Hatol E4 Wl 1g6e] FFWsE wEsiial, 1 d3E §p7] % 10 H = 5ol eI
2 10
(mg/mL})
A=+
Day =2 FMDV HAUS0HZ FMDV S0z
@e)
Day-3 54 A &
(EZH2E0) 17.23113.622 20011245250 19.237x4.080
o E'layeom} 15.297+2 063 17.587=2 708 20.667=4 256"
b I T
Dayl 183342 835 20.195x2.650 22.102+3 953
Day3 18.965x2.320 2026122665 2370613 998"
Day 7 17:556=4.036 17.707+3.787 22 60713 525"+
Day 14 17.783=3 836 17.016=4.242 1937543 317
* p=0 03, significantly different from control group
= p=0.05, significantly different from FMDV vaccine group
A7) E 10 9 % 5% FEsh, T L AV WAFelTe) 97 vl [g6e) FIvst PPe fAST. Z,
ofe o] 3 (Day-3) Al %I(Day O7AA d3 W 1g6 s=7F szl WAFe] F 1dARE 3

i
£
ot ot

= wAR g MEZo dE (g6 BEE 20.667+£4.256mg/mLE thZ(15.297£2.063mg/ml) ol H] 8t 5<]
3] 5 3949 dF g FEE 23.706%+3.998mg/mLOE thET+(18.965+2.320mg/mL) 1.

wE, WMAES & 7dse] MZol HFE [of HE7} 22.607+3.523mg/mLolg o, ol tlzit(17.556+
4.036mg/mL) 7 FMDV ®8AlFod i+ (Day 7 : 17.70743.787 mg/mL)ol| H)ele] 9814 Ht}.

ZAE Fo gy, WA To gy @ WA Bo 3 1Y 39, 79 2 14940 NS AF st A W 1gM
shekdsls g, 2 292 7] ¥ 11 2 % 69 YRt
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[0173]

[0174]

[0176]

[0177]

[0178]

[0179]

[0180]

ZIHSd 10-2020-0083193

¥ 11
(mg/mL)
EHAE+
Day == EMDYV HAHSHZ FMDV H A S0 2
(HE)
= E"%; o) 3.15820.415 3.394+0.251 3.165+0.584
—_/ = T
Day 0 - -~
A =0l 3.569+0.499 3.870=0.339 3.58620.409
e [ P 'ET
Davl 319520438 3 81520562 3.518+0.460
Day3 3 66520657 3 6280358 3.52440 448
Day 7 3.136%0.323 2.962+0.617 3.341=0.441
Day 14 3.1480.336 3.093+0.486 3.249+0.446

470 ® 119 % 68 Fxelw, WaRe] B ojxEE, RV WARE 9 4Ze dF Il sEe 47
3.569£0.499mg/mL, 3.870£0.339mg/mL ¥ 3.586+0.409mg/ml o] omn, WAFe F 1dA = 22 3,195+
0.438mg/mL, 3.815+0.562mg/mL. % 3.518%0.460 mg/mLelaL, WAFS £ UdAdE= 27 3,148+

0.336mg/mL, 3.903+0.486mg/mL 2 3.249+0.446mg/mLo] T},

3) A Wl IgA = Wt

248 Fol 99, WA Fo Zd 2 Al Fol § 19, 39, 7L % 14dA e doe AF skl € o 1gAf]
Shepdsts AFekgla, 1 A3E 7] # 12 2 &= 7ol JEdT
¥ 12
(ngmL)
el
Day tEZ FMDV HA S 2 FMDV H M S0 2
M=)
Pyl 421 4128198 427.15%47.00 421.36+81.92
(=HES0) T T B
Day 0 : i
A =0l 378.60+81.07 429.12456.93 428.7457.30
Dayl 406.70=69 80 46123262 66 492 78103.56
Day3 444 8263 92 54420£92.54 651 48295 80™"=
Day 7 499 037235 462.8654 82 507.84287 20
Day 14 404.82+52.57 385.1079 31 429 157602

** pi001, significantly different from control group
® p<0.03, significantly different from FMDV vaccine group

A7) F 12 2 = 78 FFxEA, xR, FMDV WA Tl @ AlZo) wiARo] 3]
378.60£81.07 ng/mL, 429.12+56.93pg/mL %L 428.74£57.30 ug/mLolow, W
406.70+69.80 ug/mL, 461.23+62.661ug/m. % 492.78+103.56 n g/mL O 2 z
2 Att.

WA o] 3 3R] BZol dF [gh FEE 651.48+95.80 pg/mLol o tHE(444.82463.92 pg/ml)d
FMDV WAoo (544.20+92.54 pg/mL)ell HIgte] o]t A =%tt.
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[0181]

[0183]
[0184]

[0185]

[0186]

[0187]

[0188]

[0189]

[0191]

[0192]

ZIHSd 10-2020-0083193

A == 717} 499.03+72. 35ug/mL 462.86+
54 82ug/mL 2 507. 84+87 2oug/mL01MJ% MAIEe] & 4ol AdT BF dF [gA7F Ao,
2y 7o) frolg Aol wEE R ).

(9)83 AtolEg)el FHeke] W3}
1) 84 W INF-a &= W3}

2 ARl date] 24T o 9, WA Fo B @ Wy Fol 19, 39, 79 % 1A DAL A
Hstol A% ul INF-ao PFASE BASUL, 1 A%E 7] ¥ 13

i

% 13
(pg/mL)
TN
Day tHEzz FMDV HAUSEHZ FMDV HHUEAZ
@=)
Day-3 "
EaS=0) 80.32£13.17 84.94414 51 100.17£27.29
- bR
Day 0
@ i o 79.59£12.76 §1.02217.76 91.3419.16
—_ i
Day1 §6.7528.71 114.77229.21 113.80£23.01
Day3 87.42418.43 120.99:34.05* §2.20415.54°
Day 7 89.6314.31 114.07£38.66 98.12417.89
Day 14 §7.4515.55 95.1428.10 §4.73214.97

* p<0.03, significantly different from control group
= p<0.03, significantly different from FMDV vaccine group

A7 & 13 9 = 8% FEsh, MARe 1A RV AR wa sl dF INF-aol el 7t
114.77+29.21pg/mL 2 113.80+23.01pg/mLO = W Fw7(86.75+ 8.71pg/mL)T} H9J3F xfolx= HAE X eFgtr},

WA & 3dA tiRT, FMDV AlFodt 2 MEol dF TNF-a+ 7M7) 87.42%18.43pg/mL, 120.99%
34.05pg/mL ¥ 82.22+15.54pg/mLO. =2 FMDV WA Fo] i+ 273 AMEZHTE {251 =),

AR 5 A el 149 MZo HF TNF-a+ 27 98.12+17.89pg/ml X 84.73+14.97pg/mL o2 FMDV
WA RS FRHT Yoo} fojgt Aole #EE R o).

2) 9% W IL-B ¥ W}

7 Azl vete] 24T %
Aol A4 ) IL-p o gusie
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£ 14
(ng'L)
Fd=+
Day =z FMDV HAS0ZE FMDV MASHZ
ME)
Day-3 i —_—
EaE =0 32 632 88 33.8723.22 36,7824 27
o 3&}2@) 33.6023.52 35.5723.56 34.993.72
e 1 i o o
Day1 32,9123 37 43654 82" 41642521
Day3 34,3943 18 41.1345.45° 34.7943.20°
Day 7 31.2124.14 37.4626.28 31.7823.98
Day 14 28.6824.10 32.1025 48 29.1024.70

[0193]

[0194]

[0195]

[0197]

[0198]

[0199]

[0200]

[0201]

** p<0.01, sigmificantly different from control group
= p=0.03, significantly different from FMDV waccine group

A7 % 14 2 = 95 HFH, WAFe & 1dA FDV WAFAT MEe] dF IL-B9 o] 747t 43.65

4.82ng/L¥} 41.64+5.21ng/L= % T(32.91+3.37 ng/L)HTt 984 =g, ey wiAR

AMZe] dF IL-B FX7F 34.79+£3.22ng/LZE FMDV WA F o] (41.13+£5.45ng/L) Btk f2]skA wkar, FMDV
A

WA B o] S 2 T4(34.39+3. 18ng/L) Btt 598k A =kt

_&
=

o
=,

F 7St A ABS BF IL-B FFS ADV MAE

2y Al giste] A4S Fo] FY, Wl Fo gd d WA Fo] & 1Y, 39, 79 2L 14dA e A A
HAstel @4 Wl 1IL-69 FFHstE B9, 1 23E sV & 156 2 & 109 YERSIY.
¥ 15
(ng'L)
ZHE+
Day HE= FMDV HASEHZ FMDV HASEHZ
(M E)
i 1040 75121.8 1111.64220 3 1139.74172.6
(ZHE o) T e S
Day 0 i Sadi Qs
@A =0l 1080.0+174.9 1180.2£162.2 1078.9+155.8
Dayl 1010.12169.1 1388.7+197.0" 1296.6=139.0°
Day3 1080.2494 52 1281.6165.6 1083.5+196.8%
Day 7 973.12185.0 1164.9+176.8 1075.6£170.6
Day 14 1021.6+101.6 1100.7=168.9 958.7+175 3

* p).03,** p=0.01, significantly different from control group
= p<0.05, significantly different from FIWMDWV vaccine group

A7) & 15 2 X 108 Faskd, walfel & 19x FMDV AR AMEe] dF IL-69 sl 717
1388.7+197.0ng/LT 1296.6+139.0ng/LE thZ(1010.1£169.1ng/L) ol Bl&}e] FolstA =9},
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[0202]

[0204]

[0205]

[0206]

[0207]

[0208]

[0209]

[0211]

[0212]

ZIHSd 10-2020-0083193

WAool & 7Rt 14dA o] A& HF IL-6 FFS FMDV Malfowt wr) wioto}t {o)dk Aol 3y
O,

4) @3 W PGE, ¥ W3t

72 A@wel el 248 o el Al
Hstel A4 W PGE.S rEAsE BESaL,

It
(S
ofl
e,
ha
=)
>,
It
Q
s —{0{!
—
iics
w
1,
EN|
o,
ME,
—
=~
iies
2
=2
gk
12
o
D

¥ 16
{(pg/mL)
I/\‘I =+
Day Ez FMDV HAMZHT FMDV HAZHE
ME)
Doyt 252 .66%67.60 242.07443 33 266.70=70.68
(FHE FMH) - ’ ’ ’ s 4
Day 0
e o) 238.00263.08 254.53248 48 233 84241.50
i ol N o -
Dayl 234 59265 61 318.73251 30° 302.10+32.07°
Day3 243.20£58.07 326.5862.39° 255.95:41 37
Day 7 225.92469.84 299.04+54.03° 251.62239.61
Day 14 230.54257.83 268 86=38 94 234 48248 39

* p<0.03, signmificantly different from control group
= p<0.03, sigmificantly different from FMDV waccine group

A7 F 16 2 & 118 Fxetd, ®WARe 3 194 FDV WMARo 3 AMZ e 3 PGE, o] zhzt 318.73
+51.30pg/mL¥} 302.10+32.07pg/mLE o F+(234.59+65.61 pg/mL)ell B3te] F28kA =gkt).
A A

MAFo] B 3Y4 FMDV Al Fo]+o] &3 PGE, %% (326.58+62.39pg/mL) 7} MWZ(255.95+41.37pg/mL) 3} thz
T (243.20+58.07pg/mL) Bt} #2844 k).

)

WA 2 7dAel 144 AMES] FF PGE, TS FMDV #AlFol Bop siekovt o3k Aol #EE A

5) 83 W GM-CSF &= #3}

ZF Alglte] diste] 248 Fo o
Fstel g3 W GM-CSF 2 @otﬁ
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[0213]

[0214]

[0215]

[0216]

[0218]

[0219]

[0220]

[0221]

ZIHS3d 10-2020-0083193

3% 17
(pgmL})
ZTAE-
Day == FMDV HUSWHZE FMDV HUSHZ
(@8)
Day-3 P ” s
Eag =0 34.4645.73 32.0211.44 34.5328.88
Day 0
@ ./ o1y 36.7947.29 39.05£10.85 32.4245.72
ars, L 12 B I
Day1 32.8747.63 62.13£15.79° 48.99£12.20
Day3 30.937.74 59.81210.11* 38,9411 61°
Day 7 29.7644.95 40.2845.09 33.7748.15
Day 14 24.707.12 43.51£11.49° 34.5329.60

* p<0.03, ** p<0.01, significantly different from control group
T p<0.03, significantly different from FMDV vaccme group

A7) 3 17 9 % 128 Hxshd, WAEN 1A FMDV WA R Fu} MZ o] GM-CSFe] 3dteko] zhz)F 62.13+
19.79pg/mL7}F 48.99+12.20pg/mLo 2 FMDV WA T F& th2(32.87+7.63pg/mL)oll H|sle] F-2lahA =k},

WAIES Z 394 FMDV WA Fo]7 ] 3 GM-CSF ¥ %(59.81+10.11pg/mL)7} MZ(38.944+11.91pg/mL) = tj
Z-(30.93+7.74pg/mL) Btk 8k T,

AR & 7ds e} 1495 MZo] ¥E GM-CSF FS FMDV WA R+ B}l wgrov) (93 2ol A3
A ko 1495 FMDV WA Fo] 9] GM-CSF3=(43.51+11.49pg/mL) &= thF+(24.70+7.12pg/mL) ol B35}
o foatA =t

6) @3 W IFN-y 3 st

7 ATl vete] £AE Fol A, WAl Fol gl @ WMl %o ¥ 19, 39, 79 % 1Al AL A
Aol WA 0l IN-y o PPN BRAAD, T ARE 7] E 18

% 18
(pg/mlL)
TH =T
Day =z MDYV HASHZ FMDV HEHUSHT
@s)
Day-3 J— —

o =o) 71.1424.56 74.74219.29 82.8126.92
Day 0

(o il i 77.66217.16 §5.243 43 84.987.03
Fral T

Day1 §3.1442 58 §7.46£5 35 79.6226.57

Day3 78.31£1.73 83.60£13.63 §1.1024.48

Day 7 78.1612.28 97.95+9.45" 84.5148.97

Day 14 68.9547.95 §2.55215.49 80.7624.72

" p=0.03, significantly different from control sroup

A7 F 18 2 = 138 Fxshd,

WAEe] & 101 H FMDV WA So] 9l AZe] [FN-y o] steko] 7k7} 87.46+
5.35pg/mL¥} 79.62+6.57pg/mLO.E MZo

] FMDV WAl ot shgr ot fo 7k Abol= gl
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5

=

=

H

el
=)

IFN-y 55+ ZH7F 83.60%13.63pg/mL

=
K3

o ¥

3L
=<

IFN-y S8 DV #AFe] 3 weh whekort o

2H
=1

wul
=

ol i

gllct.

]

HA X
s R S

L
o

7ol
7472} 14D A

1

pud

34 A 2] FMDV
ko)

5
T

kel
n

o

4.48pg/mLE F9
o
=] ko).

1=
-
=]
-

]

A
il

Al

i
2L

i
2L

[0222]
[0223]

f
4

il

(10)

[0225]

FEFARA A
A3}, gz, FDV

= o
=

=
=

§l_

Aol =H ]

14

o)
T

471 AR 19 23}
1. As 2 3y
AREE E AFAEA:

Ao 2

[0226]
[0228]
[0231]
[0232]
[0233]

—_—
o

7A
Ho

=
=

1284 %)

o
4,

shiplol

AHA] o+ 30vte] (Hy-line brown,

[0234]

CON(Basal diet)¥}

]

R

j=Xe]

Als
AN(ZFAEFAAH)/ND(77HE) /IB(AEA 7]

[0235]

A19)

s

b

al

3

e A
H

Ho

A (FA 3 g R

ol

Q]
=

R

oA X
|

o]’ ANBBE-Q 2

}aL AI/ND/IB
2% 25~30Lux 9]

9

vl
=

=~ = 5L L
TE oW

71 1223k

Flct.
z9F

9

|

X

718157 203]/AI3E,
=

}

afo] 27k 1054 W)

H]o

AzALe] wFdel wEk $9 0.5mS HE

o

B F AR

CEE
2GS %

T4)

[0237]
[0238]
[0240]
[0241]
[0242]

© o

R

o))

[0244]

}‘\l

N

AbEE NRC(2012) S -sko] whz} wj

A1g

[0245]
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[0246]

[0248]

[0249]

[0251]

[0252]

[0253]

[0255]

[0256]

[0257]

[0259]
[0260]

[0261]

SIHS3 10-2020-0083193

A AR FAE Sstel ABPEE Aol HA © ool FiHa, thad AR Fol Aol
= bR PAE SR AE

W19 2 10:30-11:30 Aelo] AIRT MR Aol vl Q& B £F ALHYO, ¢ F% F U

ST

tio
Ay
oX

dge] FRHE UA 7] E 199 B 9IS AR ek YFFL BBF T gera.

Iz 19
AR oL abRl
2 0
A= 2|0 oBlIE BtE 1
M= (0] A =2l =& 2
Sy, =0 2 #E o 3
Sata, el S22, 20 22 S MPS(EE). NEES 4
7 Ak 0
oo

o @ IS R2F CI=o] HE D F2IES 1
- H= OlaEM=E HEMN 22 2
EEE 3
HA G M) 0
— 2HEFF 2E0| AH=E 1
= Sl A B 2
e e W T Ty =4
= A B
| A ml A 20

sl E EAslr] 98t FNex EAAH] (Urit-3000 Vet plus Hematology analyzer, Urit medical
electronic)E ©|&3te] &l7|9} & WhHo g =A%,

Jolslx] S Qe oo dAS AFHste] Y 1 mLE potassium EDTA(Ethylenediaminetetraacetic
acid) Heol Yol A& 3 WMy 3=(WBC), BEF(RBC), sIEFEZWHGB), I+ (HCT), Fd+ Hi_F
(mean corpuscular volume, MCV), HETH#dM A (mean corpuscular hemoglobin, MCH), AdT+EMA Hits

= (mean corpuscular hemoglobin concentration, MCHC) % & (platelet, PLT)S =43} ).

(6) dHA3}IstA =4
HH A S BAE 7] 9)8le] AF8EHEA1 4] (COBAS C702)E o] &3le] 3179 2o W o=z =A3a9r),

g AB3ekx] BAS Yo AW A GBS YF 5t A F JAEP AL, Alanine aminotransaminase
(ALT), Aspartate transaminase (AST), Alkaline phosphatase (ALP), & w2 (Total protein, T-PRO),
Albumin (ALB), & g Fw® (Total bilirubin, T-BIL), Glucose (GLU), & ZF#|~HZ(Total cholesterol, T-
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=2 E3 10-2020-0083193
CHO), Triglyceride (TG), Lactate Dehydrogenase (LDH), &% 824 ZA(Blood urea nitrogen, BUN) %
Creatinine(CREA)S ZA 33Tt
[0263] (7) &3 ALV, NDV, IBV &A7} =4
[0264] g W AIV, NDV, IBVEAI7IE E413}7] 913Fo] ELISA kit (IDEXX, USA)E o] &3l 3l7|e} e WHoz 574
=
[0265] AIV antigen, NDV antigen T+ IBV antigeno] BAE Ao 500812 3]A% dF 100uE B3 T A (22+
3T)ollAl 307 HEEA A oM, dhgo] g & 33} TRHFRE 53] AFsY. A3 % conjugate 1002 E
o|Eo| EF3 T HFAAISK(TMB)S ZHzb 100pt® A7Fshe] whAwkeS 3kelsta, wheH ]%oﬂo 10002 A7}
dfo] WARES-S HE ZF UV spectrophotometer (Hidex sense, Turku, Finland)Z ©]€3le] 650nmoll A &3 =S
SAs 2, 2 A3E ALEA (Sample ODgso-mean NC ODgso)/(mean PC ODgsg-mean NC ODyso)oll whelh S/P A&
AbEete], AIVE] S/P AF7F 0.5 23Y A9 S, 0.5 oletd AS A= gkl en, NDVel IBVe] 45
/P AF7F 0.2 23U AF A3, 0.2 o5t A 42 B4t
[0266]
[0267] (8) ¥4 =E]<(Cortisol) & =4
[0268] 2EH 2 AFE F Ul A &S BA3l7] $98Fe] ELISA kit(Bioassay Technology Laboratory)Z o]-&3}o],
3719 22 WyHow ZA3S
[0269] chlcken cortisol antibody”’} F-2td Ao &3 40/,06 Anti-cortisol antibody 10u{ % streptavidin—HRP 5040
E B8l 23 3 37CoAA 6087F vH-S-A]171 & washing buffer @ 53] A& 3F3itt. A% 3 Substrate A<}
BE 247t 502 H7Fste] 37TCelA 1083 db&Azon, db&gx &8 502 H7Fsho] ‘j“”‘*g% HeE
% UV spectrophotometer (Hidex sense, Turku, Finland)E ©]-&3}¢] 450mmoll A S35 S A3},
[0271] (9) 93 AlolEFIS] 3 =4
[0272] 1) TNF-a 3F A
[0273] g4 INF-a F4H]o gk 2= 9T B487] $18ke] ELISA kit (Bioassay Technology Laboratyory)E
AHgsle] 4 Ul INF-a %S 3719 22 WHo=z S431900
[0274] Chicken TNF-a antibody7} % o &3 40ul, Anti-INF-a antibody 10ul % streptavidin-HRP 50u0E
7ol E£3s & 37C°ﬂ/‘1 607 wkEAF o Hkgo] EW F washing buffer® 53] A3t
Substrate A9} BE z+7} 50MW A7FeE & 37ColA 1087 wh-gAFH o, w8 =] 8M(stop solution)S 50
WA A 7)Ee] HEAEre-S 3 5 [V spectrophotometer (Hidex sense, Turku, Finland)E ©]-&3}¢] 450nmol A
FHEE SASA.
[0276] 2) 84 1IL-B %= &4
[0277] g3 IL-Bo W3t =& gks HX37] 98] ELISA kit (Bioassay Technology Laboratory)E AF-&3}o]
g4 Ul IL-8 FFS shle 22 dHoe= EAET
[0278] Chicken IL-B antibody7} F-2rel e & 400, Anti-IL-8B antlbody 100 2 streptavidin-HRP 50405
Foto] 33k & 37T 6021 BEgAIFA o™, HEgo] & $F washing buffer® 53 AF 3T}, Substrate
A9} BE 77} 500 ﬂ7}fﬂ' S 37CoA 1087 vk A H o | v AX] 8N (stop solution)= 502 =73}
of WARES-S M3 & UV spectrophotometer (Hidex sense, Turku, Finland)E ©]&3}o] 450nmolA] FF ==
ERchc o=
3) I3 IL-6 3 B

[0280]



[0281]

[0282]

[0284]

[0285]

[0286]

[0288]

[0289]

[0290]

[0292]

[0293]

[0294]

[0296]

[0297]

SIHS31 10-2020-0083193

g IL-6° digt 2AHE JFS 457 .,46}04 ELISA kit (Bioassay Technology Laboratory)Z Al-&3}e]
g4 W IL-6 ¢3S 0

Chicken IL-6 antibody”} -2t Oul, Anti- IL-6 antibody 10pxf % streptavidin-HRP 50uS &5
sl Zgsl 3 37ColA 60%7F WA A F-$-0] 1 3 washing buffer® 53] #1238} tl. Substrate A
ﬂBEZﬁkmmﬂ@ﬂ@ﬂiwcﬂﬁlﬁﬂkL%Mﬁgﬁ,%%@A%Mawsmmmm%5qu@ﬂaq
w85 WE $ UV spectrophotometer (Hidex sense, Turku, Finland)& ©]83F4 450mmollA SHEE 54

boict.

i
2,
ek
10 ox!

[«0

4) 974 PGB, T B4

A " PGE, el gk 2489 ds #4517 8k ELISA kit (Mybiosource)& AF&ste @7 U

PGE, 3F-& A8k3lTt.

olo

Chicken PGE, monoclonal antibody7} #2rE o A 100uE EF = 37CoA 90&7F ¥HEA|H o | Wkgo]

£ § washing buffer® 23] M3t M3 § w|g] £4]3 biotinylated PGE; antibody 100u0E w5

ot
f

[0
bt

B2 9b$A17)aL, washing buffer® 33] A& 3}At}t. Enzyme-conjugate liquid 1000E 5
3087F w$-A]7]a1L, washing buffer® 53] A& 3}2tt. Colour reagent liquid 10002 H7}sf
el & 37ToA 15~3087F LARkeS 551991 colour reagent C 10040E H7bste] wadkso A

1=l

ok, AN W3R S [V spectrophotometer (Hidex sense, Turku, Finland)Z o]&3le] 450nmel A

2
ﬁ_&
Sk ot Kl

ol
o

5) 3 GM-CSF &= &4

2 GM-CSF uloll tiet =g E9 J&s #43517] 95k ELISA kit (Mybiosource)E AR&sted &3 W GM-
CSF &S H2493k9itt.

o]

Chicken GM-CSF monoclonal antibody”} H2He ol &3 1008 -S 53] 37ColA 90&3F WHEAH o H,
HkSo] E4 3 yashing bufferi 23] MAsIAY. Mz & w2l F#H]8 biotinylated Chicken GM-CSF
antibody &9 1008 S EF3F & 37CoA] 6087F W-3A|7)aL, washing buffer® 33] A& th. Enzyme-
conjugate liquid 100E EF3}aL 37CoA 30%7F ¥HSA]7]aL, washing buffer® 53] A A3 ). Colour
Reagent &9 100 S 7} Aol BF3F = 37T A ok 3087 WHEX7]3, Colour Reagent C 100x0% *7}s)
o w258 W3 I [V spectrophotometer (Hidex sense, Turku, Finland)E o]&3}le] 450mmolA EF =S

gatsitt.

_ll)lf

6) &3 IFN-y =F B4

A [FN-yol thalt k&9 &S BA317] 93] ELISA kit (Bioassay Technology Laboratory)E AF-&3}e]
A U S 2.

Chicken IFN-y antibody”’} 2 o &% 404, Anti-IFN-y antibody 10x¢ 2 streptavidin-HRP 50ul=
Bate] &3e & 37ColA] 6083 WREAIF oM, wrgo]l Eyu F washing buffer® 53] A|H ).
Substrate A9} BE Z}7; 50 FH71sk & 37CoA 10837F wkeA 7 oH | A R8N (stop solution)S 50
A 747}0}04 FARES-S M3 3 [V spectrophotometer (Hidex sense, Turku, Finland)E ©]83te] 450nmol A

FYEE S,

Ol

%
Jl



[0298]

[0300]

[0301]

[0303]

[0304]

[0305]

[0306]

[0307]

[0309]

ZIHSd 10-2020-0083193

E 20

EREEE Al

R 0

HH G- AN =0 FAN = ]

A9 s OlAHES ZE M. HE DA 2

A A =0 A 28 E00 20 SAS0E WA HEE 3

(11) A4 A«

EAA 2] STATISTICA ZT21WE o] 83}o] One-way ANOVA 418 &}91al, ©]3F DunCan's multiple range
test(p<0.05)2 Z}zte] Al E Ao FoA4S AAsIgon, AgpS Adgk+ ETH 2 (nean+SD) =
[SRSRRIEs A=,
2. 4823
(1) AzHs}
¥ 21
AETE G R
" = = =hl= 2ol =g E
AlEZ TdE oA E Al E kg) L
S Al ﬁ[‘DB‘;m E(':'l‘j)g (D14-D0) (ke/day)
(D-3)
(== 1.850=0.106 18630106 191520115 0.032=0022 0.0040.002
B A = 2 1.867£0.104 188920103 194020112 005120029  0.00420.002
FHEM AN e o
=l E)Tm 1038+0135 195420119 2012+0.124 00580017 0.004+0.001
o=

A7 R 218 Fxshd, dixd, WAFAT 2 AZe MARY g AF Zb2b 1.863+0.106kg, 1.889+
0.103kg 2 1.954+0.119%golNx, AIAFRE Al AFLS Z}7 1.9154+0.115kg, 1.940+0.112kg % 2.012+
0.124kgo]| i},

Zah, WAES G W MZo E =S 247 0.05240.022kg, 0.051+0.029kg 2 0.058%0.017kgo] oW |
4 SAFE ZF T B 0.004£0.002kg/day 2 7h w7ke] Fo @ Aol #EE A @9k
2) Ats AFE € 25 AFF
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[0310]

[0311]

[0312]

[0313]

[0314]

[0316]

ZIHSd 10-2020-0083193

£ 22
M= 8 2 (ghbird) HEMEEFEH
S T Tk DD
(D-3~D0) {D0-D14) '
== 2752042425 1602.16=45.83 114 4443 27
HH A S 2 292.30=9 85 1594.94+57.22 113.92+4.09
M EBLHH M E
=4 E{Qz‘z_—lfmz 310.20=18.83 1677.80+54.38 119.84=3 88
T =
2 23
S 83 2 (ghird) YeSu T
AE= Ik g 7t —
(D-3-D0) (D0-D14) (ltirdiday)
z= 637.70=22.48 3155.85=282.14 22542 220.15
HH A S 2 630.80225.42 3218.39=283 .47 229 8922025
MEB A E
_:F_.:.E(A—HE—I)TD:'E 639.80234.08 3482.67+403.45 248.76+28.82
L ao
Z 24
s 4212 2 T AT R| M ET
AlEZ mEIﬂ'ﬁnﬂ'@ - [g'b'_l.r:i) 2 i
(3-10) (D-3-D0) 2/bird/day 2ke bwiday
ZHEMAEHZ
(AH E) 10460126 213271156 02130011 01100011
=a =
471 #2258 FxEW, AR7IE St dERe, Ry 2 AEe] A F AIRAAATS 47 1602.16+
45.83g, 1594.94+57.22g 2 1677.80+54.38g oJlom, A Al2AH S 114.44+3.27g/bird/day, 113.92+

4.09g/bird/day 2@ 119.84+3.88g/bird/daye]At}.

T A7) % 23 9 242 Fxshd,
77}y 225.42+2
kgd =AHE A

A# 77 EoF

il

ES

15g/bird/day, 229.89£20.25g/bird/day % 248 761+28. 82g/b1rd/day°] Fom, Az A

20.
F e 0.110+£0.011g/kg bw/daye] AT},
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[0317]

[0318]

[0319]

ZIHSd 10-2020-0083193

#£ 25
HEFE(%) LHE(g)
B2 vy EEEE EZERT

D CE L E 3 L T

T M S
=—

(md;;mm %0 80 80 53302316 53082342 53852335
Day-2 70 ) 54012371 5288445 35132337
Day-1 100 ) %0 54032388 54032546 34152337
Dayl

(EHE 100 80 80 ST172566 54432404 36702673
EMEE)
Dyt %0 70 %0 54902252 54042207 56082673
Day2 80 90 100 53485317 5413330 54232346
Day3 100 60 %0 646360 53022284 35722295
Dayt 100 90 %0 55635410 55642341  55.90+331
Days %0 80 100 56445327  55.93£434 54.89:331
Days 100 70 %0 57562642 36632305 36282300
Day7 100 80 %0 56265303  5570:290 53372300
Days %0 80 100 55682228 8586193 55832485
Daye 100 80 100 53625362 55694285 56742372
Dayl0 100 ) 100 $79525.77 56182242  36.18405
Dayll 100 90 100 55532278 55782306 5542445
Day12 100 100 100 56205331 55020204 55142363
Day13 %0 80 90 57002443 56905237 37102424
Dy %0 % %0 56912256 37432280 35502410
TEE
EMJIZ 967558 §00:100 867258  5506e464 53782480 55232577
(Dray-3~Dadl)
OuDy MY TLIALI® 930a9% 3020l SIMIN 35505378
g 043279 857479  971249% 56152398 56252253 55965301
[DS*—Dj—!} e Joiza FoAT=, N e L= X 3.
DI-DI4 043276 BS145103" 050s52%  5570:333 56782278 55742390

* 2003, *¥ p<001, *** pD 001, sipnificant]y diff arent from conmol
= p@ 01, ™" 50001, simificantly diff erent from ATV INDV.IEV vaccine zoup

A7] & 255 FZIWH, 2AE Fo A gz, YR 2
o FAHE FAq7|7 5k HAAEES 96.7i5.8%, 80.0+10.0% 2 86.7+5.8%°] A t}.
i= Kol

_28_

AEe ks

Z}Z}y 94.3+7.6%,

& ZHt 90,

80% = 80%°] A

L S
EH, 2R F

81.4+10.3% B 95.0+£5.2%2

Fo W&o 7z} 53.30+3.16g, 53.08+5.42g ¥ 53.85+
T dEFS 55.16+4.64g, 53.78+4.82g ¥ 55.23+5.77go|Ut}. &
T & 747} 55.7943.33g7 56.78+2.78g



[0321]

[0322]

[0324]

[0325]

[0326]

[0327]

[0329]

[0330]

ZIHSd 10-2020-0083193

WATClE AFel WAL 0.5 FHEEge FF ¥ oAPEHS FAF AW, wE
o, AW 23, Me AW T T BAHA ek}

#* 26
Parameters Group (= ga_é_ ;_01) (U_‘HI/E}_;& ) Day 1 Day 3 Day 7
e 143247 12,9213 85225 97+2.0
{:??}i) AT 1335573 A S 1675073
ZHEHASH (N E) 11.422.5 9224 10.520.9
o=z 2.020.2 2.020.2
BH BATENE 3001 FRETE]
R e R CEE 15501 3103
ES 11.0=08 11.205
W L 13565 11556
) RS 0750008
HE= 328425 34216
HET HAEHZ 339423 325416 33.822.5
- ZHEHUSHZEE) 36.2+29 36.124.6 326233 20427 34322 7 36.742.8
. HEZ 1594199 14124215 131.7221.0  1622%154 1745144 171.1%1438
I?S e e 167.3219.8 13532147  131.0=134  159.6x144  160.7=17.0 166.9£7.5
EHET A EHEE) 16905129 14825047 140141271 16615143 161 75198 167 4%19.0
Hzz 57.1=7.0 48,0275 43.82622 542447 573246 574247
1\(155 HASH T 58964 46525 1 443244 548240 53.1=56
EHEHEIASH 2 (M E) 60.1=3.6 497557 47743 553249 537562
S 35.8=09 34.0£10 334225 33.5225 32.5=09
Mcd}f}: WAEGHE 35301 34413 339512 34454 3371208
" ZHEHHASHZ(ME) 35.6=1.3 338228 34.0=0.7 33.320.8 332 33.4210

WBC: white blood cell HGB: hemoglobin, HCT: hematocrit (2 Z P EZE), MCV- mean corpuseular volume(ZH 2 HREZ), MCH: mean corpuscular
hemoglobin (2] 2 7 7 8 M 4y MCHC: mean corpuscularhemoglobin concentration (8 2 HM 4 HRET)

471 & 268 Fxed, T UdT 2 uE dashy A FAs AR SAEen, Ada

ar = h=
e BAsA 9, F WET 9 ne dgsks A4 FAE gapase S4E.

(1) BHAFHA A4

2t Aol Wkl 24 A
stel BRANAE AR, 1 23S

It
Q
oft
ifies
=
>,
Tl
Q
ofl
e,
ME,
=)
>,
It
Q
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=
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Parameters Group & ’E%ém) (LHIE};M) Dav 1 Day 3 Day 7 Day 14
HE= 51203 51403 5613 5.0=0.0 5410 5103
&‘]L; BUAFEHZ 56210 51203 54210 51203 51=03 54=10
ZHEHMMEHZME) 52204 5000 5000 5.0=0.0 51203 5000
== 1547425 5 176 7£14.4 165 2:240 150 4£24 9 15794307 1501213 1
r’[\JSE) HUEHZ 164.7£173 1644534 8 15945348 1550434 8 157.2436.8 15524299
THEHMISHZMEE) 169.6=232 16755304 1727424 8 164.4£39.2 150.7=13.8
Ez 629.8+155.1 515.0£1439 1619=0790 51 238 4256+715 461921176
(%L]i HUSHZ 615.6x131.0 561.6=106.1 506.7£101.1 55442553 4983262 4 330113258
ZHEMUSHZME) 54572824 5013284 8 4802824 42532509 440122990
Hzz 52204 50205 5006 5106
EP{E_? MUAFHZ 49208 5008 49208 50405
= THSHHNSHZES) 4704 46=04 49206 48:04
Hzz 2002 19202 18403 20403
[:I'ﬁ) BAEHZ 19202 19204 1904
ZHEHHISHZEE) 19203 19202 19203
== 02400 02£00
T'B_;LL HUAEHZ 0.2£00 0.20.0 02+00
e ZHEMAUSHZME) 0200 020.0 0200
Hzz 2006300 119.2£233 110.0+318 12102296
;;Li) WAEHZ 202.1=236 132.2226.5 1264189 1230£318 18902247
) FHEMAUSHZME) 1309320 111.7230.1 1345258 16642329
— N iEE; ° 132422 11495202 .
il WHUFEHZ 121.7=303 133.0=23.4 12362297 1320262
FHSHMMSEHZWE) 13832243 12442210 128.0£17.6 139.1=136
(i st 1002.0=2182 1197.9+213.8 1115652470
(m;csl) HUEHZ 1042 22256 5 1203522298
ZHEUHEHZM®Z) 1138721344 116941663 147622361 1153522505 12389=1459
— HHEH‘_:-E 1.540.1 16202 15402 16+03 14200 1.4+0.0
(mgiaL) WUEHZ 1.720.7 16203 1502 1603 14201 15201
ZHEHUUSHZM®E) 14200 1705 14201 1702 15202 14200
[l 02200 0200 02:00 0200 0200 0200
C{::EE UMEHE 02400 02200 02200 02200 0200 02:00
ZHEHUHEHZME) 0.220.0 0200 0200 0200 02200 0200
[ESS 1004 2=196.9 1512922503 1495 62814 1472421951 1173.12302.0
LDE WHUEHZ 1164022969 1234 0+289 2 1462 32209 4 1300 32289 7 13821264 8 110023082
S ZHEMUSHZMEE) 1150822475 1189.0£192 5 1420 82297 1456 82252 6 1454 21682 115171889

ALT: Alanine aminotransaminase, AST- Aspartate transaminase, ALP: Alkaline phosphatase, T-PRO: Total protein, ALB- Albumin, T-BIL: Total bilimbin, GLU: Ghicose,
T-CHO: Total cholesterol, TG: Triglyceride, BUN: Blood urea nitrogen, CREA: Creatinine, LDH: Lactate Dehydrogenase

[0331]

[0332] A7 % 218 #AZEA, 7H71% (Albumin, ALT, AST) 2 217223t A% (BUN, Creatinine) % 7€} tlAb7]% A
E7F A4S ws JERSLT

[0334] (8) &3 AIV, NDV % IBV 347} W3}

[0335] 1) @3 AIV A7} ¥3t

[0336] ZF Ao st 2AET 9, W Fo g 2 Wil Fof 1Y, 39, 79 2 14dA ] s AF
sto] & W AIV FA7F Wsts wEeielar, 2 AaE sh] £ 28 3 = 140 JERAAT.
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Z 28
(3P ratio)
Day h==2 HMNEHZ EAS+WMASH M A
Day -3
ELES0) D.441=0.442 0.422+0.246 0.27740.243
Da\O _ y
(4 21 EO#} 033320265 0.408=0 202 022920 198
Dayl 0.31320.189 0.430%0.305 0.306=0.190
Day3 03670327 0 48620 286 0.403=0.119
Day 7 0.39920.357 0.733£0.579 0.551+0.178
Day 14 0.324=0.302 229321 491* 2.454=1 033*
[0337] #* <) 01, significantly different from control group
[0338] A7 28 = 4E FFsME, UR2ae A4S FEFo GARH WiAFe $ 4AA7A] 2ukE]edl A ATV
gk AL FgeR ElEgen, vHR| | A= AV A7 S 02 S1E U,
[0339] WAl FojTofl A= 2utEls FEFo] JURH Fo] & 14dA7EA] AV AV Ao R E1EAT, 2nf
= 74AREH, 6vtEl= 14LAd AIVel tisk IdAVF o= gl
[0340] AMEol AS 1ntgle FEFo GUiEH WAFY & 4LA7IA] AV FAZE Fdoldoer, 3ute]= Walfo
F7AARE, YA ertels MaRe 5 14d Ao AV AP Fgow Sl
[0341] WA E] & 4dRje] MAFol D AZ] ALV FA7E i xtol] HEte] 98k Egt).
[0343] 2) g2 NDV &7} H3}
[0344] 2y Agae digte] 2T Y, 9 Fof gd E wlal Fo 31, 39, 79 2 14dA dAS AH
stel &% Ul NV @A7F wetE pEelola, 1 A9E s B 29 9@ % 159 JEhgoct.
F 29
(Log1g titer)
ELS+ HUSAHT
Day (E % A1 S 0 2 S G
By -3 3 84120490 40110124 3 85420172
(EHMEE0) LR R R e
Dav0 i
(ﬂ Al —'?—O:IJ 37460476 4.020=0.125 3.870x0.094
Dayl 3.736=0.644 4.066=0.085 3.843£0.149
Day3 3.706=0.464 3.904=0.17 3.834+0.238
Day 7 3.696=0.516 3.920=0.107 3.878=0.134
Dav 14 3.60820.562 3.988+0.125" 4.009+0.122°
[0345] * p<0.03, significantly different from control group
[0346] A7) 29 2 % 158 FAxshd, gixat, Wal W oz o] MAIEe A NDV &7} (Logy titer)e z+7}
3.746£0.476, 4.020£0.125 ¥ 3.870+0.0940|% 3, WAlFo & 1A o)= 3.736+0.644, 4.066+0.085 %
3.843+0.149°]At}.
[0347] WMAE] & 1494 R, WAFg W O BZe] NDV &A1 7= Z47) 3.608+0.562, 3.988+0.125 2 4.009+
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[0348]

[0350]

[0351]

[0352]

[0353]

[0354]

[0355]

[0357]

[0358]

ZIHSd 10-2020-0083193

0.1220.=2 WAFolgtal &) NDV &A7p7F 2wt Bt ol 8hAl =9kt

NDV A G Aol ghef WAl

it
£
M
i)
2
=}
)
fo
o
)
-0,
)
o
rlr
=
i
i
>
&
52
v

3) &3 IBV A7} W3

ZF A gt dste] 2AEFY g, WA Fo] T 2]
stod &3 Wl IBV IAI7F wistE #FAsgla, 1 ARE 7] & 30 ¥ = 169 YERIUT.

¥ 30
{Logo titer)
F R
Day fz= WAS T Bk =D
(M=)
i 3.79940.224 3 8340223 3.78540.207
(=HA=5E0) IEEEAS R SIS
(Uﬁf‘;ﬁw) 3.77420.214 3.9350 061 3.80320 153
AT
Dayi 3 7500 269 3.941=0.080 3.8900.175
Day3 3.825+0262 3.952+0.148 3.846+0.134
Day 7 3 76840 245 4.014+0.130° 3 988£0.160°
Day 14 3.776=0.209 3.875+0.133 381420118

* p<0.03, significantly different from control group

A7l % 30 2 = 168 Fxehd, dx2dt, MAFT 9 AMEo AR A BV &A7F (Logyp titer)s 24z}
3.774£0.214, 3.935£0.061 ¥ 3.803+0.153°|%x, ®WAlFo & 1dA o= 3.750+0.269, 3.941+0.080 ¥
3.89040.175°] %t}

WA & 7dA 2, WA 9 AEo] [BY A7l ZhZF 3.76810.245, 4.014£0.130 2 3.988+
0.1600.2 MAFa MEe] [BV FA7I7L iz Bt folstA =Adrt.

MAES] & 14dA ] iz, MAFo 9 AZo) [BY A7k Zh2F 3.776£0.209, 3.875+0.133 2 3.814
+0.1180.%2 A|At7te] folAde #aEA ot

(9) €3 Wl & o] wst

ZF NPl kel 2AEF o, WA Fo g g wiA Fo 319, 39, 79 2 1450 HaS AHF
stol ¥4 U EE sheF wslE BEegln, o A%E s A 31 2 & 179 YERSIY.
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[0359]

[0360]

[0361]

[0362]

[0364]
[0365]

[0366]

[0367]

471 & 31 3 & 178 FEs,

=
0.648ng/ml, 1.405+0.561ng/mL 2 1.572+0.481ng/mLo]gl o}, WMAIE

ZIHSd 10-2020-0083193

3% 31
(ng/mL)
EHASMAS R
Day == L SEt T
(I:I E)
i E%; 55 1.70840.661 1.59720.819 1.66320.603
—_ = i =
Day 0
o e o 1.86220.648 1.40520.561 1.5720.481
o T A i
Dayl 1.63420.529 3.53020.791°" 3.34720.675°"
Day3 2.05120.755 3.417+1.265° 3.12240.645*
Day 7 2.10520.486 3.871£1.202° 2.7900.754°
Day 14 2.17240.281 3.759+0.929° 2.84620.851°

* pD 03, ¥ p0 01, *#F p<0.001, significantly different from control
= p=0.03, significantly different from ATV/NDV/IBV vaccine group

CRE I ES

=
ERE

= FHE 5= 27 3.530+0.791ng/mL 2 3.347+0.675ng/mLO.E

(10) €7 Afol =7}l draFe] st

1) 83 W INF-a &= W3}

X

ZF Aol st =&
= 3

Fskel @34 W INF-a <]

1

& wwob dadel vse] folsA we wu,
Z

=
AT F 7UA S LA FoI%

o & 749} 14dAe] dF FEE w57 7H7; 2.790+0.754ng/mLeF 2.846+0.851ng/mL O 2 1Y
7: 3.871%1.202ng/ul, Day 14: 3.759%0.929ng/mL) el H|slo] H-olahA] wgkrt.

127
=

32
(pg/mL)
mMELOH A E
Day CES: wpege — TEEIOSOZ
' (A=)
it 32.580+19.497 27.94247.556 37.299+8.133
(5@% _E'_Cq} A = o8 o Zf: jo = e B AFFTH
Day 0
o i o) 29.714%17.104 31.897£10.104 34.688215.831
b L S i
Dayl 33.598£12 584 54.60516.070° 37.750£10.883°
Day3 2995149 785 43.640£12.053 38.194217.194
Day 7 38.523213.167 61.464+15.270* 56.32317.767°
Day 14 38.323212.924 68.447£23 778 54.60313.428

* p<0.03, ** p<(.01, significantly different from control group
= p=<0.03, significantly different from ATV NDV/IBEV vaccine group
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[0368]

[0369]

[0371]

[0372]

[0373]

[0374]

[0375]

[0378]

[0379]

ZIHSd 10-2020-0083193

A7 & 32 3 & 18& FXIMA, AR A giExa, AR @ HEe] 5 WF-a $E5E 27 29.714
+17.104pg/mL, 31.897+10.104pg/mL % 34.688+15.831pg/mLol o}, WAIRS & 1Y
Z9 4% TNF-a %+ 54.605+16.070pg/mL3} 37.750+10.883pg/mLo]lom, MAIFEo]
12.584 pg/mL)¥} AEo| vt} Fo5kA =Adtt.

T 3dA ¥F INF-a F57F el WalFe & 794 A Frtete A
S , T 7dA e WARSFY AMZo 5 INF-asE7F 47 61.464%15.270pg/mL 3}
323+17.767pg/mLol L, AT F 14dA = 77} 68.447J_r23.778pg/mw+ 54.603+13.428pg/mLo] A T}.
WA Eo] o] 79 thx(Day 7: 38.523+13.167pg/ml, Day 14: 38.323+12.924pg/mL) BT} folshAl &Hkar,
= HF INF-a7b WaFe] & UAAZFA] el Hlste] #a1, WAForel A3t & wWEakon; f

gk ol TEEA Gt

2) 9% W IL-B ¥ Wt

Z- Aol et 2AE 5o g, #a Fol g 9 WA Fo & 19, 39, 79 2 14dHo] dAS A
FAstel g4 W IL-p 9 sFwEts AFsdn, 1 A9E 7] & 33 2 = 199 YERAT

£ 33
(pg/L)
ZHBHNTOE
Day S WA S dE=d S0
(M)
Daw-3 = 25 =
(_I._’.—:.' 2 =q) 211.56=81.96 267.21=119.69 274.02=105.67
Dav 0
(ot A|a}E o) 218 1626046 270.T7ex151.75 195 98+£23.35
gy 8, A P2
Dayl 227.73x69.69 292 74£85 28 298.73=129 .09
Dav3 173.56x15.43 233.65269.86" 169.566.61°
Day 7 371.14=294 67 423 61£243 68 405 252168 25
Dayv 14 402 58=78.84 628.07=203.80" 311 0012184

* p<0.03, significantly different from control group
® p<0.05, significantly different from AIV/NDV/IBV vaccme group

471 & 33 8 = 198 FEsh, Al A diza, wAlFdT B S 9% IL-p e A 218,16
60.46pg/L, 270.76%151.75pg/L R 195.98+23.36pg/Lol o, WARe] & 1] dizar, WAlRey Ul
MES dF IL-B ¥&T ZH7b 227.73£69.69pg/L, 292.74+85.28pg/L % 296.73£129.69pg/Lol R oH, 7} Al
7k Folgk Aol gl

BE AZToA WAFS &3 H of % IL-B %7l #AsUT WAFe & 7dHo] Al FUksteE 4
Fs Helow wWAFS & 3UA R, HAFAT L AMEFo HF IL-B =7t 44 173.56%
15.43pg/L, 233.65+69. 6pg/L 2 169.56+6.61pg/Lo)al, WMAFA LS EH?LI_T% AL vt folsiAl =
gtk WAIRS & l4dRoE WARAT ¥FE -8 BE7F 628.07+£203.80pg/LoE  thEaH(402.58+
78.84pg/L) BT} FotA E=korh, AE(511.00. £121.84pg/L) 2] §-2 ‘P } = ATt

3) 83 W IL-6 3=F w3}

Z+ Al Ttel tiste]l RAE Fo] g, WAl Fo] F 2wy Fol 3 1Y, 3¢, 7¢ 2 14dH ] AL A
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[0382]

[0383]

[0384]

[0386]

[0387]
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Fskel d4 Wl 1L-69] &

ol
rE
Lot
il
=
e
ol
ok,
3%
=3

, 1 AT 7] F 34 2 % 200 VeI

F 34
(ng1)
Day VES sgERE  PeRLSaNE
(x A A-ID:V 3E =a) 47 429=6.957 48.923=10.8%91 47.397=12.513
(e E&‘yém) 40.763=15.473 46 265=15.863 38.099=7 8956
Davl 50.038=16.502 79.159+£20.581™ 72237224793
Dav3 45 946217231 88.110£21.034"* 61.690=19.177=
Day 7 40.018=10.106 79.114+£23.108" 67.538+22 9847
Day 14 56.817x17.293 93.726+35.506° 63.671=22.602

p0.03, ** p<0.01, #** p<0.001, sigmficantly differsnt from control group
® p=0.03, significantly different from AIVNDV/IEV vaccine group

A7) % 034 2 X 208 Fxehd, WalRe A gixd, #@s
15.473ng/L, 46.265+15.863ng/L 2 38.099i7.896ng/Lo1°4
AMEe] 8% IL-6 $5+ 27 50.038£16.502ng/L, 79.15
Fola-e tjxtol vste] FoJsiAl =%t

Ao & 3dAe dR2dt, WAFAT D AMEFe dF IL-6 %= 717 45.946+17.231ng/L, 88.110%
21.034ng/L R 61.690%19.177ng/L o2 WMAIFe] e i W] viste] fofahd 5 1L-6 F=7t ¥

©
H‘ [o
U'I
co
—
=
oQ
~
—

jud

el

WAIRS] & 7UA ] MAFAF B MEo HF L6 v
2 )% 7(40.0184+10.106ng/L) Bt} So8kA =gkt).

rlr

Z¥Zy 79.114+23.108ng/L 2 67.538+22.984ng/L

WAEe] F 14d A= MAlRelt Bl AEe] FF IL-67F ZH2E 93.726+39.506ng/L R 63.671+22. 602ng/Lo1
B, AR tlaa(56.817+17.293ng/L) Hrk frelshAl okal, S WAFAwET Wakot,

4) @3 W PGE, 3= Wst

2 Aol thatel 2HE Fol B, WA Fol g U WA Fol F 19, 39, 79 L LA A4S A
Fskel d3 Wl PGE.o] FHFRistE wEskglal, o AdE §h7] & 35 B = 210 YERUT
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# 35
(pg/mL})
ME_LHH A E
Day thx= THSNE e TR
Dav-3 e a4 iy
ZEE =a) 119.61+24 80 111.10+29 .41 101.16+34.21
Day 0 e oy - A 5
(A =0 1279154 .05 120.70£36.17 924522120
Davl 124 2042 93 157255608 135.12+45 .99
Davy3 108 52237 .66 173 5049 47" 144 90£47.27
Day 7 115.04=39.94 144 2957 .56 138.37£34 45
Dav 14 102 602799 165.05=56.82" 119.10=44 .78
. 035, % p=0 01, sigmficantly different from control grow
[0388] z=0 P Faal) % group
[0389] A7) % 35 H ® 218 FFxsHd, WiiRe A dxdt, NAFgT 2 AEe dF PGEysEw 47 127.91+
54.05pg/mL, 120.70+36.17pg/mL 2 92.45+21.20 pg/mLo]lom, WATS I 1dxoE= 27 124.20+
42.93pg/mL, 157.25+56.08pg/mL 2 135.12+45.99pg/mLe. 2 Z} A &7Fe] F93F 2ol AFE A gk
[0390] HARS & 3UAe] diEe, WAFAT H AZo dF PGE, v=% 27t 108.52+37.66pg/mL, 173.50%
49 .47pg/mL 2 144.90+47.27pg/mLO. 2 WA R txto| HEe] 984 dF PGE, X7t =9kt
[0391] WA F 4 Aol = WA AMZ ol HZ PGE,7} 27} 165.05456.82pg/mL 2 119.10444.78pg/mLo]
gon WARAFE th2(102.60+27.99 pg/mL) BTt Fol5HA = , AEL AT FRT YUkoy
o8l Aol FEE A eFdr).
[0393] 5) &3 W GM-CSF & w3}
[0394] ZF AT et 2AAE Fol 9, WA Fof A F A Fo & 1, 3¢, 79 H 4] IS A
Hstel A Ul GM-CSF o F=FuistE Ay, 7 A7E 87] & 36 B = 229 YAk
¥ 36
(pgmL)
EMEHAE P
Day T A= 2 R
(M=)
Day-3 BEtT i & =
EHE =00 145.74+43 29 154.65+40.59 158.88+62.08
Dav 0 ~ " -
A =0 12744225 35 135.90240.86 140.06+53.71
Dayl 125.02+35.86 78.97455.74 162.50=60.50
Day3 109.62+28.90 145.27+41.83 132.88+53.32
Day 7 113 61=30.99 154.59+51.68 100.70+43 42°
Day 14 1348524598 209 4985 24 146.79+46 30
* p=0.03, significantly different from control sroup
= p=0.03, significantly different from ATV NDV/IEV vaccine group
[0395]
[0396] A7) ¥ 36 2 T 228 Ax%35 ARl A gxa, ARy 2@ AMEY dF M-CSF 2t 47 127.44



[0397]

[0398]

[0400]

[0401]

[0402]

[0404]

[0405]

[0407]

[0408]

[0410]
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+23.35pg/ml, 135.90%40.86pg/ml. X 140.06%53.71pg/mLolRom, WAIFE A 194l 2+7F 125.02+
35.86pg/mL, 178.97455.74pg/ml. = 162.50+60.50pg/mLo] L, WAlFo] 3dAjel= ZH2 109.62+
28.90pg/mL, 149.27441.83pg/mL = 132.88453.32pg/mLO. &2 ZF #7Fe] G938k xfo]= QISith.

127

MAFo] & 7dA o] MZo] = GM-CSF7F Z+2F 100.70+£43.42pg/mL o= WA Fof 7-(154.59+51.68 pg/mL)E
ot FosHA Eokut.

WAFE F 4o WMAFAT D MZo gF M-CSF= 27 209.49485.24pg/mL 2 146.79+46.30pg/mLo]
o, WMARFS 2T §95HA =t

6) W4 Ul IFN-y o w3l
7} Aol distel A% Fol G, WAl Fol gl P wy Fol F
=

Hstel &4 W IFN-y 9 &

Z 37
(pg/'mL)
T A E B Al E
Day TES wpsgp  SOETALSOE
) ME)
Day-3 i F: T ks
zas =0 67.831+31.273 59.384220.191 58.40115.395
Day 0
o e o) 61.96221.686 72.414%24 669 55.519216.676
e £ 21 L 1
Day1 51.810£19.164 123641434535  113.328424 426*
Day3 61.068+23.687 114.880+36.126" 108.511429.447*
Day 7 54542419410  109.010£23.532** 96.913£23 933*
Day 14 60.949+12 777 126.741452.676™ 85 646+18.595°

* p<0.03,%* p=0.01, *** p<0.00] significantly different from control group
2 p=0.03, significantly different from ATV/INDV/IBV vaccine group

A7) 3 37 B & 238 FEIW, WAR A gixd, wAlRoT g AEe] FF IFN-y vEv 247 61.962
+21.686pg/mL, 72.414%24.669pg/mL % 55.519+16.676pg/mLol 7}z
19.164pg/mL, 123.641+34.535pg/mlL. 2 113.328+24.426pg/mLo| Q1 31, WMalFo]

23.687pg/mL, 114.880+36.126pg/mL 2 108.511£29.447pg/mLo] L.

MZol FF IFN-y7F 27 109.010+23.532pg/ml. 2 96.913+23.933pg/mLo.2 WA T W AT HF
IFN-y & 2Rt fosHA =9t

WA RO F 4dAolE wMAFF D AMZe g% [FN-y %7l 27 126.741+52.676pg/ml 2 89.646+
18.595pg/mL &2 WA Eol o] 5 [FN-y S EE hET(60.949+ 12.777pg/mL) 3 AZ Rt F93HA U},

=

A FRANA PR F b, AF, WG 5 2D Pl B S WEE B
3|
q

o]l yehA] ekoktt.

A7) AEd 29 ARE FFxeiH, 22U w2 5o hd 2AdEY AS S5 #HUbeke Fosid 2=
9 FaAEQd olMEoln v W RElEAFo] A oA AFZHEA Aol EFFRl (proinflammatory cytokin
e)¢l TNF-a, GM-CSF, IL-B, IL-6 5& afd oz A3, ~2EfAsERe] FEHE YIS A A
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ignificantly different from control
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100 —

£ 80+ [
5 s o
é 1 |
£ 004 P4
=
= - L T . = TPositive
2 i- 1 | Negative
2 40 4 .
2 |
=
= —— Control group

20 & —FMDV Vaccine group

_‘_§§§+FMDV Waccine groupl M)
0 I T | I T ]
D-3 Do D1 D3 D7 D14
| O — |
1 Days
42 F0 22 FMDV
Vaccine injection
=gV

Cortisol concentration (ng/mlL)

* o035, ** p<0.01, degnificantly diferent from control sroup

- * P05, signifizandy diferant From FMDV vacci
—&— Control group Z g et i1
500 | —®— FMDV Vaccine group
—ih— THBLEMDY Vaccine group( S)
400 o
300 <
200 = 1
100
9 T T T T T T
D-3 Do D1 D3 D7 D14
— ]
1 Days
a2 S0 FMDV

Vaceine injection
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=H5
* p<003, sisnificently different from control group
50 = <003, sienificanty diffsrent from FMVDY veccine group
—&— Control group
|—®— FMDV Vaccine group
—d— THEFMDY Vaccine groupld 2
40

G concentration (mg/mL)

k1
N2

IgM coneentration (mg/mL)

THE S0 Izt

30 H
4 l T
— 1 Al I

20 — _= _-__________;l _i T—

J: i — !

10

o T T T T T T
D-3 Do D1 D3 b7 D14
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THE SO0 FMDV
Vaccine injection
6
6 —
—m— Control group
-@— FMDV Vaccine group
—de—FHS2+FMDY Yaccine groupl 2}

5

4 -

— _:7__ s ol T I
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3 . e [

9
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o T T T T T T
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Days
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IgA concentration (ug/ml)

Serum TNF-a concentration (pg/mlL)

800 — *+ o) 05, sienfficently different from conrol soop
-— Control Broup #p<0.05, sienfficantly different from FMDV vaccins eroup
. ®— FMDV Vaccine group
1—a— T E+FMDY Waccine groupid £
700 = .
.
600 | l -
500 o o i ‘| '____..‘-_—_"4:7 T
| 1 — — b

— e +

400 — .;‘_""---____ e T *
4 —
300 < 1
200 <
100
0 I 1 1 | ] I
D-3 Do D1 D3 D7 D14
| — |
1 Days
ZHE SN ONT iy

Vaccine injection

* p<D03, significantly dfferent from control
® p<0.05, sipnificantly difarent from FMDV vatcine group
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| THEFMDY Yaccine group(d T)
160 —
140
120 - |
] | t-
100 - A | A
1 i . .
80 . J _
60
40
20
0 T T T T T T
D-3 Do D1 D3 D7 D14
Days
TYE S0 M FMDV

Vaccine injection
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EH9
60 - o+ 50 01, **+ <0001, deni - di
.01 001, significantly difesant from control Eroup
—— Control group == g0, simificently diffarent from FAIDV vaccine svoup
|—®— FMDV Vaccine group
—dh— FHEFMDY Yaccine group(# S
20 4

Serum IL-1p concentration (ng/L.)

Serum IL-6 concentration (ng/L)

40 -

30 —‘

20 - -

10 T T T T T T
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* pn 05, ** p<0.01, senificantly different from control group

—&— Conlrol group * p<0.05, significanty differant from FMDY vaccing moup
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— —&— THEBHFMDY Vaccine groupl 8 Z)

H—
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1
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_44_

10-2020-0083193



entration (pg/mL)

Serum PGE; conel

Serum GM-CSF concentration (pg/mL)

500 - B e e
T pD.03, significantly diferent from control group
B Control group * pEDOS, sizaificanty dierent Som FMDV vaccine srovp
@ FMDV Vaccine group
—A— THEFRDY Yaccine grouptd =)
400 -
T i.'_ = ‘I‘ .
300 -- ,T = = I __
7 Tt ot~ 4 = T
| =i _I______l*:__— .
| ____' AR
200 | l
100
0 T T T T T T
B0-3 Do D1 D3 D7 D14
O Days
TZHE S0 NN MDY

Vaccine injection

100 = . - o i
p0.05, ** p<0.01, significantly difesent from contrel Eoup
& Conlrol group * p<00S, sienificanty difieran from EMDV vaccine movp
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— & THBFMDY Yaccine aroup(M S
B0 T
l, |
60 — I —
40 1 " =9 *—
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] : I e
20 4
o T T T T T T
D-3 Do D1 D3 D7 D14
e — |
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Days
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NDV Antibody titer (Log;s)

IBV Antibody titer (Log,,)

5.5 4
Control
Outrol group * ol 05, significantly differant from control eroup

JEE AIV/NDVIBY Vaccine group
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Vaccine injection

5.0 o

Control EHUp * p<0.05, sienificently diferant from control grovp
B A1V/NDV/IBV Vaceine group
EE zusmusnzus

AIVNDVIBY
Vaccine injection
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B —
—&— Contral Eroup = p<0.05, ** pdD 01+ <0001, sipnificandy d fferent from control sroup
—®— AIVNDVIBV Vaccine group 2005, siznificandy different from ATV NDWV/IBY wccine sroup
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Serum IL-13 concentration (pg/L)

Serum IL-6 concentration (ng/L)
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Serum PGE2 coneentration (pg/mL)

Serum GM-CSF concentration (pg/mL)
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Serum IFN-y concentration (pg/ml.)

H23

* p005, ** p< 01, *** p<0:001 sienificantly diffarent from control group
= pd .03, significantly diffarent from AIVNDVIBY waccine sroup
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