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WE: BN H&KEESHET R (collagen induced arthritis, CIA) BB, %t AT132 HATHRIFM . HiE #E& I HEESE
T CIA BB, B X HT 25 ATI32 472801 F M. HE REUEB XY AR L T WR BTk, ELISA ZRMMEF CI .TNFa
BRE, WMAMBOOEINEET BE P TNFa IL-1 IL6,IL-10 RE, G2 (DEBAPELEYER/NMEXLS B
JUR B A AT  ATIS2 4P RC TR B, Q) SR/ PEBL TR L T RESEE A AH
RIS P A SRR OGO B S B BN . ATI32 R4S R 3 T 00 4 A 1 3 OB
(3ELISA RS RZH B AP CINKRANE LA ATIR ABAHP CINESHETHE(P<0.01), (4)FHA MM
K45 R R B B A 20 /)N OG5 M o TNFor IL-1 116 IL-10 9 2635 B0 B 38, AT132 40 /ML 26 35 1 B TNFa IL-1 IL-6 . IL-
10 FRBHBREM(P<0.01), it CIAEBREERIIR N 100% ,ATI132 BB A BHIBIT LN R/,
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Application of anti TNF alpha monoclonal antibody in type II collagen induced arthritis model
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Abstract: Objective To prepare CIA model and to evaluate the effect of AT132. Methods CIA model was induced by type II
collagen, and the effect of the new drug AT132 was evaluated. The pathological changes of knee and ankle joint were assessed using
HE staining. The expression of C II and TNF alpha was detected by ELISA. The expression of TNF alpha, IL-1, IL-6, IL-10 in mice’
s synovial was detected using flow cytometry. Results (1) The CIA mice model group showed swelling and deformation of the little
finger joints, feet and toes. Mice treated with AT132 showed a slight swelling of joints. (2) The pathology of knee and ankle joints of
CIA model mice showed infiltration of inflammatory cells, synovial hyperplasia, appearance of pannus, emergence of osteoclasts, and
cartilage and bone destruction. The pathological results of the AT132 group showed a slight inflammatory cell infiltration and synovial
hyperplasia. (3) The ELISA results showed that the expression of C II and TNF alpha in the CIA model group increased significantly,
whereas the expression of C II and TNF alpha in the AT132 treated group decreased significantly. (4) Flow cytometry results showed
that the expression of TNF alpha, IL-1, IL-6 and IL-10 at the CIA model mice’s synovial increased significantly, whereas the
expression of TNF alpha, IL-1, IL-6 and IL-10 of the AT132 treated mice’ s synovial decreased significantly. Conclusion The
successful rate of the CIA model was 100% . ATI132 is effective in the treatment of arthritis in mice.
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%@ﬂiﬁ%_ﬁ?ﬁé (rheumatoid arthritis, RA) & B &
HBER , HEEER AR, B B2 A KT8
REER, HRE N BERER, BRERBAEA
Y FHEWHIR,60% ~70% K BETFETE I M F
& i 31 2% K38 B F (rheumatoid factor, RF) ' H
MEBIITAD RASYER, WA A ZHEK
HRBAKM RAGYRBEREFERHEXLT R
(collagen induced arthritis, CIA ) 1 {k | ¥ % 7 &
(adjuvant arthritis, AA) , Trentham %' F 1977 4
HRELTIABREFSXTRKRER, M HEL
PLS0% M RA BEM P AL T AKRENA SR
O XEATHMERETESR RA KB4, ZERKR
BERISAKEEFRIMEM, W RBEOERD,
AT132 B—f 3 R Hi TNFa BB 302, 4 3CE i il
% CIA BERIDL B Xt AT132 2593697, EE W% CIA
/N B AR AL A K 38 B P TNFo IL-1,1L-6 \IL-10 F4
Foik KR R0, 3 T X H 25 R kAT VR4, AR R
J7 RA AT REALH], AR TR BT R MBI 7%
BB,

2 MR57EE

2.1 H

2.1.1 FEELBUR: ¥ BHE (Leica A H]);
Leica HI1220 #t 5 ¥L ( Leica 22 7] ) ; Leica HI1210
F ¥l (Leica /2 F] ) ; Leica TP1020 B & i 7K #L ( Leica
AHE]) ; Leica EG1150 4H 25 43 # §l ( Leica 2+ & ) ;
RM2255 Jig#% 41 K L (Leica 24 7] ) ; B #AB B R /K
BRFE(RAEFEITFHEMARAE) ; w4
(BD FACSCanto™ 1T ) ; % ¥ /& & % .0 #1 ( Sigma 24
] ) ;% 3 3 ERAX (Thermo 24 7] ) o

2.1.2 FERM .M I B EFEEB (Chondrex 4
) ;38 KK 58 2 4£ 7 ( Chondrex 2% /] ) ; Cytomix {5
% (Ebioscience A ) s KEHEHAK (I MBE = 1L
Kl 2) sh TNFo SRR AT132 (i Bk S04
MEARERLFA) .

2.1.3 LRFHYUKFEFFHEL:SPF % DBA/1] /)
B, M8 ~ 10w, SIWIE SRR EIY LK TG,
RFHZME HAFTER24 ~28C, HIRE 50% ~
70% ¥y SPF 3585, B iR KK,

2.1.4 LR/ LTRSHWEA EUENSZ
A,

2.2 ZWITI

2.2.1 CIAERIMME. S &N K T RKEREE
HE5ZREERNFERBRRE(8 I REFREAKERN
2 mg/ml) RN B BEXR AL, H
K, FRRBE N BB /N RS, 8 B e HE BT, /0 B BR /DS
REERRXEMNE, BE, FRAATIKKH 1 ml
EHR,ERERBAPEENEAZRN, SILEA
L7 0.1 ml(0.2 mg), #MKKEEE D21 FHHER
BB AT KR

2.2.2 ZHAALURBH T L BEVLER DBA/L)
INER HETE L8 ~ 10 w, BEMLA A3 BRA R (R
H,EH8 R, BRAMAHAR T AREESS
SEL AR H & CIA iR, %t B4 Pl iR R v 5 A
KK, AEETTR, AR ES AT132(30
mg/kg) B 2 WK, X BE 4 FRE RY 4 B RS U O O Y
Ko

2.2.3 SMRAFRESHMERXTRIBYOLE . 8
RAMENRAPRE U REXTRER, BRAKEDR
EREHFICRETRIEKRIES . XWRITFSESE L
B REE EHEATEIT, BT RAE T 1 4/
HRTREMAK ;2 4 /N8 22 F1 2 B o B b 5 3
4 BT LAT R R NE B K

2.2.4 JE BREVRERN . ELEL49 HE, LR
B, BUBRXT BAVTHHEREEE 48 hF,
ahiK wpPE 12 h FERRMEAS 3 d, B SK e S h, B
KEAREHREAFERK . EH. 2% 8 Uh.
HE 3:f8, BT WEXN,HFH#HFTIFS. SR
SR ATIES MR T 0 A KW IEH ;L
Sy WA REAKRENE;2 4 MEBEK;S
Sy KB4 4 R EEIAE REM.

2.2.5 i CI.TNFa IR E, EEAHIw
o WIREREUm, NN EHE 2 h 5, TRES O
#1L10000 r/min,4°C Z.0> 2 min, B E EiF W&, Fl AR
k.0 ELISA ¥l 5E i 75 # & 1gG, 45 R L D490
ERo :

2.2.6 X G TNFo IL-1.1IL-6 IL-10 B FEiX,
-0CHAH/NR AT HEE TLEELE S,
A 50ulPBS, i 75 4 BE LA B , (R IR 250 HL 1000 1/
min, &[> 10 min, WE F¥EBRAF R4 KE
i, B {& % ¥ B Mouse Th1/Th2 10plex Kit Flow
Cytomix A&, (1) FEBEHBILEQN: HEE
MR BREMAIREML, (2) 8050 ul B
R 22 Wi (1 x ) BRI EEARAR P, B 25 ul B &R
EirESRERMAREILS. (3)025 ul M
M (1L x ) B HFLF, 0025 ul MIRHERIES
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