#e=t C-19
HEREMEEWRRRBREE

Rk 23 4 5 H 10 HE/E

HEEES : 17501
EFER - ABHE (B)
THZEHARE - 2007~2010
SREEES : 19406016
EEEL (X)) HIERBE FREBESIO—-—2HEDITILOT7STIZEITDE T4 —ILE b
47
MEEEL (EX) Field trial of human monoclonal antibody cocktails possessing
neutralizing ability against rabies virus in Asia
MERERSE
faE 5% (NISHIZONO AKIRA)
KA KRE - BEZEH - iR
HEEES : 70218155

WFSERR R OB (Fn30) -

FERFBIIERFBED D HREND Z & TY A L ARG RS T D BFEMED 7 A L ZAVER S T
%< OFREE EEICBWTEKRRARGEEME CH D, EEOBRELZITZGEAIX, 77T
VERBHZE Ry LTy~ a7 ) VEIKIOBRENRVETH LD, FOMIEIZIRANH S =
&L BHEHOGERESCE V2 2 M EANRIERETIEMETH D, Al F a7 ) CRIFN A
AlHE7e 2 FEE(N0.254 & 4DA)DFii=7ek NMUH Y o — U hilkE | U7 F o aE K —n
5EB UANA T U AT F—A— 3 BT L D HBINE L=, No.254 1347 27 5 2 19G3 T
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Rabies is a fatal viral encephalitis transmitted by exposure to the bite of rabid animals. Although human
and equine rabies immunoglobulins are indispensable pharmacological agents for severe bite exposure,
as is vaccine, several disadvantages including limited supply, adverse reactions, and high cost hamper
their wide application in developing countries. We established two novel human monoclonal antibodies
(MADbs) that neutralize rabies virus from vaccinated hyperimmune donors using the Epstein-Barr virus
transformation method. One MAb (No. 254) was subclass 19G3, which effectively neutralized fixed
rabies viruses of CVS, ERA, HEP-Flury, and Nishigahara strains and recognized a well-conserved
epitope located in antigenic site 11 of the rabies virus glycoprotein. No. 254 possessed 68 ng/ml of 50%
focus reduction neutralizing activity against CVS, 3.7x10" M of the dissociation equilibrium constant,
and the enhancing effect of complement-dependent virolysis. In addition, No. 254 showed effective
neutralization potency in vivo by the mouse challenge test. The other 4D4 was subclass IgM, showing
neutralizing activity against CVS and Nishigahara strains and recognized a novel epitope located
between antigenic sites | and VI, which is associated with the neurovirulence of rabies. Both human
MADbs against rabies are expected to be utilized as a tool for future post-exposure prophylaxis.
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2009 £ E 2,500,000 750,000 3,250,000
2010 £ & 600,000 180,000 780,000
I
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HURE R L7z NA MRS C 1R ES & L7,
B, EIEAZHYBRE, PBS T,
10%FCS-MEM/ 1% A F /L& /L m— Z 55l
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37°C T 1 M S is & 72, PBS-T THEif%,
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- 0.08 0.087 104 156 0.04
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ERIG (Fc#&IRFEE 1 IUIml) & % s 7=
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