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[Abstract] Objective:To generate human monoclonal antibodies(mAbs)against the rabies virus glycoprotein (RVG )by immunizing
the mice carrying human immunoglobulin transloci, and further to identify their characters. Methods:The human IgM transgenic
mice were immunized with the rabies virus glycoprotein. The human anti-RVG hybridoma cell lines were screened and produced by
using the classical hybridoma technique. The specificity and isotype of mAbs were determined by the double antibody sandwich
enzyme- linked immunosorbent assay (ELISA). Also,the binding properties with the inactivated rabies virus CVS-11 were analyzed.
Results: Five hybridoma cell lines were established,they can stably produce human anti-rabies virus IgM monoclonal antibodies
(5D1,6H11,9A3,15D6,and 19E6). These mAbs specifically recognized the r-RVG and three human anti-r-RVG mAbs specifically
combined with the inactivated rabies virus CVS-11 strain. Conclusion;Hybridoma cell lines were successfully established,and can
stably produce human anti-rabies virus IgM monoclonal antibodies. Human anti-r-RVG mAbs could specifically combine with the
inactivated rabies virus CVS-11 strain. This may be a foundation for further development of vaccine to prevent and control rabies.
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Figure 1 ELISA analysis of human IgM titer of human
IgM transgenic mice anti-r-RVG antibody
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Table 1 The selected fusion expetriment result of anti-
RVG hybridomas generation from the human

IgM transgenic mice

REHR ARG MR T RPE
N D(450 nm)
W5 (%) LI YR
2 85 4 0.312~0.513 0
3 81 1 0.367 0
4 78 2 0.416 0
5 89 2 0.329~0.594 1(5D1)
6 91 2 0.621~0.791 1(6H11)
7 82 1 0.98 0
8 78 4 0.35~0.882 0
9 97 5 0.408~0.92 1(9A3)
10 84 2 0.495~0.567 0
11 91 4 0.417~0.521 0
12 94 2 0.403~0.512 0
14 89 2 0.59~0.94 0
15 91 2 0.405~0.519 1(15D6)
18 74 2 0.84~0.863 0
19 83 6 0.348~0.479  1(19E6)
20 88 2 0.311~0.558 0
21 97 2 0.416~0.449 0
22 83 1 0.337 0
23 87 1 0.401 0
24 86 1 0.332 0
25 81 1 0.544 0

23 REHRABRMBREMET
XGRS L ELISA %2 HIHE 4 RVG HEH
FABTRY NIRRT K g 2580, 45 a3k 2 FioR | T RAS
(45 BREAHTI AT TgM Aeie BREE (1 A ] 52 46
ZAETT B R X B AT
24 AANERIRELARVG EE IgM F4u4s 7 i
PIFE 4] RVG & H % 1.2 wg/mL A, IR #
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F 2 Wik ELISA ZEEMEA RVG B ANRMER Ig 5

Table 2 Specificity and isotype of mAbs was determined by the double antibody sandwich enzyme- linked immunosorbent assay

AW EHUN 1gM B FHUA TgA A8 FHUN 1gG AR FHUR IgM A8 FHUR IgA 8 FHUM 126

g ZhUESA ZHL R A Zh AR R i PR
IgM-HRP IgA-HRP IgG-HRP IgM-HRP IgA-HRP ¢G-HRP
5D1 + - - - -
6H11 + - - - -
943 + - - - -
15D6 ' - - - -
19E6 + - - - -
A TgM + - - - -
A TgA - ¥ - - -
A IgG - - - - -
L IgM - - + - -
B IgA - - - + -
L1 - - - - ¥
SP2/0 4 i - - - - -
1% BSA - - - - -
ELISA 3528 5E 5 th& NIRPIE A RVG IgM #4115 e gy
AL RVG BN SRR, WRGEBIEN 1 o3
50 L. 45 B0R 003 SHLLE 132 BRI 3AT Y E 12 I
WL RVG RS 4, Hoe 4 RO fE 116 ke 5 0] albsy
BERHAT S AL RVG 2 AL A (18 2)., = 04
0.27
5] D T R Ty
] 15D6 JRHE CVS-11 # AR
] ok bR
E 12 it 3 jAl#E ELISA 594 AEHEA RVG IgM B 5
2 (l).g: R TEIERFRHS CVS-11 (& &4
S 0:6- Figure 3 Analyze human anti-r-RVG IgM antibody the
83: binding properties with rabies virus CVS-11 in
0,04t == 1 ELISA
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Figure 2 Analysis of antibody titer of human anti-r-RVG
IgM antibody
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