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The construction and identification of HIN1 chimeric attenuated cold adaptated influenza vaccine
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Objective In this study, we applied reverse genetic techniques to construct a chimeric influenza vaccine
expressing the HA protein of seasonal influenza virus HIN1 using the cold-adapted attenuated influenza B virus strain as
a backbone. Methods The HA fragment ectodomain region of B/Vienna/1/99 of influenza B virus was replaced with
the HA protein of HINI influenza virus (A/Victoria/2570/2019) ,and the recombinant plasmid was cotransfected with
the other seven plasmids of the backbone strain in 2937 cells at 33 “C under 5% CO, for 72 hours to rescue the HIN1
chimeric vaccine strain. The recombinant viral strain was subjected to hemagglutination assay identification, RT-PCR
identification,electron microscopy identification, one-step growth curve. We evaluated the safety of this HIN1 chimeric
influenza vaccine in mice model. Results The HINI chimeric influenza virus strain was successfully rescued and named
rA/B-H1-Vic. The sequence was sequenced correctly and identified as expected,and typical particles of influenza virus
were observed by electron microscopy. The HINI chimeric influenza virus strain had a hemagglutination titersof about
2°. Also,we detected the viral titer of 10"° TCID,,/mL on MDCK cells and 10** EID,, /mL in chicken embryo eggs. Mice
were inoculated intranasally with 10° EID;,and 10° EID;,in a volume of 50 pL,respectively,and the infective mice showed
no significant weight loss compared to control mice, the survival rate of infective mice was 100%. We detected a low level

of viral replication only in nasal turbinate and lungs- on day 3 post-infection. The other tissues,including hearts, levers,
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spleens, kidney.,intestines.and brains,were found no virus replication.

Conclusion We rescued the non-virulent HIN1

chimeric vaccine strain successfully and it may provide a new strategy for the development of novel influenza vaccines.
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