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BLiSC ACE2 mouse models for COVID-19 research
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» Zygote pronuclear p-injection

Crispr/Cas p-injection in zygote
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~ K18-hACEZ2 transgene copy number in different Tg lines
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Different hACE2 mouse models for different purposes:
» KI18-hACE2 / BLISC [3068] HIGH copy = COVID-19 Vaccine assays
» K18-hACE2 / BLISC [3053] MEDIUM copy = COVID-19 Therapeutics

In collaboration with: Raghavan Varadarajan, Raju S Rajmani (lISc) & Randhir Singh, Madhuraj Bhat (Mynvax, 11Sc)



Busc}‘;» SARS-CoV2 infection induces acute lesions

Mouse

in K18-hACE2/Blisc mouse lungs
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» KI18-hACE2 / BLISC [3068] HIGH copy animals were infected with hCov19/USA/MD-HP01542/2021
(lineage.1.351) of SARS CoV2 @ 10”5 PFU and sacrificed 4 days post infection
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SARS-CoV2 infection induces
acute lesions and cell loss
in K18-hACE2/Blisc mouse lungs




BL|SC>\ Over 400 K18-hACE2/Blisc mice have been redistributed across India
st 73 For various COVID-19 vaccine & Therapeutics development assays.
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» MGEF now setup to provide aged match cohorts of up to

50TgPOS animals + tgNEG littermate control animals
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Standardized Multiplex Genotyping for K18-hACE2 /Blisc colonies
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» MGEF now setup to provide aged match cohorts of up to

50TgPOS animals + tgNEG littermate control animals



BLi sc?‘\ Protective Efficacy of vaccine formulations against SARS-CoV2

Mouse
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» Both MMR1-DM37 and Spike-6P-DM37 confer complete protection against high dose pathogenic challenge

Data from Raghavan Varadarajan, Raju S Rajmani (lISc) & Randhir Singh, Madhuraj Bhat (Mynvax, 11Sc)



N Future Directions:
BL'ch'; Establishing Patient & Population specific Humanized
e Mouse models for Precision Medicine screening assays

Combining approaches:
» Humanization of the Immune system (huMouse or humIS mouse)
» + Human population / Patient specific hAACE2 mice models

Patient /
population
specific
humanized
immune system

myeloablation
patient / population
specific humanized ACE
Kl variants GEMM

o/
hACE2+hurilb ‘

Precision
N\ S s Medicine

studies
Humanized NSG "




» hACEZ2 / BLISC mice colonies maintained by dedicated staff at ACRC high barrier SPF facility
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