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Studies have linked complement component C3 to neurological disorders and behavioral deficiencies \
associated with ASR. Functional analyses suggest that C3-triggered proinflammation plays a critical role in ‘W‘
neurogenesis and neurodegeneration. C3-knockout (C3-KO) mice exhibit increased learned fear and resilience Y }
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to chronic stress caused by social interactions with intruders [1,2]. Additionally, our human PTSD study
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Figure 2. Generation and validation of a germline whole-body C3 knockout model. (A) The targeted

spatifal region of the C3 sene used to generate the germline whole-body C3 knockout is shown. (B) Allelic Figure 6. Single cell analysis of the brain harvested from WT and C3KO mice with and without ASR. Acknowledgment: MOMRP, as the funding source
discrimination plots following genotyping demonstrate successful homozygous knockout. Early results Nuclei from frozen mouse brain were isolated with 10x Genomics kit, debris removed, and 7AAD- ’ :

indic.ate detection of th.e expected muta’.cior? resultir?g In a homozygous genotype. The sam.e methods wer.e positive nuclei FACS-sorted. Sorted nuclei were counted and loaded (<£17,000/sample) on Chromium _
applied to control mice, and analysis is ongoing. Comparison of PCR product sizes and allelic Next GEM for 3’ v3.1 library prep. Libraries were sequenced on NovaSeq X Plus and processed with To Iearn more, VlSlt:

discrimination plots between experimental and control samples confirmed successful C3 knockout. Cellranger 7.2.0 using mm10 reference.
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The experiments reported herein were conducted in compliance with the Animal Welfare Act and per the principles set forth in the “Guide for Care and Use of Laboratory Animals,” Institute of Laboratory Animals Resources, National Research Council, National Academy Press, 2011.
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