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            Abstract
The 21â€“23 nucleotide, single-stranded RNAs classified as microRNAs (miRNA) perform fundamental roles in diverse cellular and developmental processes. In contrast to the situation for protein-coding genes, no public resource of miRNA mouse mutant alleles exists. Here we describe a collection of 428 miRNA targeting vectors covering 476 of the miRNA genes annotated in the miRBase registry. Using these vectors, we generated a library of highly germline-transmissible C57BL/6N mouse embryonic stem (ES) cell clones harboring targeted deletions for 392 miRNA genes. For most of these targeted clones, chimerism and germline transmission can be scored through a coat color marker. The targeted alleles have been designed to be adaptable research tools that can be efficiently altered by recombinase-mediated cassette exchange to create reporter, conditional and other allelic variants. This miRNA knockout (mirKO) resource can be searched electronically and is available from ES cell repositories for distribution to the scientific community.
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                    Figure 1: Schematic illustration of targeting vector construction.[image: ]


Figure 2: Targeting and reporter modification of the mir-290âˆ¼295 cluster.[image: ]


Figure 3: Targeting and reporter modification of the mir-21 gene.[image: ]


Figure 4: Targeting and conditional modification of the mir-106aâˆ¼363 cluster.[image: ]
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