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Establishment of a strain of F8 gene—targeted pigs (hemophilia-A pigs) by
xenografting of fetal testicular tissue from neonatally moribund cloned pigs

KANEKO, Hiroyuki
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Our institute has developed a porcine model of hemophilia-A (hemophilia-A
pig) by nuclear transfer cloning of fetal fibroblasts after disruption of the X-linked coagulation
factor VIII (F8) gene. As a recessive disease, heterozygous female clones were expected to be
asymptomatic, but died of severe bleeding as well as hemizygous male clones, thus making it
impossible to obtain progeny of the hemophilia-A pigs. In this study, we tried to establish a strain

of hemophilia-A pigs utilizing sperm recovered from testicular tissue of fetal hemizygous clones
that had been grafted into nude mice. Two heterozygous pigs were generated: the pigs were
asymptomatic and then delivered 5 hemizygous and 4 heterozygous piglets. Thus, testicular
xenografting provides an opportunity to generate offspring from fetal hemizygous clones. Such
heterozygous pigs avoid the discrepancy between genotype and phenotype in terms of F8, and will
distribute progeny for the development of new therapeutics.
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