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(54) Title: GENETIC MODIFICATIONS FOR XENOTRANSPLANTATION

(57) Abstract: Provided herein are recombinant miniature swine expressing human

Human macrophages
with pig ECs

CD47 in a tissue specific fashion. Also provided are kidneys isolated from a miniature
swine, wherein the glomeruli of the kidney express human CD47 at a level higher than
the level of human CD47 expression in the tubules of the kidney. Furthermore, provid-

ed herein are methods of transplanting such swine kidneys with glomeruli-specific ex-
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FIG. 1A

pression of human CD47 from recombinant miniature swine into human recipients. In
certain aspects, provided herein are methods of transplantation comprising transplanti-
ng hematopoietic stem cells expressing human CD47 from a first donor animal (e.g., a
miniature swine) and a kidney expressing human CD47 in the glomeruli from a second
donor animal (e.g., a miniature swine) to a recipient (e.g., a human recipient).

[Continued on next page]



WO 2022/051594 A {010V 0IDE 000000 0O

TR), OAPI (BF, BJ, CF, CG, CIL, CM, GA, GN, GQ, GW,
KM, ML, MR, NE, SN, TD, TG).

Published:

—  with international search report (Art. 21(3))

—  before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments (Rule 48.2(h))

—  with sequence listing part of description (Rule 5.2(a))



