BxXc—19

HEMREMERER (HEMREGREE) HRARBEE
Rk 2 A5 A 1 8 HEBLE

MRS 17102

MRiER - PRERRIBASF IR

IS HARS : 2009~2011

EERE 21659239

MEEERLR (X)) SLBHEREENEEZ T SIRPAZEREEZTFEAFHEE MEEETS
Y RADRE

THZeEERE4R (FEX) A new immunodeficient mouse harboring NOD-type S/rpa with
highly-efficient human cel |l engraftment

MEREKRE
FRE  &— (AKASHI KOICHI)
M KE - EEHERR - #HiR
MEEEXS 80380385

WFZER R OBEEE (Fn30)

DX AR e & 6D 5 T2 DIZIE, DAIIARED T2 DT v A ROMESL B HETH
5, ZHNET, b bEMEBMBOT vEA%ELTT, Bz X L7 NOD-scid ~ ¥
AR L LT, EHICRERED T D&% I 2 72 NOD-scid I12rg»(NSG) 23 B % &
o, DA bISH SN CTE =, LrL, ZRETOYT AT A X NOD Ny
77T 0y RICEAE L, SRR O —ECE T TIEAEEDENMEL . BSABRMINFTE
DI=HOIZIE, EOLRHIUENDMLETH -7, Fxld, BERE~Y Y A~DOE MlldOARE
WZiE, VU RERRFBIZINZA T, ~7/n 77 —VERPVLETHAZEEZRHBLTREY, &
Vit Eniz~7 e 7y —VEFEANCZLY, NOD RNy 7 7T RIRFELRY, &5
WS AR D SN R D ENT A v DRISLZ R T-, Fexld, CBTBLE Ny 7 75 R
T Rag2 BL W Il2rg # KB L7z~ v A2, NOD ! Sirpa 2R %38 AL 7=
B6.Rag2nul [[2rgnuINOD- Sirpa (BRGS)Z# . L7, Z® BRGS ~ 7 &%, B6 N7/
T RTHY AL, NOG vV A EFRFEDE MlROAEFEZA L Tz, BRGS
FTA AL B ORI TRICE R TH D721 TR <, ZOfEHRI%. CD47-SIRPA OfE&
SAEIZE Y, S HICE MlROAEENFROSENFFTE LI AR LTS,

WFZERC R OB (3530) -

To evaluate stem cell potential of human cells in xenotransplant models, a variety of
immunodeficient mouse lines have been developed. Depletion of lymphoid cells
including T, B and NK cells by introducing with I12rgrwll, and SCID or RAGnull
mutations i1s necessary to avoid rejection of human cells in these models. Interestingly,
in mice having these immunodeficiencies, the NOD strain shows even better
engraftment of human cells as compared to B6 or Balb/c strains. Recently, we found
that in xenograft rejection, the innate phagocytic reaction of mouse macrophages could
occur because murine signal regulatory protein alpha (mSIRPA) on macrophages
cannot bind to human CD47 (hCD47). However, NOD-specific polymorphism of
mSIRPA allows NOD-type SIRPA to bind hCD47, resulting in inhibition of phagocytic
reaction against human cells in this strain at least in vitro. Here, we have established
a new immunodeficient BRGS mouse line, B6.Rag2null][]2rgnull mice with NOD-type
Sirpa. The BRGS strain showed efficient engraftment of human hematopoietic stem
cells comparable to NOD-Raglnul[12rgrullstrain. BRGS strain should be very useful in
future xenotransplant experiments of human stem cells.
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