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bone marrow adult mouse
mouse embryo
fetal liver
- <7/

STEPL

Isolation of preB cells from fetal
liver or bone marrow of mice

STEP2:

continuous culture of long-
term proliferating preB cell

lines and clones on stromat DJ, reatranged
cells and interleukin 7 preB-l cell
B220¢, c-kitt
STEP3 a STEP3b:

inactivation of
RAG gene locus

inactivation of endogenous
IgH and IgL chain gene loci

V(D)J recombinase
deficient preB cell

preB cell with defective
endogenous Ig gene loci

B220r, c-kit+ B220+, c-kit+
STEP 4 b:
stable integration of
large genomic DNA
constructs containing
human germline IgH
and IgL chain gene loci

STEP 4 a
stable fransduction
with retroviral ex-

pression vectors for
human IgH and L

HupreB cells

With the potential to express human
antibodies from stably transduced
retroviral expression constructs
upon differentiation of HupreBs
either in tissue culture in vitro,

or upen transplantation in vivo,

With the potential to rearrange the
germiine human IgH and L chain gene
foci and to express human antibodies
therefrom upon differentiation of
HupreBs either in tissue culture in vitro)
or upon transplantation in vivo.
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(57) Abstract: The present invention generally relates to the
fields of genetic engineering and antibody production. In par-
ticular, it relates to the generation of genetically modified ver-
tebrate precursor lymphocytes that have the potential to differ-
entiate into more mature lymphoid lineage cells, and to the use
thereof for the production of any heterologous antibody or bind-
ing protein.
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