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ABSTRACT  TRANSGENI C ANl MALS FOR PRODUCI NG SPECI FI C
| SOTYPES OF HUVAN ANTI BODI ES VI A NON- COGNATE S

REG ONS The present invention provides fully hu ”I”mmt"mm,'",
antibodies in a transgenic animal of a desired 162162+

i sotype in response to innungéqtion Wi th virtuatty—any
desired antigen. The human immunogl obulin heavy, '
transgene in the foregoing_aninals conprises a dmwmm"mm mmmm
human constant regi on gengB§$§ﬁéﬁf conpri si ng ex

encodi ng the desired heavy chain isotype, operably "600002*
linked to switch segnents froma constant region of a

di fferent heavy chain isotype, i.e., a non-cognate
STRANBGEBGIC ANIMRALLS FORIPRIODGCING SPEAQTFIC Y THPES OF HUMAN
segnent conprises a switch regi on and human const ant

regi on codNTIBEEUEBNIA NON-EOGNATE SSWNLRREGIENPN
codi ng segnent is operably linked to a switch region

that is not normally associated with, i.e., a
- itch i | He L f. L
RO SRl ot Rl oA SR TERER b o

wtch region froma different . species than.the .
%éﬁ%‘f‘éﬂ*typ? HHiCRPIER A %ﬂ%@ﬁmw“}wﬁgug i“&h‘?etsgﬁ‘F BiggRgThe
menbrane exons of the invention may conprise a hunman
hyemareirnuneginbahin heasyi chaindrensgane in Hedpegemgcoinalapemprises a
regi on exons are froma human gamma-| or a human
lgmmarecodstantangiba gene egiment conipriginglexons encoding the desired heavy

chain isotype, operably linked to switch segments from a constant region of a different
heavy chain isotype, i.e., a non-cognate switch region. Said additional constant region
segment comprises a switch region and human constant region coding segment, wherein
the constant region coding segment is operably linked to a switch region that is not
normally associated with, i.e., a non-cognate switch region. In the transgenes of the
invention, the non-cognate switch region may be a switch region from a different
species than the constant region coding segment. The switch region and membrane
exons of the invention may comprise a human gamma-2 constant region and the
secreted constant region exons are from a human gamma-1 or a human gamma-4

constant region.
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