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(a) a transgene construct encoding either-a full-length, human Igo subunit of SEQ ID
NO.: l-erthe-ehimerietoasubunit-otelaimt; andles,

(b) a transgene construct encoding either a full-length, human Igf subunit of SEQ ID
NO.: T-or-the-chimerie-tof-subunit-efelabm2; and,

(c) a transgene construct encoding a human(ized) immunoglobulin locus;
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wherein the resultant transgene products combine to form a human(ized) B-cell receptor
complex.

62. The non-human transgenic animal of claim 5-1 wherein the expression of any

5  endogenous Ig production and/or Igo and/or IgP subunits of the non-human transgenic animal
has been substantially reduced.
] “43. The non-human transgenic animal of claim $-1 wherein said animal is selected from
a group consisting of rabbit, mouse, rat, pig, sheep, goat, bird, horse, donkey and cow.
10
£4. The non-human transgenic animal of claim 5-1 which is a rabbit.
/ aatie 3 . rr e . e, o v < iy
P £ 4 X 0t ko m X A 9 X3 X%
~leaan o cox boaranadioad P 3 yhas T 14 - . : st :
Xey wd S L ey [ E K K £y J‘v:,). T ¢R i TR AXE X L SR N
15 | fragment
Yol E ie i o Lrraned P ~; xlay . S Vo0 Q. orharat ol antilbad e
< x [RAN D Y& 4 & EX %Y ‘t et . :;X F £y TE & Ay £ x (18 ¥y L » [
ks J’ % 2 = L) 1(, S v’ £ ‘L $ 4
20 ! —isolated-humen(ized)—immunoglobulin—of claira-0,wherein—satd—antibed
ey I = o a9y - T ‘ £ leveead o :
EAs x e o A E.] o 4 £ & L J @
9 sanevmated. b < rrg warsnosaiod 5 > _onle e < p; pe
Pt A i, AN FRv A i $ = v 5 L P TE N
A . < Jalelar
ke % o 4 ) (/&m .. X \
25
P AT A R s & t:, e o g /.’, X vl y F N ¥
P N ey - fen fw ey o > 5 » o [N - 5 e “ . o 3 T PN
[e 81 * .} E u‘:‘?‘kik § A S i ) s X ¢3 KX X3 B E X FTR XK A L R
agent:
30 el iso bt wmaaiized-immunsgiob —clarg-O-wherein-said-antibody-or
sk S Fea o PR SRTTe . ot : 1a acid cacoianon
[£9 » 3] wl . \oh AR 3 ’&m LR % A% T X & AR
31



10

15

20

25

S e tonle b p el 1 11 ol N r; andibes
o ks LS )\ g3 “& TR N 5 o R i 3 TRFRERINT b
Lop S PN DT O oyt s falt ¥
ft R Y s X Ry ] I

+65. An isolated B-cell from said non-human transgenic animal of claim 51, wherein

said B-cell expresses eitherthe native human Igo subunit er-a-chimeriedoe-subunit-and/er either
the native human Igp subunit-erthechimericTef-subunit, and the human(ized) immunoglobulin

locus.
176, The isolated B-cell of Claim 465 wherein said B-cell 1s immortalized.

187, The isolated B-cell of Claim +6-5 or +7-6 wherein said B-cell is derived from a
rabbit. '
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