Di scl osed ar((e_ bi ndi ng nol ecul es which are recom‘érﬁsz%l'?/pept “
conprising. (I i ndi NG dogRiyINEBIRRAE PRIPERTY DEGANEZATON ar get OV |

(ii) an effect?re(;tmai n having an anPK8ERiB8equence subgt ant iaI I ;¢ and
horl 09 OREERRATIONAL APPLICATION: PUBDISHEM UNDER WE&AENW&QQPEWHM ECD

heavy—eharm—charactertsed— T that gne pLpdin i abl e
e e R T, T 11 P ot o 595552

depfer den1C0‘}; 4640, 1?6/0 11?1; ' s de fH | @8)i fternfinal Publidatin(Pate;  adMdovendrerel 999 (18.11.99)
Er eRner agg2 ,ﬁ” /36EMEI N |'s capabl e of specifically binding
C an FCE b-—Hiese—are gener gty based on chi neri c domal ns

‘é"“i ch &5 ﬁﬁte%[i&lnxﬁﬂpﬁcﬁmm“pr MPCEGHIUEAL | (81 DesizmitallStates:nAB; Ab\AM, AT o) AZLBA, BB, BG,
omailns. 1n preferred embodi ments the regjons ??%@C*h% &z, Pk, DK, . FI, GB,
Ber o e eI T Bk Ll T M

—+

modi f|i @i InteumtienaicFiling Patsier 1 esiTdELOP §7OERbE L@Fﬁ?\pm MG, MK
The bji ndi ng donain nmay derive from any soprce mpmwpmkmceﬁz,éumem,hgmﬂ,é SG, SI,
clini c(gd)),ﬁggpﬂt&at ion for the nol ecul e anfl nay SKELf PG, RGD »Hh%g . }zanz“
enzyne; a besimie; a raeepesosesryt oki #e| or adla %é’r‘f"“‘(gg ] ﬁzgﬁggﬁ Mg
adhesj on nol ecul e. Also disclosed are nuc|eic Q{:ir m?ﬁﬂcﬁﬁ (AT ﬁgqﬂyc{rﬁ)zn'rlgg'
br ocepses and, PRt ELL Al Srs. N0l 305 cRBRGO | | nh l85,{F1, BROGH, GRABLTTAL MOTNL, RRSE), OAPI
cel | H8YARRIEAY 8" oRaaeRy T SIRVECES OTLIMIDED fhi bi patenh@F 1 G CHICMa CAEb R ML. MR,
g: ggl ;Ig rcr})&ﬁﬂd 1620 Trurkpvgtort suregge Camprdee €BE 4QA Phar mdEelt Td®pr epar ations are

s .

(72) Inventors; and Published

(75) Inventors/Applicants (for US only): ARMOUR, Kathryn, With international search report.
Lesley [GB/GB); 43 High Strect, West Wratting, Cam- Before the expiration of the time limit for amending the
bridge CB1 SLU (GB). CLARK, Michael, Ronald claims and to be republished in the event of the receipt of
(GB/GB]; 124 Richmond Road, Cambridge CB4 3PT amendments.

(GB). WILLIAMSON, Lorna, McLeod [GB/GB]; 157 High
Street, Harston, Cambridge CB2 5QD (GB).

(74) Agents: KREMER, Simon, M. et al,; Mewbum Ellis, York
House, 23 Kingsway, London WC2B 6HP (GB).

(54) Title: BINDING MOLECULES DERIVED FROM IMMUNOGLOBULINS WHICH DO NOT TRIGGER COMPLEMENT MEDI-
ATED LYSIS

(57) Abstract

Disclosed are binding molecules which are recombinant polypeptides comprising: (i) a binding domain capable of binding a target
molecule, and (ii) an effector domain having an amino acid sequence substantially homologous to all or part of a constant domain of a
human immunoglobulin heavy chain; characterised in that the binding molecule is capable of binding the target molecule without triggering
significant complement dependent lysis, or cell mediated destruction of the target, and more preferably wherein the effector domain is
capable of specifically binding FcRn and/or FcyRIIb. These are generally based on chimeric domains which are derived from two or
more human immunoglobulin heavy chain Cy2 domains. In preferred embodiments the regions 233-236, and 327-331, are modified, as
are further residues to render the molecule null allotypic. The binding domain may derive from any source appropriate to the (usually
clinical) application for the molecule and may be from e.g. an antibody; an enzyme; a hormone; a receptor, a cytokine or an antigen; a
ligand and an adhesion molecule. Also disclosed are nucleic acids, host cells, production processes and materials, and uses e.g. to inhibit
B cell activation; mast cell degranulation; phagocytosis, or to inhibit the binding of a second binding molecule to the target molecule.

Phanmaceutical preparations are also disclosed.




