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(54) Title: DUAL TARGETING

(57) Abstract: The present invention relates to antibody-based dual targeting molecules, and to methods for generating such dual

Figure 1: Lists of preferred residues

A: List of the preferred CDR positions, of which all positions or a subset should be diversified to form the two binding regions in the most
preferred dual targeting antibodies (all numbering according to Kabat)

Group “Libl” = VL24, VL25, V126, VL27, V28", V129", V193, V194, V195, V195a°, VLI5h®, VHSE, VH59, VHB0, VHE1, VHB2, VHE3, VH64, VHES
Group “Lib2” = VH26*, VH27*, VH28*, VH29*, VH30*, VH31, VH32, VHOA4**, VHI6-VHI9, VH102, VL49**, VL53, VL54, VL55, VL56

#This residue COR-L? lenginis 11; if e length is 10, then the residue number is 29; i the lengthis 12 o more, then the fesidue number is 27a.
8 This g havie nurnbes ze in the Kabal namendature assumes ma(CDR L1 lengthis 11; f the length is 10, then thes residue number is 30; if the fength is 12, then the residue numberis 28 if the length is 13 or mare, then th residus.
number is 27b.
30 N in case ofi branes mpns»g Veambda Fghtcnaing
DR

iduss {Kabat etal., 1881), but they are included ir. the Chothi 1982, and they are ition of COR residues.
etal, 1997}, but ey are ncuded in the Contact defnfon of COR residues. (Macc lum et al., 1995), and they ane incluted in our definition of COR residuss.

me qchR i

B: List of preferred enhancing positions that can be diversified in some library designs to enhance the properties of the two binding regions
in the novel dual targeting antibodies (all numbering according to Kabat

Group “Lib1E” = VL1, VL2, VL3, VL&Y, VL70, VL100, VH46
Group “Lib2E” = VH1, VH2, VH3, VH25, VH76, VH10S, VL45, VL57, VL58

C: List of preferred CDR positions, of which all positions or a subset Is preferably left invarlant or subjected to restricted diversification in
both Lib1 and Lib2 library designs, to create an antibody core reglon that allows the two binding regions comprising Libl and 1ib2 residues
to behave independently (all numbering according to Kabat}

VL residues = V132, VL33, VL34, VL50, VL51, VL52, VL83, VL90, VLIL, VL96
VH residues = VH33, VH34, VH35, VH50, VH51, VH52, VH52a, VH52b if present, VH52c if present, VH53, VH54, VH55, VH57, VHO5, and the
residue directly before VH101 (which can have variable numbering depending on HCDR3 length)

targeting molecules, including a library-based approach.



