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3. |:| Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
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As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
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3. |:| As only some of the required additional search fees were timely paid by the applicant, this international search report covers
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-140, 145-225

A humanized antibody or binding fragment therecf comprising
a heavy chain variable region comprising: (a) an amino acid
sequence selected from the group consisting of:

(i) SEQ ID NO: 734 or SEQ ID NO: 735,

(ii) SEQ ID NO: 736 or SEQ ID NO: 737

(iii1) SEQ ID NO: 738 or SEQ ID NO: 739

(iv) SEQ ID NO: 740 or SEQ ID NO: 741 ,

(v) SEQ ID NO: 742 or SEQ ID NO: 743,

(vi) SEQ ID NO: 744 or SEQ ID NO: 745

(vii) SEQ ID NO: 746 or SEQ ID NO 747, and

(viii) SEQ ID NO: 748 or SEQ ID N0:749; and

(b) an ultralong CDR3.

Subject-matter related thereto.

2. claim: 141

A library of humanized antibodies or binding fragments
thereof comprising an ultralong CDR3 that comprises a
non-antibody sequence.

3. claims: 142, 143

A method of generating a library of humanized antibodies or
binding fragments thereof comprising an ultralong CDR3 that
comprises a cysteine motif, the method comprising:

a. ) combining a human variable region framework (FR)
sequence, and a nucleic acid sequence encoding an ultralong
CDR3 and a cysteine motif;

b. ) introducing one or more nucleotide changes to the
nucleic acid sequence encoding one or more amino acid
residues that are positioned between one or more cysteine
residues in the cysteine motif for nucleotides encoding
different amino acid residues to produce nucleic acids
encoding humanized antibodies or binding fragments thereof
comprising an ultralong CDR3 and a cysteine motif with one
or more nucleotide changes introduced between one or more
cysteine residues in the cysteine domain ; and

c. ) expressing the nucleic acids encoding humanized
antibodies or binding fragments thereof comprising an
ultralong CDR3 and a cysteine motif with one or more
nucleotide changes introduced between one or more cysteine
residues in the cysteine domain to generate a library of
humanized antibodies or binding fragments thereof comprising
an ultralong CDR3 and a cysteine motif with one or more
amino acid changes introduced between one or more cysteine
residues in the cysteine domain.

A library of humanized antibodies or binding fragments
thereof comprising an ultralong CDR3 that comprises a
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cysteine motif, wherein the antibodies or binding fragments
comprise one or more substitutions of amino acid residues
that are positioned between cysteine residues in the
cysteine motif.

4. claim: 144

A method of generating a library of humanized antibodies or
binding fragments thereof comprising a bovine ultralong
CDR3, the method comprising:

a. ) combining a nucleic acid sequence encoding a human
variable region framework (FR) sequence and a nucleic acid
encoding a bovine ultralong CDR3, and

b. ) expressing the nucleic acids encoding a human variable
region framework (FR) sequence and a nucleic acid encoding a
bovine ultralong CDR3 to generate a library of humanized
antibodies or binding fragments thereof comprising a bovine
ultralong CDR3.
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