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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY
PCT/US2017/016407
Box No. 1 Basis of this opinion
1. With regard to the language, this opinion has been established on the basis of:
ZI the international application in the language in which it was filed.
[:] a translation of the international application into which is the language of a translation

furnished for the purposes of international search (Rules 12.3(a) and 23.1(b)).

2. I:] This opinion has been established taking into account the rectification of an obvious mistake authorized by or notified to
this Authority under Rule 91 (Rule 43bis.1(a)).

3. IZ With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this opinion has
been established on the basis of a sequence listing:

a D forming part of the international application as filed:
D in the form of an Annex C/ST.25 text file.
I:] on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13zer.1(a) for the purposes of international
search only in the form of an Annex C/ST.25 text file.

c. furnished subsequent to the international filing date for the purposes of international search only:
,z in the form of an Annex C/ST.25 text file (Rule 13zer.1(a)).

D on paper or in the form of an image file (Rule 13ter.1(b) and Administrative Instructions, Section 713).

4. % In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

5. Additional comments:
SEQ ID NOs: 51-56, 59, 74, 86, 87, 92, 96-108, 110, and 124 were searched.

Form PCT/ISA/237 (Box No. 1) (January 2015)
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WRITTEN OPINION OF THE International application No.

INTERNATIONAL SEARCHING AUTHORITY
PCT/US2017/016407

Box No. IIl  Non-establishment of opinion with regard to novelty, inventive step and industrial applicability

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be industrially
applicable have not been examined in respect of:

D the entire international application.

S| claims Nos, 4-22, 26-28, 32:37, 41-45

because:

the said international application, or the said claims Nos. relate to the following
subject matter which does not require an international search (specify):

the description, claims or drawings (indicate particular elements below) or said claims Nos. 4-22, 26-28, 32-37, 41-45
are so unclear that no meaningful opinion could be formed (specify):

Claims 4-22, 26-28, 32-37, and 41-45 are multiple dependent claims not drafted in accordance with the second and third sentences of
Rule 6.4(a).

D the claims, or said claims Nos. are so inadequately supported
by the description that no meaningful opinion could be formed (specify):

[X| no intemational search report has been established for said claims Nos. 4-22, 26-28, 32-37,41-45

D ameaningful opinion could not be formed without the sequence listing; the applicant did not, within the prescribed time limit:

EI furnish a sequence listing in the form of an Annex C/ST.25 text file, and such listing was not available to the
International Searching Authority in the form and manner acceptable to it, or the sequence listing furnished did not
comply with the standard provided for in Annex C of the Administrative Instructions.

I:l furnish a sequence listing on paper or in the form of an image file complying with the standard provided for in Annex
C of the Administrative Instructions, and such listing was not available to the International Searching Authority in the

form and manner acceptable to it; or the sequence listing furnished did not comply with the standard provided for in
Annex C of the Administrative Instructions.

D pay the required late fumnishing fee for the furnishing of a sequence listing in response to an invitation under
Rule 13zer.1(a) or (b).

I:l See Supplemental Box for further details.

Form PCT/ISA/237 (Box No. III) (January 2015)



PCT/US2017/016407 26.07.2017

WRITTEN OPINION OF THE International application No.

INTERNATIONAL SEARCHING AUTHORITY PCT/US2017/016407

Box No. V Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step and industrial applicability;
citations and explanations supporting such statement

1. Statement

1-3, 23-25, 29-31, 38-40

Novelty (N) Claims YES
Claims None NO
Inventive step (IS) Claims 1-3, 23-25, 29-31, 38-40 YES
Claims None NO
Industrial applicability (IA) Claims 1-3, 23-25, 29-31, 38-40 YES
Claims None NO

2. Citations and explanations:

Claims 1-3, 23-25, 29-31, and 38-40 meet the criteria set out in PCT Article 33(2)-(3), because the prior art does not teach or fairly
suggest:

Regarding claim 1, the prior art of record, individually or in combination, does not teach or fairly suggest an antibody comprising: a first
amino acid sequence comprising SEQ ID NO: 74, and a second amino acid sequence comprising one or more of SEQ ID NOS: 54-56.

Claims 2 and 3 depend from claim 1, and therefore meet the criteria set out in PCT Article 33(2)-(3) for at least the same reasons as claim
1.

Regarding claim 23, the prior art of record, individually or in combination, does not teach or fairly suggest an antibody comprising a first
amino acid sequence comprising: (a) one or more of SEQ ID NOS: 54-56; and (b) SEQ ID NO: 86, SEQ ID NO: 98, or an amino acid
sequence having an unnatural amino acid replacing one or more amino acid residues of SEQ ID NO: 86.

Claims 24 and 25 depend from claim 23, and therefore meet the criteria set out in PCT Article 33(2)-(3) for at least the same reasons as
claim 23.

Regarding claim 29, the prior art of record, individually or in combination, does not teach or fairly suggest an antibody comprising: (a) a
first amino acid sequence comprising one or more of SEQ ID NOS: 54-56; and (b) an unnatural amino acid.

Claims 30 and 31 depend from claim 29, and therefore meet the criteria set out in PCT Article 33(2)-(3) for at least the same reasons as
claim 29.

Regarding claim 38, the prior art of record, individually or in combination, does not teach or fairly suggest a composition comprising: (a) an
amino acid sequence comprising one or more of SEQ ID NOS: 51-56 and an unnatural amino acid; and (b) a cell-targeting molecule linked
to the amino acid sequence via the unnatural amino acid.

Claims 39 and 40 depend from claim 38, and therefore meet the criteria set out in PCT Article 33(2)-(3) for at least the same reasons as
claim 38.

The following prior art is made of record to support and further define the reasons claims 1-3, 23-25, 29-31, and 38-40 meet the criteria set
out in PCT Article 33(2)-(3):

(i) US 2014/0242080 A1 to Roche Glycart AG discloses an antibody comprising: a second amino acid sequence comprising one or more
of SEQ ID NOS: 54-56 (Para. [0184] a T cell activating bispecific antigen binding molecule comprising (i} a first antigen binding moiety
which is a Fab molecule capable of specific binding to CD3, comprising at least one heavy chain complementarity determining region
(CDR) selected from the group consisting of SEQ ID NO: 270, SEQ ID NO: 271 and SEQ ID NO: 272 ... ; SEQ ID NO: 272 [14 amino
acids] shows 100% sequence identity with SEQ ID NO: 56 of this instant application [14 amino acids]), but fails to disclose a first amino
acid sequence comprising SEQ ID NO: 74. Further, Roche Glycart AG discloses an antibody comprising a first amino acid sequence
comprising: (a) one or more of SEQ ID NOS: 54-56 ((Para. [0184] a T cell activating bispecific antigen binding molecule comprising (i) a
first antigen binding moiety which is a Fab molecule capable of specific binding to CD3, comprising at least one heavy chain
complementarity determining region (CDR) selected from the group consisting of SEQ ID NO: 270, SEQ ID NO: 271 and SEQ ID NO: 272
... 1 SEQ ID NO: 272 [14 amino acids] shows 100% sequence identity with SEQ ID NO: 56 of this instant application [14 amino acids]), but
fails to disclose (b) SEQ ID NO: 86, SEQ ID NO: 98, or an amino acid sequence having an unnatural amino acid replacing one or more
amino acid residues of SEQ ID NO: 86. Further still, Roche Glycart AG discloses an antibody comprising (a) a first amino acid sequence
comprising one or more of SEQ ID NOS: 54-56 (Para. [0184] a T cell activating bispecific antigen binding molecule comprising (i) a first
antigen binding moiety which is a Fab molecule capable of specific binding to CD3, comprising at least one heavy chain complementarity
determining region (CDR) selected from the group consisting of SEQ ID NO: 270, SEQ ID NO: 271 and SEQ ID NO: 272 ... ; SEQ ID NO:
272 [14 amino acids] shows 100% sequence identity with SEQ 1D NO: 56 of this instant application [14 amino acids]), but fails to disclose
(b) an unnatural amino acid.

Form PCT/ISA/237 (Box No. V) (January 2015)
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Supplemental Box

In case the space in any of the preceding boxes is not sufficient.
Continuation of:

(i) WO 2007/058725 A2 to The Regents of the University of California discloses a composition comprising: (a) an amino acid sequence
comprising one or more of SEQ 1D NOS: 51-56 and an unnatural amino acid; and (b) a cell-targeting molecule linked to the amino acid
sequence (Para. {0167] the present invention provides a mutant antibody comprising a first polypeptide sequence and a second
polypeptide sequence. The first polypeptide sequence includes a portion of an antigen recognition domain, or the entire antigen
recognition domain, as well as a mutant amino acid at a position which is within, or proximate to, the antigen recognition domain ... The
second polypeptide sequence includes a first targeting moiety, and the second polypeptide sequence is attached via a linker (e.g.
(Gly4Ser)3, or a covalent bond (ie zero-order linker)) to the first polypeptide sequence; Para. [0073] FIG. 42 shows the sequences for the
VL chain of 2D12.5 (SEQ ID NO: 1) and the sequences for CDR1, CDR2, and CDR3 for the VL chain of 2D12.5 (SEQ ID NOS: 2, 3, and
4, respectively), Para. [0124] "Peptide," "polypeptide” or "protein” refers to a polymer in which the monomers are amino acids and are
joined together through amide bonds, alternatively referred to as a polypeptide ... unnatural amino acids, for example, beta -alanine,
phenylglycine and homoarginine are also included; SEQ ID NO: 3 [14 amino acids] shows 100% sequence identity with SEQ |D NO: 51
of this instant application [14 amino acids]), but fails to disclose (b) a cell-targeting molecule linked to the amino acid sequence via the
unnatural amino acid.

Claims 1-3, 23-25, 29-31, and 38-40 meet the criteria set out in PCT Article 33(4), and thus have industrial applicability because the
subject matter claimed can be made or used in industry.

Form PCT/ISA/237 (Supplemental Box) (January 2015)



