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Box No. I1 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. x Claims Nos.: 84

because they relate to parts of the international application that do not comply with the prescribed requirements to such an

. _extent that no meaningful international search can be carried outhgeciﬁcally: . . - .
Claim 84 is an omnibus type claim, and is not drafted in accordance with PCT Rule 6.2(3). The claim is indefinite as it is unclear what is

included or excluded.

3. Claims Nos.: 14-22, 25-44, 48, 54-68, 73-74, 77-78, 80
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III  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:
This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group I+: claims 1-13, 23-24, drawn to a purifiedfisolated antibody or fragment of an antibody, wherein the antibody or the fragment
immunospecifically binds to a Staphylococcus aureus alpha toxin polypeptide and comprises: VH CDR1, VH CDR2 and VH CDR3. The
first named invention (claims 1-13, 23-24) is directed to an antibody having VH CDR1, VH CDR2 and VH CDRS3 represented by SEQ
1D NOs: 7, 8 and 9, including heavy chain variable sequence having SEQ ID NO: 20, and wherein the antibody further comprising VL
CDR1, VL CDR2, and VL CDR3 represented by SEQ ID NOs: 1,2,3, including light chain variable sequence having SEQ ID NO: 19
(Specification: Table 7, pg 104, mAB 2A3.1). ************Continued in the extra sheet

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. m No required additional search fees were timely paid by the applicant. Consequently, this international search report is

restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-13, 23-24, limited to an antibody having VH CDRs1-3, represented by SEQ ID NOs: 7, 8 and 9, including SEQ ID NOs: 20, 1
-3, and 19.

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

A

BHAKD! et al. Alpha-Toxin of Staphylococcus aureus. Microbiol Rev. 1991, Vol. 55(4), p. 733-
51. Entire documentation

1-13, 23-24

Form PCT/ISA/210 (continuation of second sheet) (July 2009)
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Continuation of:
Box No Il (unity of invention is lacking)

(Continuation of Group I+) Applicant is invited to elect an additional set of SEQ ID NOs representing VH CDRs 1-3 and VL CDRs 1-3 as
well as SEQ ID NOs of associated heavy chain and light chain variable sequences, or/and a specified SEQ 1D NO(s) for CDR(s)
comprising (a) specified amino acid substitution(s) at (a) specified position(s), or/and (a) sequence(s) that is (are) at least 90% identical
to SEQ ID NO(s) representing heavy chain or/and light chain variable sequences with (a) specified amino acid substitution(s) at (a)
specified COR(s) in the sequence(s), to be searched, by paying additional fee for each set of election. The scope of each claim will be
searched will depend upon the election.

Group I, claims 45-47, 49-53, 79, drawn to a method for preventing, treating or managing a skin infection condition in a subject, or a
method for preventing, treating or managing a condition associated with Staphylococcus aureus infection, comprising: administering an
antibody or antigen-binding fragment thereof that immunospecifically binds to a Staphylococcus aureus alpha toxin polypeptide to a
subject, as indicated in claim 45, 49, or 51.

Group I, claims 69-72, 75-76, 81-83, drawn to an isolated antibody or antigen-binding fragment thereof that immunospecifically binds to
a fragment of the Staphylococcus aureus alpha toxin of SEQ ID NO: 39, or a method of inhibiting the formation of alpha toxin oligomers
comprising contacting an alpha toxin monomer with an isolated antibody or antigen-binding fragment thereof that immunospecifically
binds to a Staphylococcus aureus alpha toxin, wherein the antibody or antigen-binding fragment is in contact with one or more residues
of SEQ ID NO: 39.

The inventions listed as Groups |+-1ll do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or comresponding special technical features for the following reasons:

Groups |+- |l do not include the inventive concept of an isolated antibody or antigen-binding fragment thereof that immunospecifically
binds to a fragment of the Staphylococcus aureus alpha toxin of SEQ !D NO: 39, as required by Group Il

Groups I+ do not include the inventive concept of administering an antibody or antigen-binding fragment thereof that immunospecifically
binds to a Staphylococcus aureus alpha toxin polypeptide to a subject, as required by Groups Il and lll.

Groups Il and lli do not include the inventive concept of HV CDRs1-3, comprising SEQ ID NOs: 7-9, etc. as required by Group I+.

Furthermore, among Group I+, an antibody comprising heavy chain CDRs and light chain CDRs represented by a set of SEQ ID NOs,
is structurally different from an antibody comprising heavy chain and light chain CDRs represented by a different set of SEQ ID NOs.
Therefore, the antibodies are functionally different from each other including binding specificity to different epitopes or binding affinities
to the same epitope. Furthermore, each set of COR regions with (an) amino acid substitution(s), will further alter the antibody structure
in variable regions and influence the antibody binding specificity and affinity to the specified antigen, without specifying the position(s) for
amino acid substitution(s), the resulting antibody is unpredictable.

The inventions of Groups I+ through Ill share the technical feature of an antibody or fragment of an antibody, wherein the antibody or the
fragment immunospecifically binds to a Staphylococcus aureus alpha toxin polypeptide, and the inventions of Group I+ further share the
technical feature of wherein the antibody comprising CDR regions. However, these shared technical features do not represent a
contribution over prior art as being anticipated by US 2009/0053235 A1 to TAYLOR et al. (hereinafter Taylor’), as follows:

Taylor discloses an antibody or fragment of an antibody, wherein the antibody or the fragment immunospecifically binds to a
Staphylococcus aureus alpha toxin polypeptide (Abstract - ‘Antibody compositions comprising antibodies to alpha-toxin’; para [0016] -
‘antibody that specifically binds to an S. aureus alpha-toxin antigen'; para [0002] - 'compaositions and methods for treating and preventing
Staphylococcus aureus (S. aureus)’). Taylor further discloses wherein the antibody comprising CDR regions (para [0067] - ‘An alpha-
toxin antibody or bacterial antigen antibody in accordance with the invention may be a murine, human or humanized antibody. A
humanized antibody is a recombinant protein in which the CDRs of an antibody from one species; e.g., a rodent, .. are transferred from
the heavy and light variable chains of the rodent antibody into human heavy and light variable domains'). Without a shared special
technical feature, the inventions lack unity with one another.

The inventions of Groups 1t and Ilf further share the technical feature of preventing or treating a condition associated with
Staphylococcus aureus infection, comprising: administering an antibody or antigen-binding fragment thereof that |mmunospec1ﬁcally
binds to a Staphylococcus aureus alpha toxin polypeptide to a subjec. However, this shared technical feature does not represent a
contribution over prior art. Specifically, Taylor further discloses a method of preventing or treating a condition associated with
Staphylococcus aureus infection, comprising: administering an antibedy or antigen-binding fragment thereof that immunospecifically
binds to a Staphylococcus aureus alpha toxin polypeptide to a subject (para [0002] - methods for treating and preventing
Staphylococcus aureus (S. aureus) and other bacterial infections'; Abstract - ‘Antibody compositions comprising antibodies to alpha-
toxin'; para [0019] - ' treating or preventing S. aureus infection, comprising administering to a subject in need thereof any of the
aforementioned antibody compositions'). Furthermore, EP 2,208,787 A1 to PATRICE et al. also discloses a method of preventing or
treating a condition associated with Staphylococcus aureus infection, comprising: administering an antibody or antigen-binding fragment
thereof that immunospecifically binds to a Staphylococcus aureus alpha toxin polypeptide to a subject (para [0102] - *antibody
compositions suitable for administration,...that neutralizes infection and/or provides protection against infection’; para {0104] - ‘an
antibody that specifically binds to an S. aureus alpha-hemolysin antigen'), wherein the antibody is generated using peptide generated
from an alpha toxin that has the sequence that is 100% identical to the claimed SEQ ID NO: 39 (para [0061] - ‘the recombinant single-
chain atpha-hemolysin polypeptide may be used for the... antibodies against a disease caused by Staphylococcus, wherein ‘alpha-
hemolysin' is an alpha-toxin; para {0007] - 'Staphylococcal alpha-hemolysin (HA) ... This toxin'; para [0027] - 'single-chain alpha-
hemolysin polypeptide,... the wild-type sequence SEQ ID NO: 1, wherein SEQ ID NO: 1 is 100% identical to the claimed SEQ ID NO:

39; please also see Taylor: para [0004] - ‘important virulence factor is alpha-toxin (alpha-hemolysin)'). Without a shared special technical
feature, the inventions lack unity with one another. ******************Continued in the next extra sheet

Form PCT/ISA/210 (extra sheet) (July 2009)
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Continuation of:
The previous extra sheet - Box No Ill (unity of invention is lacking)

The inventions of Groups I+ further share an antibody or fragment comprising 1, 2, or 3 amino acid residue substitutions in VH CDR 1-3
represented by SEQ ID NOs 7-9, respectively, or an antibody that is at least 30% identical to SEQ ID NO: 20 or SEQ ID NO: 19.
However, without specifying amino acid(s) for substitution at specified position(s) in (a) specified CDR(s), the resulted substitution
sequences will share little function similarity when substituting different numbers of amino acids at the different positions in different
CDR regions. Specifically, US 2005/0226876 A1 to GRAUS et al. discloses a VH CDR1 sequence (para [0030] - 'the variable heavy
chain comprises CDR sequences CDR1, ... selected from the group consisting of SEQ ID NOs: 29', which is 100% identical to the
claimed SEQ ID NO: 7 (VH CDR1), the antibody is specific binding to a different antigen P-selectin (para [0030] - ‘an antibody binding to
P-selectin... CODR1, ... SEQ ID NOs: 29"). Furthermore, US 2009/0155164 A1 to BRASEL et al. discloses VH CDR2 sequences (para
[0009] - ‘a CDRH2 selected from the group consisting of SEQ ID NOs:148-164'), wherein SEQ ID NO: 156 is 100% identical to the
claimed SEQ ID NO: 8 (VH CDR2), the antibody is specific for binding to c-fms (Abstract - *Antigen binding proteins that bind to human ¢
-fms protein are provided...The antigen binding proteins can inhibit binding of c-fms to CSF-1'; para [0013] - ‘an isolated antigen binding
protein is provided that specifically binds to an epitope containing the c-fms'; para [0006] - ‘the c-fms proto-oncogene ... known as M-
CSFR, CSF-1R or CD115'). In addition, US 2008/0152587 A1 to ZHOU et al. discloses an antibody heavy chain variable sequence
(Table 18, SEQ ID NO: 70), which is 92.1% identical to the claimed SEQ 1D NO: 20, with CDR1 region that is 100% identical the CDR1
of the claimed SEQ ID NO: 20, and only one mismatch between CDR2 regions in both sequences, the antibody is specific for binding to
urokinase-type plasminogen activator receptor (UPARY) (para [0115] - Table 1. This table reports the identification number of eachanti-
uPAR antibody, along with the SEQ ID number of the variable domain of the comesponding heavy chain’; Table 1 - SEQ ID NO: 2; Table
18 - SEQ ID NO: 70, SEQ ID NO: 2; para [0003] - 'urokinase-type plasminogen activator receptor (UPARY)’). Moreover, WO
2010/003108 A2 to LOFQUIST et al. discloses antibodies' light chain sequences specific to IL6 IL6R or IL6xR (para [0059] - VL
domains specific for IL6, IL6R or IL6xR are set fourth in SEQ ID NOS:....373-434'), wherein SEQ |D NO: 376 (107 a.a) comprising a
region between amino acid residues 2-107, that is 100% identical to the claimed SEQ ID NO: 19. Since an antibody comprising the
same CDR region(s) with different combination of other CDR regions, can bind to different antigens, without specified specific amino
acid(s) for substitution(s) at specific site(s) for each CDR, the binding specificity of the resulting antibodies are unpredictable. Without a
shared special technical feature, the inventions lack unity with one another.

Groups 1+-1Il therefore lack unity under PCT Rule 13 because they do not share a same or corresponding special technical feature.

Note re item 4: Claims 14-22, 25-44, 48, 54-68, 73-74, 77-78, 80 are not drafted in accordance with the second and third sentences of
Rule 6.4 (a). These claims are improper muitiple dependent claims.

Note re item 4: Claim 84 is an omnibus type claim, and is not drafted in accordance with PCT Rule 6.2(a). The claim is indefinite as it is
unclear what is included or excluded.
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