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Box No. II 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:

D Claims Nos.:

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

2. [:] Claims Nos.:

because they relate to parts of the mtemanonal application that do not comply with the prescnbed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. . Claims Nos.:. 21-24, 29-46, 48, 49
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:

See Extra Sheet

1. I:I 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 Authonty 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. % 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.:

1-6 and 47 to the extent that they read on SEQ ID NO:1 comprising an internal staple and/or an internal stitch at amino acid
positions 5 and 9. .

Remark on Protest E] 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.

I:] No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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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 need to be paid.

Group I+: claims 1-20, 25-28, and 47 are drawn to an internally cross-linked polypeptide.

The first invention of Group I+ is restricted to an internally cross-linked polypeptide, wherein the internally cross-linked polypeptide is
selected to be EIVMKYIHYKLSQRGYEWDA (SEQ ID NO: 1), wherein the side chains of amino acid positions 5 and 9 of SEQ ID NO:1
are replaced by an internal staple and/or an internal stitch. It is believed that claims 1-6 and 47 read on this first named invention and
thus these claims will be searched without fee to the extent that they read on SEQ ID NO:1 comprising an internal staple and/or an
internal stitch at amino acid positions 5 and 9.

Applicant is invited to elect additional internally cross-linked polypeptides with specified SEQ ID NO and/or amino acid positions
comprising an internal staple and/or an internal stitch within a specified SEQ 1D NO to be searched in a specific combination by paying
additional fee for each set of election. An exemplary election would be an internally cross-linked polypeptide, wherein the internally
cross-linked polypeptide is selected to be EIVMKYIHYKLSQRGYEWDA (SEQ ID NO: 1), wherein the side chains of amino acid
positions 13 and 17 of SEQ ID NO:1 are replaced by an internal staple and/or an internal stitch. Additional internally cross-linked
polypeptides with specified SEQ ID NO and/or amino acid positions comprising an internal staple and/or an internal stitch within a
specified SEQ ID NO will be searched upon the payment of additional fees. Applicants must specify the claims that read on any
additional elected inventions. Applicants must further indicate, if applicable, the claims which read on the first named invention if
different than what was indicated above for this group. Failure to clearly identify how any paid additional invention fees are to be applied
to the “+" group(s) will result in only the first claimed invention to be searched/examined.

The inventions listed in Groups |+ 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 corresponding special technical features for the following reasons:

The Groups I+ formulas do not share a significant structural element, requiring the selection of alternatives for the internally cross-linked
polypeptide and amino acid positions comprising an-internal staple and/or an internal stitch, where “an internally cross-linked polypeptide
comprising between 15 to 24 contiguous amino acids of the amino acid sequence
A0BOCODOEOFOGOHO0I0JOKOLOMONOOOPOQOROSOTO UOVOWOX0 wherein: AO is Asn, or a conservative amino acid substitution
thereof, BO is Arg or Cys, or a conservative amino acid substitution thereof, CO is Glu or Ala, or a conservative amino acid substitution
thereof, DO is lle, Ala, or selenocysteine, or a conservative amino acid substitution thereof, E0 is Val or Ala, or a conservative amino acid
substitution thereof, FO is Met, Asp, Asn, Ala, or Cys, or selenocysteine, or a conservative amino acid substitution thereof, GO is Lys,
Ala, or Asp, or a conservative amino acid substitution thereof, HO is Tyr or Ala, or a conservative amino acid substitution thereof, 10 is lle,
Ala, or selenocysteine, or a conservative amino acid substitution thereof, J0 is His, Ala, or selenocysteine, or a conservative amino acid
substitution thereof, KO is Tyr or Ala, or a conservative amino acid substitution thereof, L0 is Lys, or a conservative amino acid
substitution thereof, MO is Leu or Ala, or a conservative amino acid substitution thereof, NO is Ser or Ala, or a conservative amino acid
substitution thereof, O0 is Gin, or a conservative amino acid substitution thereof, PO is Arg, Ala, or Glu, or a conservative amino acid
substitution thereof, QO is Gly, Ala, or Glu, or a conservative amino acid substitution thereof, Ro is Tyr, Ala, Arg, or selenocysteine, or a
conservative amino acid substitution thereof, SO is Glu, or a conservative amino acid substitution thereof, TO is Trp, Ala, Arg, or
selenocysteine, or a conservative amino acid substitution thereof, U0 is Asp or Ala, or a conservative amino acid substitution thereof, VO
is Ala or Glu, or a conservative amino acid substitution thereof, W0 is Gly or Cys, or a conservative amino acid substitution thereof, and
X0 is Asp, or a éonservative amino acid substitution thereof” and “the side chains of two amino acids separated by two to six amino
acids are replaced by an internal staple; the side chains of three amino acids are replaced by internal staples and/or an internal stitch;
the side chains of four amino acids are replaced by internal staples, internal stiches,-or a combination of internal staples and stiches; or
the side chains of at least four amino acids are replaced by internal staples, internal stiches, or a combination of internal staples and
stiches”.

The Groups [+ share the technical features of an internally cross-linked polypeptide comprising the amino acid sequence of
EIVMKYIHYKLSQRGYEWDA (SEQ ID NO:1); the amino acid sequence of RELVVDFLSYKLSQKGYSWSQF (SEQ ID NO:2); and the
amino acid sequence of

ALVADFVGYKLRQKGYVCGA (SEQ ID NO:3), wherein the side chains of two amino acids of the internally cross-linked polypeptide are
separated by two to six amino acids are replaced by an internal staple; the side chains of three amino acids are replaced by internal
staples and/or an internal stitch; the side chains of four amino acids are replaced by internal staples, internal stiches, or a combination of
internal staples and stiches; or the side chains of at least four amino acids are replaced by internal staples, internal-stiches, or a
combination of internal staples and stiches. However, these shared technical features do not represent a contribution over the prior art.

US 5,789,201 A to Guastella discloses a BCL-2 polypeptide comprising the amino acid sequence of EIVMKYIHYKLSQRGYEWDA (SEQ
1D NO:1) (human bcl-2, SEQ ID NO:11, Col. 3, Lns. 22-23; where SEQ ID NO:11 of Guastella comprises SEQ ID NO:1 of the instant
application) and the amino acid sequence of ALVADFVGYKLRQKGYVCGA (SEQ ID NO:3) (SEQ ID NO:5; where SEQ ID NO:5 of
Guastella comprises SEQ 1D NO:3 of the instant application); and a BCL-XL polypeptide comprising the amino acid sequence of
RELVVDFLSYKLSQKGYSWSQF (SEQ ID NO:2) (Bcl-XL, SEQ ID NO:16); where SEQ ID NO:15 of Guastella comprises SEQ |D NO:2
of the instant application).

Form PCT/ISA/210 (extra sheet) (July 2009)
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“A stapled BIM peptide overcomes apoptotic resistance in hematologic cancers” to LaBelle et al. discloses an internally cross-linked
BCL-2 polypeptide (a stapled BCL-2-interacting mediator of cell death (BIM) BH3 helix that contains an i, i+4 all-hydrocarbon crosslink
spanning positions 154 and 158, Pg. 2018, right-hand column, first full paragraph) comprising.wherein the side chains of two amino
acids of the internally cross-linked polypeptide are separated by two to six amino acids are replaced by an internal staple; the side
chains of three amino acids are replaced by internal staples and/or an internal stitch; the side chains of four-amino acids are replaced by
internal staples, internal stiches, or a combination of internal staples and stiches; or the side chains of at least four amino acids are
replaced by internal staples, internal stiches, or a combination of internal staples and stiches (a stapled BCL-2—interacting mediator of
cell death (BIM) BH3 helix that contains an i, i+4 all-hydrocarbon crosslink spanning positions 154 and 158, Pg. 2018, right-hand
column, first full paragraph; see also Fig. 1A, where amino acid side chains of Arg and Glu of BIM BH3 have been replaced by the
non-natural staple forming amino acid, see Fig. 1A and caption).

It would have been obvious to one of ordinary skill in the art at the time of the invention to modify the structure of the BCL-2 family
polypeptides of Guastella with an internal staple as taught by LaBelle as a staple introduced into the alpha helical polypeptide chain
helps to maintain the peptide in a helical conformation, which is thought to convey higher affinity for its target, as well as greater stability
and perhaps cell penetration. .

The inventions listed in Groups I+ therefore lack unity under Rule 13 because they do not share a same or corresponding special
technical features. ’

Form PCT/ISA/210 (extra sheet) (July 2009)
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