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additional fees.

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

1-13, restricted to compounds 1 and 3.

4. No required additional scarch fees were timely paid by the applicant. Consequently, this international search report is
restricted 1o the invention first mentioned in the claims; it is covered by claits Nos.:

Remark on Protest I:l  The additional search fees were accompamed by the apphcam s protest and, where applicable, the
) payment of a protest fee.
L
I:l 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.
g No protest accompanied the payment of additional search fees.

Form PCTASA/219 (contimuation of first sheet (23) (July 2009)
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- INTERNATIONAL SEARCH REPORT

y ( ; - — -
Information on patent family members atemational application No

PCT/US2013/067651

This application contains the following inventions or groups of invantions 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 pald.

Group i+: claims 1-13 are drawn to a somatostatin analog according to Formula |, 1a, 11, 111, l1a, or a pharmaceutically acceplable salt
theraof.
The first invention of Group I+ is restricted o a somatostatin analog according to Formula |, Ia, 11, 1), llla, or a phanmacautically

acceptable salt thareol, wherein the somatostatin analog of Farmula | is selected to be cyclo{DLys-Arg-Phe-4Pal-DTrp-Lys-Thr-Phe}. It
is believed that claims 1-13 read on this first named invention and thus these claims will be searched without fee to the extent that they
read on cyclo{DLys-Arg-Phe-4Pal-DTrp-Lys-Thr-Phe).

Applicant is Invited to elect additional somatostatin analogs of Formula | andior Formula la to be searched in a specific combination by
paying additional fea for sach set of election. An axemplary election would be a somatostatin analog according to Formula ), Ja, If, lt,
llla, of a pharmaceutically acceptable salt thereof, wherein the somatostatin analog of Formula | is selected to be cyclo ©
{DLys-Arg-Phe-Phe-DTrp-Lys-Thr-Phe). Additional-somatostatin analogs 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 ta the *+" group(s) will result in only the first claimed invention to be
searched/axamined. -

Tha inventlens listed in Groups 1+ do not relate to a singla general inventive concept under PCT Rule 13.1, bacause under PCT Rule
13.2 they lack the same or coresponding special technical features for the fellowing reasons: .

The Groups |+ formulas do not share a significant structural element, requiring the selaction of alternatives for the somatostatin analog
of Formula | "cyddo(DLys-Arg-Phe-4Fal-DTrp-Lys-Thr-Phe); cyclo(DLys-Arg-Pha-Phe-DTrp-Lys-Ths-Fha); cyclo |
{DLys-Arg-Phe-4Pal-DTrp-Lys-Thr-Tyr); eyclo(DLys-Arg-Phe-Phe-DTmp-Lys-Thr-4FPhe}; DTyr-cyclo .
{DLys-Arg-Phe-Phe-DTrp-Lys-Thr-Pha); DTyr-cyclo(DLys-Arg-Phe-4Pal-DTm-Lys-Thr-Tyr), DTyvr-cyclo .
{DLys-Arg-Phe-Phe-DTrp-Lys-Thr-4FPha); Tyr-cyclo(DLys-Arg-Phe-4Pal-DTrp-Lys-Thr-Phe); Tyrcyclo
{OLys-Arg-Phe-Phe-DTrp-Lys-Thr-Phe); Tyr-cyclo(DLys-Arg-Phe-4Pal-DTrp-Lys-Thr-Tyr); Tyr cyclo{DLys-Arg-Phe-Phe-DTrp-Lys-Thr
-4 FPhe); DZNal-cyclo{DLys-Arg-Phe-4Pal-DTrp-Lys-Thr-Phe); D2Nal-cyclo{DLys-Arg-Phe-Phe-DTrp-Lys-Thr-Pha); D2N al-cyclo
(DLys-Arg-Phe-4Pal-OTrp-Lys-Thr-Tyr); D2Nal-cyelo{DLys-Arg-Phe-Phe-OTrp-Lys-Thr-4FPhe); 2Nal-cyclo .
(DLys-Arg-Phe-4Pal-DTrp-Lys-Thr-Phe}); 2Nal-cyclo(DLys-Arg-Phe-Phe-DTrp-Lys-Thr-Phe); 2Nal-cyclo
{DLys-Arg-Phe-4Pal-DTip-Lys-The-Tyr); 2Nal-cyclo(DLys-Arg-Phe-Phe-DTrp-Lys-Thr-4FPhe); D1Nal-cycto
{DLys-Arg-Phe-4Pal-DTrp-Lys-Thr-Phe); D1Nal-cycio{DLys-Arg-Phe-Phe-DTmp-Lys-Thr-Phe}; D1 Nal-cyclo

.| (DLys-Arg-Phe-4Pal-DTrp-Lys-Thr-Tyr); D1Nal-cyclo{DLys-Arg-Phe-Phe-DTrp-Lys-Thr-4FPhe); 1Nal-cyclo
{DLys-Arg-Pha-4Pal-DTrp-Lys-Thr-Phe); 1Nal-cyclo(DLys-Arg-Phe-Phe-DTrp-Lys-Thr-Phe); 1Nal-cyclo
{DLys-Arg-Phe-4Pal-DTrp-Lys- Thr-Tyr); 1Nal-cyclo{DLys-Arg-Phe-Phe-DTrp-Lys-Thr-4FPhe); or DTyr-cyclo
{DLys-Arg-Phe-4Pal-DTrp-Lys-Thr-Phe ).

The Groups |+ share tha technical features of & somatostatin analog according to Formula |, whergin: Al-cyclo(DLys-Arg-Phe-AS
-DTrp-Lys-Thr-A8) A1 is DTyr, Tyr, DLys, Lys, D2Nal, 2Nal, D1Nal, 1Nal, or absenl; AS is Phe, 2Pal, 3Pal, or 4Pal; and A9 is Phe,
2FPhe, 3FPhe, 4FPha, 3,4FPhe, 3,5FPhe, 2,3.4,5,6FFha, or Tyr; or a phanmaceutically acceptable salt theraof. However, these shared
technical features do not represent a contribution aver tha prior art. . .

Specifically, WO 2009/139855 A2 to Dong et al. discloses a somatostatin analog (somatostatin analogues, Pg. 18, Ln.3) structurally
hamolagous i Formula | (Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe}, example 21, SEQ ID NO:21, Pg. 8; wherein DDab is
D-2,4-¢iaminobutyric acid). .

Further, EP 1095707 A2 to Dean at al. discloses a somatostatin analog {the invention relates to cyclic peptide derivatives and
analoguas of somatostatin, Para. [0001]) comprising a cyclized peptide comprising an amide bond formad via the e-amine group on the
side chain of a lysine and tha carboxylic acid of the carboxy-terminus of the peptide (A4 is a lipaphilic O-aming acid ...a cydlic peptide
moiety, where the amino terminus of the A4 residus |z covalently linked with the carboxyl terminus, Para. [0050]; a lysine residue in
which the e-amino group, rather than the typical a-amina group, |s covalently linked to the carboxyl group of the adjacent amino acid to
form a peptide bond, Para. [0068)). X .

It would have been obvicus to one of crdinary skill in the art at the time of the invention to modify the somatostatin analog of Dong et al.
to include a lysine in place of tha D-2,4-diaminobutyric acid (D-Dba), as lysine and D-2,4-diamincbutyric acid are structurally
hemelogous structures, both comprising a free tarminal amine to participate the cyclization reaction, whara lysine and
D-2,4-diaminobutyric acid differ by an athyl (-CH2-CH2-} in the alkyl chain, such that hemologous compounds differing regulary by the
successive addilion of the sama chemical group, 8.g., by -CH2- groups, are generally of sufficiently closé structural similarity that thera . |
is a prasumed expectation that such compounds possess similar properties. E

The inventions listed In Groups I+ therefore lack unity under Rule 13 bécause thay do not share a same or comespending spedial
technical features. : :

Form PCT/ISA/210 (patent family annex) (July 2009)
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