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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 |+: claims 1-80 are drawn to methods of inhibiting Wnt protein signaling in a cell, treating cancer in a subject, treating or
preventing osteopetrosis in a patient, and treating a degenerative disease in a patient, said methods comprising administering to the cell
or to the patient an effective amount of a compound of formula lI, Ill, IV, V, VI, VII, VIII, IX, X, XI, or Xii; and a pharmaceutical
composition comprising an effective amount of a compound of formula ti, Il IV, V, VI, Vi, VI, 1X, X, XI, or XII.

The first invention of Group I+ is restricted to a method or pharmaceutical composition comprising a compound selected to be
2-amino-6-{[2-ox0-2-(4-phenylphenyl)ethyl]sulfanyl}-4-(propan-2-yl)pyridine-3,5-dicarbonitrile of formula 1. It is believed that claims 1-3,
18-20, 35-37, 52-54, and 69-71 read on this first named invention and thus these claims will be searched without fee to the extent that
they read on 2-amino-6-{[2-oxo-2-(4-phenylphenyl)ethyl]sulfanyl}-4-(propan-2-yl)pyridine-3,5-dicarbonitrile of formula [l

Applicant is invited to elect additional formuta(e) for eachadditional formula to be searched in a specific combination by paying an
additional fee for each set of election. An exemplary election would be a pharmaceutical composition or method comprising a
compound selected to be 2-amino-4-(2-methyipropyl)-6-{[2-oxo-2-(4-phenylphenyl)ethyl]sulfanyi}pyridine-3,5-dicarbonitrile of formula i1.
Additional formula(e) 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 I+ '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 |+ formulae do not share a significant structural element, requiring the selection of alternatives for the compound
responsible for inhibiting a Wnt protein, treating cancer, treating or preventing osteopetrosis, or treating a degenerative disease
comprising administering “a cor_npound of the formula: II, I, IV, V, VI, VII, VIII, IX, X, XI, or XII."

The Groups I+ share the technical features of a method of inhibiting Wnt protein signaling in a cell, a method of treating cancer in a
subject, a method of treating or preventing osteopetrosis in a patient, and a method of treating a degenerative disease in a patient,
comprising administering to the cell or to the patient an effective amount of a compound of formula |1, I, IV, V, VI, VII, VIII, 1X, X, XI, or
XiI; and a pharmaceutical composition comprising an effective amount of a compound of formula (1, 111, IV, V, VI, VI, Viil, IX, X, XI, or XII.
However, these shared technical features do not represent a contribution over the prior art.

Specifically, US 2011/0136813 A1 to Lum et al. discloses a method of inhibiting Wnt protein signaling in a cell {the invention provides a
method of inhibiting Wnt protein signalling in a cell, Para. [0035]; method of inhibiting Wnt protein signaling is further defined as a
method of inhibiting Wnt response. In some embodiments, the method further comprises cone of the specific compounds described, Para.
[0040]), a method of treating cancer in a subject {specific compounds described herein are also contemplated in methods of treating
cancer, Para. [0041)), a method of treating or preventing osteopetrosis in a patient (the present invention contemplates a method of
treating or preventing osteopetrosis in a patient comprising administering to the patient an effective amount of a compound disclosed
herein, Para. [0045]), and a method of treating a degenerative disease in a patient (the present invention are methods of treating a
degenerative disease in a patient comprising administering to the patient an effective amount of a compound disclosed herein, Para.
[0046]), comprising administering to the cell or to the patient an effective amount of a compound (the invention provides a method of
inhibiting Wnt protein signatling in a cell comprising administering to the cell an effective amount of a compound, Para. [0035]) of formula
X (the present invention provides a method of inhibiting Wnt protein signaling in a cell comprising administering to the cell an effective
amount of a compound of formula (A) (where formula A of Lum et al. is formuta X of the instant application, where for formula A, R1 is
N-(1,3-benzothiazol-2-yl}-2-({4-ox0-3H,4H,6H,7H-thieno[3,2-d]pyrimidin-2-yi}sulfanyl)acetamide, R11 is methyl, and R2 and R3 are each
hydrogen)); and a pharmaceutical composition comprising an effective amount of a compound of formuta X {the compounds disclosed
herein may be combined with a pharmaceutically acceptable carrier, diluent, and/or excipient in a pharmaceutical composition, Para.
[0043); of a compound of formula (A) (where formula A of Lum et al. is formula X of the instant application, where for formuta A, R1 is
N-(1,3-benzothiazol-2-yl)-2-({4-ox0-3H,4H,6H,7 H-thieno{3,2-d)pyrimidin-2-yl}sulfanyl)acetamide, R11 is methyl, and R2 and R3 are each
hydrogen)).

Additionally, Lum et al. discloses a compound of the shared core structure of formula X| of the instant application (In certain
embodiments, the compound of formula (1) is further defined as a compound of formula (IV) (where formula IV of Lum et al. represents
the core structure of formula Xl of the'instant application when R31 is 2-({4-oxo-3-phenyl-3H,4H,6H,7H-thieno[3,2-d]pyrimidin-2-yl}
sulfanyl)-N-phenylacetamide, R34 and R35 are each hydrogen, R32 is quinoline, and R36 is hydrogen)). As said compound was known
in the art at the time of invention, this cannot be considered a special technical feature that would otherwise unify the compounds
sharing the core structure of formula XI.

Further, US 7,504,421 B2 to Rosentreter et al. discloses a compound of the shared core structure of formula Il of the instant application
(administering the compounds of the general formula (1), Col. 20, Lns. 15-16; compound A8, Col. 53). As said compound was known in
the art at the time of invention, this cannot be considered a special technical feature that would otherwise unify the compounds sharing
the core structure of formula 1.
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Additionally, WO 2010/138966 A1 to Holsworth et al. discloses a compound of the shared core structure of formula IV of the instant
application (said method comprising the step of administering to said body an effective amount of a compound of formuta |, 11, la, lla, b,
[Ib, Ic, lic, I1d or lle as herein defined or a pharmaceutically acceptable salt thereof, Pg. 57, second full paragraph; compound 92, Pg.
34). As said compound was known in the art at the time of invention, this cannot be considered a special technical feature that would
otherwise unify the compounds sharing the core structure of formula IV.

Moreover, US 2012/0100609 A1 to Crawford et al. discloses a compound of the shared core structure of formula V of the instant’
application (provided herein are N-linked glycan inhibitors, Abstract; selective N-linked glycan biosynthesis inhibitors according to certain
embodiments, Para. [0087] and figs. 31A-T; N-(4-chloro-2-methoxy-5-methylphenyl)-2-({4-methyl-6-oxo-6H-benzo[c]chromen-3-yljoxy)
acetamide, fig. 31K, third column, fourth down). As said compound was known in the art at the time of invention, this cannot be
considered a special technical feature that would otherwise unify the compounds sharing the core structure of formula V.

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

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