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sodium oleate, sodium stearate, magnesium stearate, sodium benzoate, sodium acetate, sodium

chloride and the like.

[0056] Disintegrators include, without limitation, starch, methyl cellulose, agar, bentonite,

xanthan gum and the like.
Summary ef-lrvention

[0057] Aceovdingto-the-dnventionln a first aspect, there is provided a compound of formula (I),

0
Ry Y
Oz
K |
N Ry
It
Ry—N F I
v
W/
o
@

or a pharmaceutically acceptable salt, solvate or polymorph thereof, including all tautomers and

stereoisomers thereof wherein:

[0058] R; represents alkyl which is optionally substituted by one or more substituents each
independently selected from C;.galkoxy; carbocyclyl which is optionally substituted by one or
more substituents each independently selected from Cjsalkyl, Cisalkoxy, Cighaloalkyl, C;.
ghaloalkoxy and halo; or —alkylaryl;

[0059] R, represents H; or alkyl;

[0060] R; represents H; or alkyl;

[0061] U, V and W each represent ~(CHz)~; or U and V together represent -CH=CH- and W

represents C=0;
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[0062] Y represents aryl; heteroaryl; carbocyclyl which is optionally substituted by one or more
substituents each independently selected from Cjealkyl, C;¢alkoxy, C;.ghaloalkyl, Cy.
shaloalkoxy and halo; or heterocyclyl which is optionally substituted by one or more
substituents each independently selected from C,.salkyl, Cyalkoxy, -C(O)OC, galkyl, -C(O)C;.
salkyl and-C(O)NHC . galkyl; and

[0063] Z represents aryl; heteroaryl; carbocyclyl which is optionally substituted by one or more
substituents each independently selected from Cjgalkyl, C.¢alkoxy, C,ghaloalkyl, C;.
chaloalkoxy and halo; or heterocyclyl which is optionally substituted by one or more
substituents each independently selected from C;galkyl, C;salkoxy, -C(O)OC¢alkyl, -C(O)C;.
salkyl and -C(O)NHC ¢alkyl.

[0063al In another aspect, there is provided a compound as defined in anv one of examples 1 to

[0063b] In apother aspect, there 1s provided a compound as defined in anv one of examples 1 to

158, wherein compounds having an 1050 acainst HEKZ293-STF3 A cells of 10 micromolar or

more are excluded.

F0063¢ In another aspect, there is provided a compound as defined above for use zs a
medicament.

FO0634] In another aspect. there is provided a pharmaceutical composition comorising g

compound as defined above in combination with onc or more therapeuticallv accentable

adiuvents, diluters or carriess.

0063e] In another aspect. there is provided the compound as defined above for use in

modulation of the WNT pathway.

L0063 1] In another aspect, there is provided a method of modulating WNT activiliv comprising

exposing a WNT protein or a WNT receptor to a compound as defined above.

[0063¢1 In another aspect, there is provided the compound as defined above for use in the

treatment of a disease or condition associated with WNT nathway activity,




ey

o]
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(006307 In another aspect, there is provided the use of a compound as defined above in the

manufacture of a medicament for the reatment of a disease or condition associated with WNT

pathwav activity.

(006311 In another aspect, there is nrovided a compound as defined above for use in diagnosis.

F006311 In another aspect, there is provided a process for preparation of a compound as define

above or a protecied dertvative thereof, which process comprises reaction of a commnound of

formula (11 -

0
Rz
OH
0
N

™~ U
Ry—N l I
vV

W/

O
(1D

or a protected derivative thereof, wherein Ry, Ro, U, WV and W are as defined above. with a

compound of formula (11D

Y.
HN/ \Z

Rs
(IIT)

or g protected derivative thereof wherein R, Y and 7 are as defined above.




Brief Description of Drawings

[0064] Figure 1: A bar chart illustrating inhibition of the activity of mammalian porcupine by

the two compounds, Compound 13 and 43.

[0065] Figure 2: A graph illustrating efficacy of Compound 43 on the MMTV-Wnt! mouse

model.

[0066] Figure 3: A graph illustrating efficacy of Compound 52 on the MMTV-Wntl mouse

model.

[0067] Figure 4: Images illustrating inhibition of Palmitoylation of Wnt3a by Compound 43.

[0068] Figures 5 to 7: Images and graphs showing results of the Soft Agar Assay. Figure 5
shows the results for Cell line AsPC-1 treated with Compound 43. Figure 6 shows the results
for Cell line HPAF-II treated with Compound 43. Figure 7 shows the results for Cell line
CFPAC-1 treated with Compound 43.
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yDpyridazin-3-yl)acetamide:

26. A compound as defined by claim 1 or claim 2, wherein the compound is 2-(6-
cyclopropyl-5,7-dioxo-2,3,4,5,6,7-hexahydro-1H-pyrrolo[3,4-b]pyridin-1-yl)-N-(6-(5-
fluoropyridin-3-yl)pyridazin-3-yl)acetamide:

27. A compound as defined in any one of examples 1 to 158, wherein compounds having an

IC50 against HEK293-STE3A cells of 10 micromolar or more are excluded.

28. A compound according to any one of claims 1 to 27 for use as a medicament.

29.  The compound of any one of claims 1 to 28 having an ICs, against HEK293-STF3A cells

of less than about 10 micromolar.

30. A pharmaceutical composition comprising a compound according to any one of claims 1

to 29 in combination with one or more therapeutically acceptable adjuvents, diluents or carriers.

31.  The compound of any one of claims 1 to 29 for use in modulation of the WNT pathway.

32. A method of modulating WNT activity comprising exposing a WNT protein or a WNT

receptor to a compound according to any one of claims 1 to 29.

3 tomethod-nesording - to-elaim-29-wherein-the-metheod-is-andn-vivo-method:



188

B e T L L L e

.._The compound of any one of claims 1 to 29 for use in the treatment of a disease or

condition associated with WNT pathway activity.

somprising-edministerne toaoublectinneed-thersot o therapeuticalhy-etfectivevmountofa
eomp Ea“':{é See §"§¥'ﬁ§§ &}_&H:}L_Gﬁc

g st a-compovnd-secordinetoanvoneofelaime- o2 -for reatment-ofadisease-or
condition-asseciated-with-WiNT-pathway-actvity:

28.34, Use of a compound according to any one of claims 1 to 29 in the manufacture of a

medicament for the treatment of a disease or condition associated with WNT pathway activity.

38,33, The compound of claim 3533; met wor use of claim 3734 o elan3%

wherein the disease or condition is selected from the group consisting of cancer, fibrosis, stem

cell and diabetic retinopathy, rheumatoid arthritis, psoriasis and myocardial infarction.

4434, The compounds—+aethed or use of claim 354 wherein the cancer is a cancer characterised
by high WNT activity.

44.37. The compound;=ethed or use of claim 359 wherein the disease or condition is a cancer,
such as cervical, colon, breast, bladder, head and neck, gastric, lung, ovarian, prostate, thyroid,
non-small-cell lung, chronic lymphocytic leukemia, mesothelioma, melanoma, pancreatic
adenocarcinoma, basal cell carcinoma, osteosarcoma, hepatocellular carcinoma, Wilm’s tumor or
medulloblastoma, or a fibrotic disease, such as pulmonary fibrosis, liver fibrosis, skin fibrosis or

renal fibrosis, or a degenerative disease, or a metabolic disease such as diabetic retinopathy.

4339, A process for preparation of a compound according to any one of claims 1 to 29 or a

protected derivative thereof, which process comprises reaction of a compound of formula (II)



