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AMENDED CLAIMS
received by the International Bureau on 06 January 2014 (06.01.2014)

1. A compound of the formula (1) or isomers, salts, solvates or prodrugs thereof:
2
- | R
0]
AL N/i% R3
H
wherein:

5 Ais an optionally substituted 5-10 membered heteroaryl group linked to the NHgroup
through an aromatic ring carbon atom, in which the heteroaryl ring System contains 1to 4
heteroatoms selected from N, O and S, and;

A may bear a substituent R'* which is not alpha to the NH group and may optionally further
bear one, two or three substituents R'® which are not alpha to the NH group, where R is
10 selected from:
(i) CH(R®")NHZ', where R®' is selected from H, C, alkyl and Z' is selected from H, C,3
alkyl optionally substituted by OH, C(=0)QC,_; alkyl and C{(=0)Me;
(ii) XNHZ?, where X is selected from CMe,, cyclopropylidene, cyclobutylidene,
cyclopentylidene and oxetanylidine and Z? is selected from H, C,.3 alkyl optionally
15 substituted by OH, C(=0)OC,; alkyl and C(=0O)Me;
(i)  agroup selected from R'! to R™":

N3

o, "o, ¢
(R1A1) (R‘IAZ) (R1A3)
N4 R rN8
1A6
i R N10
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(R1A7) (R1A8) (R1A9)
RV, N12
O "L
e o
0]
(R1A10) (R1A11)

wherein:
R™ is selected from H, Cy4 alkyl, Cs4 cycloalkyl and C(=O)Me;
RM is selected from H, C,4 alkyl, C;4 cycloalkyl and C(=O)Me;
R™ is selected from H, C,_4 alkyl, Cs4 cycloalkyl and C(=O)Me;
R™ is selected from H and CHs;
R™ is selected from H, Cy alkyl, Cs cycloalkyl and C(=O)Me;
RM is selected from H, C, alkyl, Cs cycloalkyl and C(=0)Me;
R and R™ are independently selected from H and CHj;
R™ is selected from H, Cy alkyl, C34 cycloalkyl and C(=0)Me;
RN is selected from H, Cy alkyl, C34 cycloalkyl and C(=0)Me;
RN is selected from H, C,4 alkyl, C,4 cycloalkyl and C(=0)Me; and
R™'? is selected from H, C,4 alkyl, Cz, cycloalkyl and C(=0)Me;
and where each R'® is independently selected from:

(i)  Cizalkyl;

()  CFy

i)y F;

Gv) Cl;

(v)  O«Cisalkyl);
(vi)j CN;and

(viy =0;

R? is selected from H, halo, Cy4 alkyl, CF3, CF;H, CN and methoxy:;

R3 i¢ eelocted from subectituted phanyl and a suhstituted 6 membered heteroaryl aroup,
where the heteroaryl ring system contains 1 or 2 N heteroatoms, where

R® bears a substituent R* either alpha or beta to the -CoH4- group, and may additionally bear
further substituents selected from F, methyl and CF3; and

R is -CH-C(O)N(R"'®)Z3, where RV'? is selected from H and CHs; and Z° is selected from
H, CH; and OCH;.

2. A compound according to claim 1, with the proviso that it is not the following

compound:
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C21 £ 0
~ XyNF NH,
I 2

C32

3. A compound according to claim 1, wherein Ais an optionally substituted 6
membered heteroaryl group.

5 4, A compound according to claim3, wherein A is optionally substituted pyridyl.

5. A compound according to claim 4, wherein A is selected from:
(ASA) ASA A7A ASA)
RIA R'A
| I I X ' NN
> Z ¥
(A9A) (A10A) (A11A) A12A)
AN
| Z
(A"
R'A
RN
=
6. A compound according to claim 5, wherein A is (A%A).
10
7. A compound according to claim 1, wherein A is an optionally substituted 5 membered

heteroaryl group.
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8. A compound according to claim 7, wherein A is optionally substituted pyrazolyl.
9. A compound according to claim 8, wherein A is selected from:
1A
- - \ i
) NH g NH N\{q oA {\1
(A‘l 4A) (A15A) (A16A) (A‘I 7A)
1A
H | R\ H
N—N
/ /
(A18A) (A1 QA) (AZOA)
5
1A 1A
R\ RN\
NN ) :
QJY N\ \
10. A compound according to claim 9, wherein A is (A",
1. A compound according to any one of claims 1 to 10, where no R'C substituents are
present on A.
10
12. A compound according to any one of claims 1 to 10, where R* is methyl.
13. A compound according to any one of claims 1 to 10, where a single R'® substituent is
present.
15
14. A compound of formula (Il) or isomers, salts, solvates or prodrugs thereof:
2
2 | R
(m
A N/k\
~ R3

wherein:
A'is optionally substituted phenyl;
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when Ais optionally substituted phenyl, A may bear a substituent R™ which is not alpha to

the NH group and may optionally further bear one or two substituents R'® which are not

alpha to the NH group, where R' is selected from:
(i)  CH(R®)NHZ', where R® is selected from H, Cy., alkyl and Z' is selected from H, C,
5 alkyl optionally substituted by OH, C(=0)OC,; alkyl and C(=O)Me;

(i) XNHZ2, where X is selected from CMe,, cyclopropylidene, cyclobutylidene,
cyclopentylidene and oxetanylidine and Z? is selected from H, C, alkyl optionally
substituted by OH, C(=0)OC,; alkyl and C(=O)Me;

(i)  agroup selected from R to R'A™:

RN‘I\N/\l RNZ\& éy

(R1A1) (R1A2) (R1A3)
N4 rRY N6

(R1A4) (R1A5) (R1A6)
'FNB |'2N9 RN10\ /\

RV N
(R1A7) (R1Aa) (R1A9)

RV
\T\/ RN12\ NI:)\
N\n)\ 5y
s O
(R1A10) (R1A11)
10 wherein:

R™ is selected from H, C,4 alkyl, Cs cycloalkyl and C(=O)Me;
R" is selected from H, C,4, alkyl, C34 cycloalkyl and C(=O)Me;
R™ is selected from H, C4 alkyl, Cs4 cycloalkyl and C(=0O)Me;
R™ is selected from H and CHj;

15 R™ is selected from H, Cy alkyl, Cs4 cycloalkyl and C(=O)Me;
R is selected from H, Cy alkyl, C4 cycloalkyl and C(=0)Me;
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RV and R™ are independently selected from H and CHs;

R™ is selected from H, C, alkyl, Cs4 cycloalkyl and C(=0)Me;

RV js selected from H, Cy4 alkyl, C34 cycloalkyl and C(=O)Me;
RN is selected from H, Cy alkyl, Cs4 cycloalkyl and C(=0)Me; and
RN'2 is selected from H, Cy alkyl, C14 cycloalkyl and C(=0O)Me;

and where each R'® is independently selected from:

0]

(i)
(i)
(iv)
v)
(vi)

Ciaalkyl;
CF3;

F;

Cl;
O-Cyzalkyl);
CN;

R? is selected from H, halo, C1. alkyl, CFs, CFzH, CN and methoxy;
R? is selected from substituted phenyl and a substituted 6 membered heteroaryl group,

where the heteroaryl ring system contains 1 or 2 N heteroatoms, where

R® bears a substituent R* either alpha or beta to the -C,H,- group, and may additionally bear
further substituents selected from F, methyl and CF3; and

R* is -CH,-C(O)N(RN')Z3, where RV is selected from H and CH3; and Z* is selected from
H, CH; and OCHs.

15. A compound according to claim 14, with the proviso it is not any of the following
compounds:
C1 L F e Ct6 | 1
S reSey Oy o L
e X .
Cc2 h Cc17 l
Oﬁlﬁﬁé“ Vo
\@ »
C3 r o Cc18 !
é\@” iﬁém O“\Qmél -
C4 ; . c19 ”O\@ :
x F NH,
Sl LK
C5 H F C20 \O\Q Fe 0
ey G
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C6 C22 O\@ 3
AT

'\?N

c7 Cc23 \O\Q FLooo
“)L\ £ NH

H d\?u

cs HO\Q : c24
)\\ F NH:

co | L

C25

C10

i C26

c \Om ? C27
ﬁ)i(g

c12 C28 i
'/\N/ijL /ON/\Q\")L 7
A "
1 o ﬁé‘“ = ook
‘ ' F L}
S ' "
C14 ™ 0 C30 E . o
Pogdd || Condids
C15 ("'* C31 N
16. A compound according to claim 14, with the proviso that:

when R? is selected from:

R? | r? R}
> NN
e [
N N R’ R*
: | P
) : and
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A is either:

R1A

where R' is selected from

o, 0, O, O

(R1A1) (R1A2) (R1A3) (R1A4)
RNS\ TNB I'RNQ

Ao AL ™o

(R1A5) (R1A7) (R1A8) (R1A9)

and RV is selected from H, Cs.; alkyl, and C(=O)Me;
R“ is selected from H, C, alkyl, and C(=0)Me;
5 R™ is selected from H, Cy alkyl, and C(=O)Me;

R™ is selected from H and CHj3;
R is selected from H, C1; alkyl, and C(=0)Me;
RV and R™ are independently selected from H and CHs;
R™ is selected from H, Cy alkyl, and C(=O)Me;

10 RM? s selected from H, Cy.3 alkyl, and C(=O)Me;

or
RIA
where R is
N1 N2
g R \O\/
(R1A1) (R1A2)

and RV is selected from H, C,_; alkyl, and C(=O)Me;
R s selected from H, Cy.; alkyl, and C(=O)Me;
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then R? is not selected from CF5, halo, CF,H and CN.

17. A compound according to any one of claims 14 to 16, wherein Ais selected from:
AZA) AZB) A3A)
(A%) (A%) (A%

18. A compound according to any one of claims 14 to 17, where no R substituents are
present on A,

19. A compound according to any one of claims 14 to 17, where R'® is methyt.

20. A compound according to any one of claims 14 to 17, where a single R'™ substituent

is present.

21. A compound according to any one of claims 1 to 20, wherein R is CH(R®")NHZ',
and Z' selected from H, CH,CH,OH and C(=O)Me.

22. A compound according to any one of claims 1 to 20, wherein R is CH(R®")NHZ',
and R®' is selected from H and methyl.

23. A compound according to any one of claims 1 to 20, wherein R" is CH(R®")NHZ', Z'
selected from H, CH,CH,OH and C(=0)Me. and R®' is selected from H and methyl.

24.  Acompound according to any one of claims 1 to 20, wherein R'* is XNHZ?, and Z% is
selected from H and C(=0)OMe.

25. A compound according to any one of claims 1 to 20, wherein R'* is XNHZ?, and X is

selected from CMe,, cyclobutylidene and oxetanylidene.
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26. A compound according to any one of claims 1 to 20, wherein R' is XNHZ?, Z%is
selected from H and C(=0)OMe and X is selected from CMe,, and cyclobutylidene.

5 27.  Acompound according to any one of claims 1 to 20, wherein R' is selected from:

RN1
N

\*
(R™), wherein R"' is C(=0)Me,

QG

N\

RNZ\ O\

" (R™2), wherein R™ is selected from H, methyl and ethyl,

(R, wherein R is H, methyl or ethyl,

N3

R“‘a) wherein R™ is selected from H and methyl,

_RM™
$i

10 " (R™), wherein R™ is selected from H and methyl,

(R'), wherein R™ is selected from H and methyl,

tk’ (R'°), wherein R™ is selected from H and methyl,

RV~ \G

* (R™), wherein RN and R™ are both H or both methyl,
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" (R™8), wherein R is H,
N »
K/ ~" (R™), wherein RV is selected from H and methyl,

0 (R%9), wherein R™" is selected from H and methyl, and

N12

R
" N(j\cl))"'(Ru\n

5 ), where R"" is selected from H and methyl.
28. A compound according any one of claims 1 to 20, wherein R" is selected from:
H
HN
NN HV H'O\
k/Nﬁ])\ O)"
[»]

29. A compound according to any one of claims 1 to 28, wherein R%is H,.
10

30. A compound according to claim 29, wherein R? is methyl.

31.  Acompound according to claim 29, wherein R?is CFa.
15 32. A compound according to any one of claims 1 to 31, wherein R® has the structure:

R4B
rR% R
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(R*)
where R, R7 and R® are independently selected from H, F, methyl and CFs; and
one of R* and R® is R?, and the other of R** and R* is selected from H, F, methyl and CFs.

33.  Acompound according to claim 32, wherein the group of R*" and R* that is not R*,
and R%, R” and R® are all H.

34. A compound according to claim 32, wherein one of the group of R* and R* that is
not R, R®, R” and R® is not H.

35.  Acompound according to claim 34, wherein the group that is not H is either R® or R’.

36. A compound according to claim 31, wherein the group R* is R, and R*, R, R and
R® are all H.

37.  Acompound according to any one of claims 1 to 31, wherein R® is a substituted 6
membered heteroaryl group, where the heteroaryl ring system contains 1or2N

heteroatoms.

38. A compound according to claim 37, wherein R? is selected from one of the following

structures:
R
= X
2 = =N
8 8
(RSb) ' (R3c) (RSd) R3e) R3f)

where R®, R” and R® (if present) are independently selected from H, F, methyl and CF;
one of R* and R*® (if present) is R*, and the other is selected from H, F, methyl and CFs.

39. A compound according to claim 38, wherein the group of R* and R* (if present) that
is not R%, and R®, R” and R? (if present) are all H.

40. A compound according to claim 38, wherein one of the group of R* and R* (if
present) that is not R*, and R®, R” and R® (if present) is not H.
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41. A compound according to any one of claims 38 to 40, wherein R® is of structure R*
and R®.

42. A compound according to any one of claims 1 to 41, wherein R* is alpha to the -CoH,-
group.

43. A compound according to any one of claims 1 to 41, wherein R* is beta to the -C,Hy-
group.

RN13

44. A compound according to any one of claims 1 to 43, wherein is H or Me.

45. A compound according to any one of claims 1 to 44, wherein Z% is H, Me or OMe.

46. A compound of formula (la) or isomers, salts, solvates or prodrugs thereof which is a

compound of formula (I) according to claim 1 wherein:

Ais an optionally substituted 5 or 6 membered heteroaryl group linked to the NH group

through an aromatic ring carbon atom, in which the heteroaryl ring system contains 1 or2 N

atoms, and;

A may bear a substituent R' which is not alpha to the NH group and may optionally further

bear a substituent R'® which are not alpha to the NH group, where R* is selected from:

()  CH(R®")NHZ', where R®' is selected from C, alkyl and Z' is selected from H and C;.
3 alkyl optionally substituted by OH,;

(i) XNHZ?, where X is cyclobutylidene, and Z2 is C(=0)OC . alkyl;

(i)  agroup selected from:

RS

RNZ\O\/ . NCg{

(R“‘z) (R1As)
wherein:
R" s selected from H and C, alkyl;
R¥is H;
and where R'C is Cy 3 alkyt;
R? is selected from C, alkyl and CF3;
R? is substituted phenyl, where R® bears a substituent R* alpha to the -C;H,- group, and may
additionally bear a further substituent F; and
R*is -CH,-C(O)N(R""*)Z%, where R""® is H; and Z* is H.
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47. A compound of formula (Ib) or isomers, salts, solvates or prodrugs thereof which is a
compound of formula (1) according to claim 1 wherein:

A is an optionally substituted 5 or 6 membered heteroaryl group linked to the NH group
through an aromatic ring carbon atom, in which the heteroaryl ring system contains 1 or2 N
atoms, and;

Amay bear a substituent R' which is not alpha to the NH group and may optionally further
bear a substituent R'C which are not alpha to the NH group, where R is R

N2

0,

(R'™)
wherein:
R™ is selected from H and C,.4 alkyl;
and where R'® is Cyzalkyl;
R? is selected from Cq4 alkyl;
R? is substituted phenyl, where R® bears a substituent R* alpha to the -C;H,- group; and
R* is -CH,-C(O)N(RV"®)2®, where R""® is H; and Z* is H.

48. A compound of formula (Ic) or isomers, salts, solvates or prodrugs thereof which is a
compound of formula (}) according to claim 1 wherein:

A selected from:

1A
R'A R R\ i
/ E 13 R1C 7 Rw
| y N\ N\
(A% (A") (A™)

wherein R" is selected from:

()  CH(RS)NHZ', where R”! is selected from H and methyi and Z' is selected from H
and CH,CH,OH;

(i)  XNHZ? where X is selected from cyclobutylidene and oxetanylidine and Z% is
selected from H and C(=0)OMe;

(i)  a group selected from R™" , R'2 R™ and R""":
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N2
h R \OY
(R1A1 ) (R1A2)
N6 N12 '
R R
w0
o™
(R‘lAS) (R1A11)
wherein:

RM is selected from H and Me;
R™ is selected from H and Meg;
R is selected from H and Me; and
5 RV is selected from H and Me;
and where there may be a single R'® group which is methyl;
R?is selected from H, methy! and CF3;
R}is:
RS

R?
RS

% ¥
(R*)
where R®, R® and R are independently selected from H, F, methyl and CF3, and only one of
10 them is not H; and
R* is -CH2-C(O)NH.

49. A compound of formula (lla) or isomers, salts, solvates or prodrugs thereof which is a
compound of formula (1) according to claim 14 wherein:
15 A is substituted phenyl; .
A may bear a substituent R™ which is not alpha to the NH group and may optionally further
bear a substituent R'® which is not alpha to the NH group, where R" is selected from:
()  CH(R®)NHZ', where R® is selected from H and C,.; alkyl and Z' is selected from H,
C,3 alkyl optionally substituted by OH and C(=0O)Me;
20 {ii) XNHZ2, where X is selected from cyclobutylidene and oxetanylidine and Z* is
selected from H and C(=0)OC,_; alkyl;
(i)  a group selected from:
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N2 N6

o, O, on

(R1A1) (R1A2) (R1A6)

(R1A10) (R1A11)

wherein:

R" is H;

RM is selected from H and C,4 alkyl;
R is H;

R is H; and

RV2is H;

and where each R'® is independently selected from:

(i)
(iif)

Cizalkyl;
F;

R? is selected from H, halo, Cy. alkyl, CF3 and methoxy;

R® is substituted phenyl, where R® bears a substituent R* alpha to the -C,H,- group, and may

additionally bear a further substituent selected from F, methyl and CF;; and
R* is -CH,-C(O)N(RV'%)Z%, where RN is H; and Z* is H.

50.

A compound of formula (ltb) or isomers, salts, solvates or prodrugs thereof which is a

compound of formula (1) according to claim 14 wherein:
Ais substituted phenyl;
A may bear a substituent R"* which is not alpha to the NH group and may optionally further

bear a substituent R™ which is not alpha to the NH group, where R is selected from:

@i

(i)
(iii)

CH(R®")NHZ', where R®' is selected from H and Cy alkyl and Z' is selected from H
and C, alkyl optionally substituted by OH;

XNHZ2, where X is oxetanylidine and 2% is H;

a group selected from:
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N6
RN‘I\N/\' RNZ\’Oy R AN
(R1A1 ) (R1A2) (R1AG)
‘”“—\ll/ ~ I‘l“"';__"__ .
~ - J‘\,/ & I i N
L I1ATUY 1n|n||‘

R™* IS S€lectea mom M any Gq4 alkyt,

—
e I—I, —————

and where each R'° is Cq.aalkvl;
R* is selected from halo, CM alkyl, CF; and methoxy;

R’is substltuted phen |, where R® bears a substituent R* alpha to the -C,H,- group, and may
additionally b ear a furt er substituent selected from methyl and CF3; an
R* is -CH,-C{O)N(R"'*)Z°, where R"" is H; and Z° is H.

51. A compound of formula (lic) or isomers, salts, solvates or prodrugs thereof which is a
compound of formula (11) according to claim 14 wherein:

Ais:

1B
R
rRA

(A%

wherein R" is selected from:

(i)  CH(R®)NHZ', where R® is selected from H and methyl and Z' is selected from H
and CH,CH,OH;

(ii) XNHZ2, where X is selected from cyclobutylidene and oxetanylidine and ZZ is
selected from H and C(=0)OMe;

(i)  agroup selected from R™', R'2 R'® and R'":
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0, O,
(R1A1) (R1A2)
RNG\N RN12\ Q
- A
(R‘IAG) (R1A11)
wherein:

R“ is selected from H and Me;
RM is selected from H and Me;
RM is selected from H and Me; and
5 RV is selected from H and Me;
and where there may be a single R'® group which is selected from F and methyl;
R? is selected from H, methyl and CF3;
R%is:
RS

R4
RS

R7
(R*)
where R%, R® and R’ are independently selected from H, F, methyl and CF3, and oniy one of

10 them is not H; and
R%is -CHz-C(O)NHz

52.  Acompound selected from
2-(2-(2-(2-((4-(piperazin-1-yl)phenylJamino)pyrimidin-4-yl)ethyl)phenyl )acetamide (1)

15 2-(2-(2-(5-methyl-2-((4-(piperazin-1 -yl)phenyl)amino)pyrimidin-4-yl)ethyl)phenyl}acetamide
(2)
2-(2+(2-(2-{(4-(aminomethyl)phenyl)amino)-5-{trifluoromethyl)pyrimidin-4-
yllethyl)phenyl)acetamide (3)
2-(2-(2-(5-methyl-2-((6-{piperidin-4-y)pyridin-3-yl)amino)pyrimidin-4-

20 yl)ethyl)phenyl)acetamide (4)
2-(242-(5-methyl-2-((6-(1-methylpiperidin-4-yl)pyridin-3-yl)amino)pyrimidin-4-
yl)ethyl)phenyl)acetamide (5)
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2-(2-(2-2+{(4-(piperazine-1-carbonyl)phenyl)amino)-5-(triflucromethyl)pyrimidin-4-
yl)ethyl)phenylyacetamide (6)
2-(2-(2—(2—((3—ﬂuoro-4—(piperidin-4-y|)phenyl)amino)-5-(triﬂuoromethyl)pyrimidin-4-
yl)ethyl)phenyl)acetamide (7)

2-(2-(2-(2-((3-fluoro-4~(1 -methylpiperidin-4-yl)phenyl)amino)-5-(trifluoromethyl)pyrimidin-4-
yi)ethyl)phenyl)acetamide (8) '
2-(5-fluoro-2(2-(2{(4-(piperidin-4-y! )phenyl)amino)-5-(trifluoromethyl)pyrimidin-4-
yl)ethyl)phenyl)acetamide (9)

2-(5-fluoro-2-(2-(2-((4-(1 -methylpiperidin-4-yl)phenyl)amino)-5-(trifluoromethyl)pyrimidin-4-
yl)ethyl)phenyl)acetamide (10)
2—(2-(2-(2-((3-methyl-4—(piperidin-4—yl)phenyl)amino)—5-(triﬂuoromethyl)pyrimidin-4—
yl)ethyl)phenyl)acetamide (11)

2-(2-(2+(2+(3-methyl-4-(1 -methylpiperidin-4-yl)phenyl)amino)-5-(triflucromethyl)pyrimidin-4-
yl)ethyl)phenyl)acetamide (12)
2-(2-(2—(2-((6-(piperidin-4—yl)pyridin—3-yl)amino)-5-(triﬂuoromethyl)pyrimidin—4~
yl)ethyl)phenyt)acetamide (13)

2-(2-(2-(2-((6-(1 -methylpiperidin-4-yl)pyridin-3-yl)amino)-5-(triflucromethyl)pyrimidin-4-
yl)ethyl)phenyl)acetamide (14)
2-(4—ﬂuoro-2-(2-(2-((4-(piperidin-4~y|)phenyl)amino)-5—(triﬂuoromethy|)pyn‘midin-4—
yl)ethyl)phenyi)acetamide (15)

2-(2-(2-(5-methyl-2~((4-(piperid in-4-ylphenyl)amino)pyrimidin-4-yl)ethyl)phenyl)acetamide
(16)

2-(2-(2-(2-((4-(1-methylpiperidin-4-yl)phenyl Yamino)-5-(trifluoromethyl)pyrimidin-4-yl)ethyl)-4-
(trifluoromethyl)phenyl)acetamide (17)

2-(2-(2-(2-(4-(1 -aminoethyl)phenylamino)-5-(triflucromethyl)pyrimidin-4-
yl)ethyl)phenyl)acetamide (18)
2-(2-(2-(2-((4w(((2-hydroxyethyl)amino)methyl)phenyl)amino)-5-(tn'ﬂuoromethyl)pyrimidin-4—
yl)ethyl)phenyl)acetamide (19)
2-(2—(2-(2-((4-(azetidin-3-y|)phenyl)amino)-5—(triﬂuoromethyl)pyn'midin-4~
yl)ethyl)phenyl)acetamide (20)

2-(4-methyl-2-(2-(2-((4-(piperidin-4-yl)phenyl)amino)-5- (tnﬂuoromethyl)pynmldln-4-
yl)ethyl)phenyl)acetamide (21)

2-(2-(2(2~(4-(piperidin-4-yl )phenyl)amino)-5~trifluoromethyl)pyrimidin-4-yl)ethyl}-6-
(triflucromethyl)phenyl)acetamide (22) '
2—(2—(2—(5—methoxy—2—((4-(piperidin-4-y|)phenyl)amino)pyrimidin-4-y|)ethy|)phenyl yacetamide
(23)
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2—(2—(2-(5—methyl-2-(pyridin-3-ylamino)pyrimidin-4—y|)ethy|)phenyl)acetamide (24)
2-(2-(2-(2-((4-(piperidin-4-yl)phenyl)amino)-5-(triﬂuoromethyl)pyrimidin-4wyl)ethyl)-5-
(trifluoromethyl)phenyl)acetamide (25)
2-(2-(2-(5-methyl-2-((4—(piperidin-4—y|oxy)phenyl)amino)pyrimidin-4—
ylethyl)phenyl)acetamide (26)
2-(2—(2—(2-((4—(aminomethyl)phenyl)amino)—5-methylpyrimidin-4-yl)ethyl)phenyl)acetamide
(27)

2-(2-(2-(5-methyl-2-((1-methyl-1 H-pyrazo|-4-y|)amino)pyrimidin-4-yl)ethyl)phenyl)acetamide
(28)

methy! 1-(+(4-(2—(2—amino-z-oxoethyl)phenethyl)—5—methy|pyrlmidin-2—
ylamino)phenyl)cyclobutylcarbamate (29)

2-(2-(2-(2-((1-(azetidin-3-yl)}-1H-pyrazol-4-yl )amino)-5-methylpyrimidin-4-
yl)ethyl)phenyl)acetamide (30)
2-(2—(2-(2-(4-(3—aminooxetan-3—y|)pheny|amino)—5-methylpyrimidin—4—
yi)ethyl)phenyl)acetamide (31)
2-(2-(2-(2—((4—(azetidin-3—yl)phenyl)amino)-5-methylpyrimidin—4—y| )ethyl)phenyl)acetamide
(32)

2-(2-(2-(5-Methyl-2-({ 1-(piperidin-4-yl)-1 H-pyrazo!-4-ylyamino)pyrimidin-4-
yl)ethyl)phenyl)acetamide (33)

2-(2-(2-(2-((4-(1 -aminoethyl)phenyl)amino)-5-methylpyrimidin-4-y|)ethy|)phenyl)aoetamide
(34)

2-(2-(2-(2-((1-(piperidin-4-yi)-1 H—pyrazol-4pyl)amino)-5-(triﬂuoromeﬂ1yl)pyrimidin-4—
yl)ethyl)phenyl)acetamide (35)

2-(2-(2-(2+((1-(1-methylpiperidin-4-yi)-1 H-pyrazol-4-yl)amino)-5-(tr'rﬂuoromethyl)pyrimidin-4—-
yl)ethyl)phenyl)acetamide (36)
2-(2-(2-(2-(4-(1-aminoethyl)phenylamino)-5-ch|oropyrimidin-4—yl)ethy|) phenyl)acetamide
(37)

2-(2—(2-(2-((3-(1-aminoeihyl)phenyl)amino)—5-ch|oropyrimidin-4—yl)ethyl) phenyl)acetamide
(38)

2-(2-(2-(2—((3-(1-acetamidoethyl)phenyl)amino)-5-ch|oropyn'midin-4—
ylethyl)phenyl)acetamide (39)
2-(2-(2-(2-((6—(1-aminoethyl)pyridin—3-y|)amino)—5—chloropyrimidin-4—
yl)ethyl)phenyl)acetamide (40)
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M
N~ CF; F
"N (41)

or an isomer salt, solvate, protected form or prodrug thereof.

53. A process for the preparation of a compound according to any one of claims 1 to 52

or isomers, salts, solvates or prodrug thereof, comprising reacting a compound of formula F1

L 12
Y |
SO Rz
F1

with a compound of formula A-NH; to displace the group L' and with a compound of formula
HC=R? to displace the group L2, or

with a compound of formula HC=R®to displace the group L2 and with a compound of formula
A-NH; to displace the group L',

wherein A, R? and R® are as defined in claim 1 or 13 and L' and L? are leaving groups.

54, A pharmaceutical agent comprising a compound or an isomer, salt, solvate or
prodrug thereof according to any one of claims 1 {o 52.

55. A composition comprising a compound or an isomer, salt, solvate or prodrug thereof
according to any one of claims 1to0 52, and a pharmaceutically acceptable carrier or
diluents.

56. A compound or an isomer, salt, solvate or prodrug thereof according to any one of
claims 1 to 52, agent according to claim 54 or composition according to claim 55 for use in a

method of therapy.

57.  The use of a compound or an isomer, salt, solvate or prodrug thereof according to
any one of claims 1 to 52, agent according to claim 54 or composition according to claim 55
in the preparation of a medicament for treating a disease ameliorated by the inhibition of
VEGFRS.
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58.  The use of a compound or an isomer, salt, solvate or prodrug thereof according to
any one of claims 1 to 52, agent according to claim 54 or composition according to claim 55

in the preparation of a medicament for treating cancer.

59. A compound or an isomer, salt, solvate or prodrug thereof according to any one of
claims 1 to 52, agent according to claim 54 or composition according to claim 55 for use in a
method of treatment of a disease ameliorated by the inhibition of VEGFRS3.

60. A compound or an isomer, salt, solvate or prodrug thereof according to any one of
claims 1 to 51, agent according to claim 53 or composition according to claim 54 for use in
the method for treating cancer.

61. A compound or an isomer, salt, solvate or prodrug thereof according to any one of
claims 1 to 52, agent according to claim 54 or composition according to claim 55 foruseina
method of treatment of the human or animal body.

62. Amethod of inhibiting VEGFRS in vitro or in vivo, comprising contacting a cell with an
effective amount of a compound or an isomer, salt, solvate or prodrug thereof according to
any one of claims 1 to 52, agent according to claim 54 or composition according to claim 55.

63.  The use of claim 58 or the compound or isomer, salt, solvate or prodrug thereof of
claim 60, wherein the cancer is selected from melanoma, breast cancer and cancer of the

head or neck.
64.  An anti-cancer agent comprising a compound or an isomer, salt, solvate or prodrug

thereof according to any one of claims 1 to 52, agent according to claim 54 or composition

according to claim 55 and an anti-tumour agent.
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payment of additional fees.

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.:

1 O O

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.:

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable,

the payment of a protest fee.

|:| 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.

No protest accompanied the payment of additional search fees.
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Continuation of Box II
Claim 52 does not comply with Rule 6.2(a) because it relies on references to the description and/or drawings.
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