Summary

In a first aspect, there is provided a compound of formula |,

S N
R1&<\Nj\l/ y R®
3

R

wherein:

R’ represents:
(i) aryl substituted with one or more substituents selected from A’; or

{ii) heteroary! optionally substituted with one or more substituents selected from AZ;
R? represents hydrogen or C._; alkyl optionally substituted by one or more fluoro atoms;

R® represents aryl or heteroaryl, each of which is optionally substituted by one or more

substituents selected from A® and A*, respectively;

each A", A%, A’ and A* independently represents, on each occasion when used herein:

QY

(i) Cy.s2 alkyl or heterocycloalkyl, both of which are optionally substituted by one or more
substituents selected from =0, =8, =N(R"*®) and Q% or

(iii} aryl or heteroaryl, both of which are optionally substituted by one or more substituents

selected from Q°

each Q' Q% and Q* independently represents, on each occasion when used herein:

halo, -CN, -NO,, N(R'®)R"E -OR%, -C(=Y)-R"%, -C(=Y)-OR "2
-C(=Y)N(R'™R M2, -OC(zY)-R™?, -OC(=Y)-OR "2, -OC(=Y)N(R™)R™™,
-0S(0),0R", -OP(=Y)(OR™®)}OR""), -OP(OR™)(OR™"#), NRC(=Y)R™,
—N(Rwa)C{zY)ORm, _N(R‘IZa)C(:Y)N(R‘IOa)R‘I1a, -NRTZaS(O)nga,

-NRS(0),N(R™R™, -S{O)N(R'™)R'™, .SC(=Y)R'™ -SC(=Y)OR"®,



SSCEYINR™R™ _5(0),R™ -8SR'?, -S(O)R'®, -S(0),0R', C..., alkyl, heterocycloatkyl
(which latter two groups are optionally substituted by one or more substituents selected from
=0, =8, =N{R*") and E"), aryl or heteroaryl (which latter two groups are optionally substituted by

one or more substituents selected from E?);

each R™, R'" and R'® independently represents, on each occasion when used herein,
hydrogen, Cy.42 alkyl, heterocycloalky! (which tatter two groups are optionally substituted by one
or more substituents selected from =0, =8, =N{R?) and E®), aryl or heteroary! (which latter two

groups are optionally substituted by one or more substituents selected from E*); or

any relevant pair of R'®, R and R may be linked together to form a 4- to 20- membered
ring, optionally containing one or more heteroatoms optionally containing one or more
unsaturations, and which ring is optionally substituted by one or more substituents selected from
=0, =8, =N(R*) and E®;

each E', E? E®, E* and E® independently represents, on each occasion when used herein:

(i) Q%

(i) Cr1z alkyl or heterocycloalkyl, both of which are optionally substituted by one or more
substituents selected from =0 and Q% or

(iti) aryl or heteroaryl, both of which are optionaily substituted by one or more subsiituents
selected from QF;

each Q*, Q° and Q° independently represents, on each occasion when used herein;

halo, -CN, -NO,, -N(R*)R?, -OR?%, -C(=Y}-R%, -C(=Y}-OR®,
CEYINRTIRY,  -OC(=Y)-R®,  -OC(=Y)-OR®,  -OCEYINRTIRY,  -0S(0),0RY
-OP(=Y){OR®)(OR*Y), -OP(OR™)(OR?"), -N(R#Z)C(=Y)R*, -N{(R*)C(=Y)OR"",

-NRPCEYIN(RTRY, -NRES(D),RZ, -NRZS(0)N(R™IR? -S{O),N(R®R?,

-SC(=Y)R®, -SC(=Y)OR?, -SCE=YIN(RTR, —S{O)ER?O, -SR*, -S(O)R%,
-8(0),0R*, Cy..; alky!l, heterocycloalkyl (which latter two groups are optionally substituted by
one or more substituents selected from =0 and J"), aryl or heteroaryl (which latter two groups

are optionally substituted by one or more substituents selected from J?);
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each Y independently represents, on each occasion when used herein, =0, =8 or =NR?%;

each R, R*', R® and R® independently represents, on each occasion when used herein,
hydrogen, Cy. alkyl, heterocycloalkyt (which latter two groups are optionally substituted by one
or more substituents selected from J* and =0), aryl or heteroaryl (which latter two groups are

optionally substituted by one or more substituents selected from J%); or

any relevant pair of R*, R*' and R*, may be linked together to form a 4- to 20- membered ring,
optionally containing one or more hetercatoms, optionally containing one or more unsaturations,

and which ring is optionally substituted by one or more substituents selected from J° and =O;

each J', %, J®, J* and J® independently represents, on each occasion when used herein:

(i Q"

(i) Cqs alkyl or heterocycloatkyl, both of which are optionally substituted by one or more
substituents selected from =0 and Q% or

(iti) aryl or heteroaryl, both of which are optionally substituted by one or more substituents

selected from Q%

each @', Q° and Q° independently represents, on each occasion when used herein:
halo, -CN, -NR®*HR¥, -OR¥,  -C(=Y"-R¥, -CE=Y*)-OR®, -C=YINRORY,
N{R*)IC(=YR®, -NR¥S(0),R%, -S(0),R®, -8R™, -S(0)R* or C,; alkyl optionally substituted

by one or more fluorc atoms;

each Y® independently represents, on each occasion when used herein, =0, =8 or =NR:

each R% R®, R™ and R™ independently represents, on each occasion when used herein,
hydrogen or C, alkyl optionally substituted by one or more substituents selected from fluoro, -
OR®™ and -N(R*"R®* or

any relevant pair of R, R* and R% may be linked together to form, a 3- to 8-membered ring,
optionally containing one or more heteroatoms , optionally containing one or more unsaturations
, and which ring is optionally substituted by one or more substituents selected from =0 and C,.4
alkyt;
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R R®" and R® independently represent hydrogen or C, alkyl optionally substituted by one or
more fluoro atoms;

or a pharmaceutically acceptable ester, amide, solvate or salt thereoi, wherein the
pharmaceutically acceptable ester is selected from the group consisting of optionally substituted
Cqg alkyl, Cs4y aryl and Cs.q aryl-C.4 alky! esters; and the pharmaceutically acceptable amide
portion is of the formula

~C{ON(R¥IR?, in which R*' and R* independently represent optionally substituted Cq alkyl,
Cs.10 aryt and Ceqp aryl-Cog alkyl;

provided that when R? represents H, then:

(1) when R’ represents 4-chlorophenyl, then R® does not represent unsubstituted phenyl or 4-
chlorophenyl;

(1) when R’ represents 4-methoxyphenyl, then R® does not represent 4-chlorophenyl or

unsubstituted phenyl.

In a second aspect, there is provided a pharmaceutical formulation including a8 compound of
formuta |, as defined above, or a pharmaceutically acceptable ester, amide, solvate or salf
thereof as defined above, in admixture with a pharmaceutically acceptable adjuvant, diluent or

catrier.

in & third aspect, there is provided a compound, as defined above but without the provisos, or a
pharmaceutically acceptable ester, amide, solvate or salt thereof as defined above, for use in

the treatment of a disease in which inhibition of a PI3-K id desired and/or required.

in a fourth aspect, there is provided the use of a compound of formula |, as defined above but
without the provisos, or a pharmaceutically acceptable ester, amide, solvate or salt thereof as
defined abave, for the manufacture of a medicament for the treatment of a disease in which
inhibition of a PI3-K is desired and/or required.

In a fifth aspect, there is provided a combination product comprising: (A) a compound of formula
| as defined above but without the provisos, or a pharmaceutically-accepiable ester, amide,
solvate or salt thereof as defined above; and (B) another therapeutic agent that is useful in the
treatment of cancer and/or a proliferative disease, wherein each of components (A) and (B) is
formulated in admixture with a pharmaceutically-acceptable adjuvant, diluent or carrier.

5¢c



In a sixth aspect, there is provided a process for the preparation of a compound of formula | as
defined above or a pharmaceutically acceptable ester, amide, solvate or salt thereof as defined
above, which process comprises;

(i) reaction of a corresponding compound of formula 1,
S N
—
R4, \]/ R I
N
N

1

L

wherein L' represents a suitable leaving group, and R and R? are as defined above, with a
compound of formuta [,

L-R® M
wherein L? represents a suitable group, and R® is as defined above;

(it) reaction of a compound of formula IV,
5 N '
e
LE"<\ \I/ Y R?
N/N

RS

wherein L° represents a suitable leaving group, and R* and R® are as defined above, with a
compound of formula V,

R™L* Y
wherein L* represents a suitable leaving group;

(i) for compounds of formula | in which there is a Q' to Q° substituent present, in which such
groups represent -OR™® or -OR*, as appropriate, in which R'™ and R®™ do not represent
hydrogen, reaction of a corresponding compound of formula | in which there is a Q' to Q°
present, which represents -OR™ and -OR? (as appropriate), in which R" and R* do represent
hydrogen, with a compound of formula Vi,
R*-L.° Vi

wherein L’ represents a suitable leaving group and R* represents R'™ or R% (as appropriate),
provided that i does not represent hydrogen.
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In _a seventh aspect, there is provided a process for the preparation of a pharmaceutical

formulation as defined above, which process comprises bringing into association a compound of

formuta 1, as defined above, or a pharmaceutically acceptable ester, amide, solvate or sait

thereof as defined above with a pharmaceutically-acceptable adjuvant, diluent or carrier. .

In an eighth aspect, there is provided a process for the preparation of a combination product as

defined above, which process comprises bringing into association of a compound of formula |,

as defined above but without the provisos, or a pharmaceutically acceptable ester, amide,

solvate or salt thereof as defined above with the other therapeutic agent that is useful in the

treatment of cancer and/or a proliferative disease, and at least one pharmaceutically-acceptable

adjuvant, diluent or carrier.

Descrintionisclosureolthe lnvention

According to the invention, there is provided a compound of formula |,

S N
) :

RB

wherein:

R represents:

(i) aryl substituted with one or more substituents selected from A';

(il) heteroaryl optionaily substituted with one or more substituents selected from A”

R? represents hydrogen or C._; alkyl optionally substituted by one or more fluoro atoms;

R® represents aryl or heteroaryl, each of which is optionally substituted by one or more
substituents selected from A® and A*, respectively;




each A", A%, A® and A* independently represents, on each occasion when used herein;

(i aQh

(i) G4z alkyt or heterocycloalkyl, both of which are optionally substituted by one or more
substituents selected from =0, =S, =N(R'%) and Q%

(iii) aryl or heteroaryl, both of which are optionally substituted by one or more substituents

selected from Q%

each Q', @ and Q° independently represents, on each occasion when used herein:

halo, -CN, -NO;, -N(R'FR -OR™2, -C{=Y)-R"%, -C(=Y)-OR™®,
-C(=Y)N(R"**)R "2, -OC(=Y)-R", -0OC(=Y)-OR", -QC(=Y)N(R™)R ™
-0S(0),0R™?, -OP(=Y)(OR")(OR"#), -OP(OR™)(OR™?), N(R™PC(=Y)R™,
-N{RQB)C(:Y)ORW, —N(Rwa)C(:Y)N(Rm)W13, ~NR1238(O)2R103,
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&, A compound as claimed in claim 1, or a pharmaceutically acceplable esier

amide, solvate or salt thereof as defined In claim 1. selected from the aroup
consisting of:

) 2-{3 4-Dimethoxy-phenvil-6-( 3-fluoro-4-methanesulfonvi-phenvh-8-methyi-
imidazol2,1-blf1,3 4lthiadiazole;

{h 5-12-(3 4-Dimethoxy-phenvi-6-methyl-imidazol2 1-b][1.3. 41thiadiazol-5-vi}-
pyridine-2-carbonitrile;

(i B-12-{3 4-Dimethoxy-phenyh-8-methyvl-imidazol2, 1-bli1.3 4lthiadiazol-5-vil-
3-trifluoromethyl-pyridin-2-viamine;

(V) 2-(3 4-Dimethoxy-phenvii-6-methvi-S-pyridin-3-vi-imidazo]2 1~

pli1,3 . 4lthiadiazole;

V) 2-{ 3. 4-Dimethoxy-phenvl -0-{8-methoxy-pyridin-3-vi-B-methvi-
imidazol2,1-b][1.3.4lthiadiazole;

VY 2.5-Bis-(3.4-dimethoxy-phenyli-8-methyi-imidazol2,1-blf 1.3 4ithiadiazole;
(Vi) 5-{2-{3 4-Dimethoxy-phenvi-G-methvi-imidazol2 1-bi1 .3 4ithiadiazoli-5-vil-
pvrimidin-Z-ylamine:

(VI 5-12-(3. 4-Dimethoxy-ohenvl-6-methyvi-imidazol2, 1-b¥1,3,4thiadiazol-5-vli-
pyridin-2-ol;

(B4 tert-Butvl 2-(4-{B-(B-amino-5-{triflucromethvDpyridin-3-vi-8-methvlimidazo-

[2.1-b]1.3 4ihiadiazol-Z-vi-Z2-methoxyphenoxyiethvicarbamais;
) 2.{ 4! Be{G-amino-5-{irifluoromethylinyridin-3-viw-G-methviimidazo[ 2, 1-
B11.3 dlithiadigzol-2-vik-2-methoxyohenoxy -N . N-dimethviacetamide:

) H-{2-[4-{ 2-moroholinoethoxy -3-methoxyphenvl-6-methvliimidazol2 1~

bli1,3.4lthiadiazol-S-vi-3-(frifluoromethyvDpvridin-2-amine:
(¥ B2 03-Methoxy-4-{piperidin-d-vioxy}-phenvil-imidazol2 1-
bii1,3 4lihiadiazol-5-yvI-3-trifluoromethvl-pyridin-Z-viamins;

K 203-Methoxy-4-{piperidin-4-vioxy-phenyll-5-{6-methoxy-pyridin-3-yii-
imidazol2,1-b]i1, 3. 4lthiadiazole;

{(XIVY  4-{4-[B-f Z-Amino-pyrimidin-5-vI\-imidazol 2. 1-bH 1.3 4ithiadiazol-2-yi}-2-
methoxy-phenoxyl-piperidine-1-carboxyiic acid tert-butyl ester; |

(X)) 5-12-[3-Methoxy-4-{piperidin-4-vioxy}-phenvil-imidazol2, 1-

bii 1,3 dithiadiazol-5-vI}-pyrimidin-2-viamine;

(XVB 2 5-Bis<{3 d-dimethoxy-phenvi-imidazol2,1-b11,3. 4lthiadiazcle;

(XD 5-[2-(3 4-Dimethoxy-phenvii-imidazol2,1-bY 1,3 4lthiadiazol-5-vi]-pyridine-

Z-carbonitrile;
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(0 2-Amino-5-12-{3 . 4-dimethoxy-phenyl-imidazol 2, 1-bi[1,3.4]thiadiarol-5-vil-
niicotinonitrile;
(XY 4-15-02-(3 4-Dimethoxy-phenvi-imidazol2,. 1-bll1 . 3. 4lthiadiazoi-5-vil-

nvrimidin-2-vit-piperazine-1-carboxviic acid tert-butvl esiar;

(XY 2-(3 4-Dimethoxy-phenvil-5-(2-piperazin-1-vl-pyrimidin-5-vD-imidazo{2 1-
bli1.3.41thiadiazole;

(XXD 2-(3 4-Dimethoxy-phenvi}-5-2-(4-methyl-piperazin-1-vl}-pyrimidin-5-vl}-
imidazo[2,1-bl[1,3,4lthiadiazole:

(XX 2-(3.4-Dimethoxy-phenvli-5-(6-piperazin-1-yvi-5-trifluoromethyl-pyridin-3-
yl-imidazo[2,1-bl[1,3.4lthiadiazole;

Ol 2-(3,4-Dimethoxy-pheny!)-5-6-(4-methvil-piperazin-1-vi}-B-rifluoromethyi-
pyridin-3-vil-imidazol2 1-bif1,3 4lthiadiazole;

{(AXIV) 2-(3 A-Dimethoxy-phenyl-5-(Z-methvisulfanyl-pyrimidin-5-vi}-

imidazol2, 1-bll1,3 4lthiadiazole;

XXV 2-(3 4-Dimethoxy-phenyi)-5-{2-methanesulfinyl-pyrimidin-5-yi)-

imidarol2, 1-bl[1,3.4lthiadiazole;

9. 08%) N'-{5-12-(3 4-Dimsthoxy-phenyl}-imidazo[2 1-b][1.3 4lthiadiazol-5-
 yipyrimidin-2-y[}-N.N-dimethyl-ethane-1,2-diamine;

OOVID 2-(3 d-dimethoxyphenvi-5-(5-methoxyovridin-3-vimidazol2 1-

bi1.3.4]thiadiazole;

XV 5-12-(3-Methoxy-phenvi-imidazolZ, 1-bii1,3 4ithiadiazol-5-vl]-3-

frifiucromethvi-pyridin-2-ylamine;

(XA 3-[5-(6-Amino-5-trifluoromethvi-pyridin-3-vl-imidazo[2.1-

pif1,3.dithiadiazol-Z-vil-benzonitrile;

1.9.98 5-12-{4-Methowy-phenyl-imidazo[2,1-b][1,3 4}thiadiazol-5-vi]-3-

friflugromethyl-pyridin-2-vlaming;

2.9.9,4)] N-{3-[5-(B~-Aming-5-trifiuoromethyi-pyridin-3-yi)-imidazol2.1-

blf1.3.4ithiadiazol-2-vii-phenyl}-methanesulfonamide;

XD 5. 2-Pyridin-3-yl-imidazo[2,1-bi[1,3,4lthiadiazol-5-y[}-3-

triflucromethvi-pyridin-2-ylamine;

(OOCHT 4-5-{6-Amino-5-trifiucromethvi-pyridin-3-vi}-imidazo[2,1-

bl[1,3.4}thiadiazol-2-vi]-benzonitrile;

OOV N-{3-[5-(6-Aminc-b-trifluoromethvl-pyridin-3-vi)-imidazol2,1-

bll1.3 4lthiadiazol-2-vil-benzyll-methanesuifonamide;

(XAHV) 3-15-{6-Amino-5-trifilucromethvi-pyridin-3-vi}-imidazo[2,1-

B11,3 4ithiadiazol-Z-vil-benzamide;
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(XD 8- 2-{1-Ethyl-1 H-pvraza%-ék—v!}~imidazo[2,1 -b1f1,3,4thiadiazol-5-v]-
3-trifluoromethvl-pyridin-2-viamine;
{XXXNID 5-12-{ 4-Methvi-pvridin-3-vi-imidazo{ 2, 1-b1 1,3 41thiadiazol-5-v[]-3-

iriflucromethylpyridin-Z-viamine;

OOOVIED 5-[2-(1'-{tert-butoxycarbonviy-2-oxo-1,.2-dihvdrospirofindole-3,4'-
piperidinel-5-vl-imidazol[2, 1-bl1,3 4lthiadiazol-5-vll-3-triflucromethvi-pyridin-2-

vlamine:

000X 5-[2-{2-oxo-1,2-dihydrospirc[indole-3, 4 -piperiding]-5-vi}-
imidazol2 1-bl1,3,4lthiadiazol-5-vil-3-trifluoromeihyi-pyridin-Z-viamine;

(L) 5-12-{1H-Indol-5-yi)-imidazol2, 1-b1 1,3 4)thiadiazol-5-yl1-3-
triflucromethvi-pyridin-Z-viamine;

(ALB 5-[2-{3-Msthanesulonvi-phenvb-imidaze{2,1-bI 1,3 4thiadiazol-5-
yll-3-trifluoromethyl-pyridin-2-viamine;

{XLID 5-12-(3-Dimethviaminc-phenyl-imidazol2, 1-bli1,3,4ithiadiazoi-5-
yli-3-frifluoromethyl-pyridin-2-vlamine;

(XL 5-[2-(6-Methyl-pyridin-3-yl»-imidazol2, 1-b1[ 1,3 4lthiadiazol--vi]l-3-
frifluoromethyl-pyridin-Z-viamine:

XLV £-12-4-(Morpholine-4-sulfonvh-chenvll-imidazo{2.1-

bli1,3 4lthiadiazol-8-v-3-iriflusromethvi-pyridin-2-viaming;

{XENS S-{2-[23-(Morpholine-4-sulfonvii-ohenvil-imidazo[ 2, 1-

bi1,3. 4ithiadiazol-8-y-3-trifluoromethvl-ovridin-Z-vlamine;

(VD N-{3-15-{6-Amino-B-rifluoromethyvl-pyridin-3-vh-imidazol2 . 1-

bil1.3 4lihiadiazol-2-yll-phenyil-acetamide;

(VD 5[ 2-( 5-Methoxy-pyridin-2-vii-imidazol[2 1-b][1.3 4]thiadiazol-5-vil-
3-trifiuoromethyl-pyridin-Z-viaming;

ALV 2 4-Diflucro-N-[2-methoxy-5-(5-pyridazin-4-vl-imidazof2 1-

bli1.3. 4lthiadiazol-2-vl-pyridin-3-vl]-benzenesulionamide;

{(XLIX) 5-18-(4-Methanesulfonvi-phenvl-imidazol2 1-blf1,3 4}thiadiazol-2-
ylil-3-trifivoromethyl-pyridin-2-viamine;

L) 5-15-{§-Fluorga-pyridin-3-v-imidazol2 1-bi[1,3 4ithiadiazol-2-vI1-3-
trifiuoromethyi-pyridin-2-viamine; and

(L1 4-[2-{B-Amino-5-trifluoromethvl-pyridin-3-vi-imidazo[2,1-

bli1.2, 4lthiadiazol-5-vil-2-methoxy-benzolc acid methyl ester,
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Z@. A compound of formula | as defined in any one of Claims 1 fo 68, or a
pharmaceutically acceptable ester, amide, soivate or salt thereof as defined in

claim 1, for use as a pharmaceutical.

8%, A pharmaceutical formulation including a compound of formula |, as
defined in any one of Claims 1 to 68, or a pharmaceutically acceptable ester,
amide, solvate or salt thereof as defined in claim 1, in admixture with a

pharmaceutically acceptable adjuvant, diluent or carrier.

98, A compound, as defined in any one of Claims 1 to 88 but without the
provisos, or a pharmaceutically acceptable ester, amide, solvate or salt thereof as
defined in claim 1, for use in the treatment of a disease in which inhibition of a

Pi3-K is desired and/or required.

108. Use of a compound of formula |, as defined in any one of Claims 1 to §& but
without the provisos, or a pharmaceutically acceptable ester, amide, solvate or
salt thereof as defined in claim 1, for the manufacture of a medicament for the

treatment of a disease in which inhibition of a PI3-K is desired and/or required.

1140, A compound as claimed in Claim 38 or a use as claimed in Ciaim 108,
wherein the disease is cancer, an immune disorder, a cardiovascular disease, a
viral infection, inflammation, a metabolism/endocrine function disorder, a
neurological disorder, an obstructive airways disease, an allergic disease, an
inflammatory disease, immunosuppression, a disorder commonly connected with
organ transplantation, an AlDS-related disease, benign prostate hyperplasia,
familial adenomatosis, polyposis, neuro-fibromatosis, psoriasis, a bone disorder,
atherosclerosis, vascular smooth cell proliferation associated  with
atherosclerosis, puimonary fibrosis, arthritis glomerulonephritis and post-surgical
stenosis, restenosis, stroke, diabetes, hepatomegaly, Alzheimer’'s disease, cystic
fibrosis, a hormone-related disease, an immunodeficiency disorder, a destructive
bone disorder, an infectious disease, a condition associated with cell death,
thrombin-induced platelet aggregation, chronic myelogenous leukaemia, liver
disease, a pathologic immune condition involving T cell activation, CNS

disorders, and other associated diseases.

95



10

15

20

25

30

1244. A combination product comprising:

(A) a compound of formula | as defined in any one of Claims 1 to §5 but without
the provisos, or a pharmaceutically-acceptable ester, amide, solvate or salt
thereof as defined in claim 1; and

(B) another therapeutic agent that is useful in the treatment of cancer and/or a
proliferative disease,

wherein each of components (A) and (B) is formulated in admixture with a

pharmaceutically-acceptable adjuvant, diluent or carrier.

1342.A process for the preparation of a compound of formula | as defined in
Claim 1 or a pharmaceutically acceptable ester, amide, solvate or salt thereof as
defined in claim 1, which process comprises:

(i) reaction of a corresponding compound of formula I,

R;<S\]’//N R
\N/N Y/, _ i
L‘l
wherein L represents a suitable leaving group, and R’ and R* are as defined in
Claim 1, with a compound of formuia il
L%R® 14
wherein L? represents a suitable group, and R” is as defined in Claim 1;

(i) reaction of a compound of formula 1V,

S N
LT e
N w_ /R \Y
N/
R3
wherein L° represents a suitable leaving group, and R? and R® are as defined in
Claim 1, with a compound of formula V,
R'-L* \Y

wherein L* represents a suitable leaving group;
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(i) for compounds of formula | in which there is a Q' to Q° substituent present, in
which such groups represent -OR'% or -OR®, as appropriate, in which R™* and
R?® do not represent hydrogen, reaction of a corresponding compound of formula
| in which there is a Q' to Q° present, which represents -OR™ and -OR® (as
appropriate), in which R™ and R?® do represent hydrogen, with a compound of
formuta Vi,
R*-L° \Y%

wherein LY represents a suitable leaving group and R* represents R' or R¥ (as

appropriate), provided that it does not represent hydrogen.

1443. A process for the preparation of a pharmaceutical formuiation as defined
in Claim &%, which process comprises bringing into association a compound of
formula |, as defined in any one of one of Claims 1 to 65, or a pharmaceutically
acceptable ester, amide, solvate or salt thereof as defined in claim 1 with a

pharmaceutically-acceptable adjuvant, diluent or carrier.

1544. A process for the preparation of a combination product as defined in Claim
1244, which process comprises bringing into association a compound of formula
I, as defined in any one of Claims 1 to 85 buf without the provisos, or a
pharmaceutically acceptable ester, amide, solvate or salt thereof as defined in
claim 1 with the other therapeutic agent that is useful in the treatment of cancer
and/or a proliferative disease, and at least one pharmaceutically-acceptable

adjuvant, diluent or carrier.
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