2005/049609 A1 I} 1A 0 00 0 010 O

The present

i nvention provides an cycl oal kyl

derivative of 3-hydroxy-4-pyridi none which is useful

for the chelation of netal

i ons such as

iron. Its

(up INQEIRN&II'ONNL BSPRILICSEON BURIESBIED UDGER THR PHENT ICOPPBRATIONEREATY (PCT)

ﬁ%%@’ onc ns t he renD al of iron in chem cal and
6 gﬁfl’ug § ﬁ%erfyncl ,"7‘!?.“ ating agents having
the for lon N, Wherein ( ) |||I|||ﬂ||||l‘|||||1||ﬂm||||ﬂ||||11|N1|'|||H||‘|1||||1|I|ﬂﬂ|f||||||||||||||||||||||||||||

|sTW|tht

ow so tI%
e b

nyI nor p oI|nyI

ISO

%t? o cycl I ng s %,ter%naqlﬁuﬁwanon Number
pyrrol i di ny ‘&?619]9 Al

. ST TThe group pi p(%
ﬁ% afgﬁtl q\ﬁﬁ%&lw 'Ph Sﬁ?lt Ezaé)t%

|s C3-C6 cycl oal kyl ;

(21) International Application Number:
PCT/CA2004/001986

(22) International Filing Date:
18 November 2004 (18.11.2004)

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:

529657 20 November 2003 (20.11.2003) NZ
(71) Applicant (for all designated States except US): APOTEX
INC. [CA/CA]; 150 Signet Drive, Toronto, Ontario MIL

1T9 (CA).

M, Tim, Fat
, Ontario L4L

Lt —

ISHVQ l")@)§dbr1

Yis sel ect emf@grrsﬁl > MIEHM RCA/CAT 948 Duncannon

Drive, Pickering, Ontano L1X 2P3 (CA). LI, Wanren
[CA/CA]; 2645 Kipling Avenue, Apt. 1611, Etobicoke,
Ontario M9V 386 (CA). WANG, Yingsheng [CA/CA]; 15
Brendwin Road, Toronto, Ontario M6N 4V6 (CA). ZHAO,
Yanqing [CA/CA]; 1875 Steeles Avenue West, Apt. 106,
Toronto, Ontario M3H 5T7 (CA). SHAH, Birenkumar
Hasmukhbhai [IN/CA]; 1130 Wilson Avenue, Apt. #803,
North York, Ontario M3M 1K3 (CA).

(74) Agent: HUGHES, Ivor, M.; Barrister & Solicitor, Patent
& Trademark Agents, 175 Commerce Valley Drive West,

Suite 200, Thornhill, Ontario L3T 7P6 (CA).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,

AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,

[Continued on next page]

(54) Title: CYCLOALKYL DERIVATIVES OF 3-HYDROXY -4-PYRIDINONES

Job's Plot for Apo6622

[Fe™ L * [AP06622];y,; = Constant = 8x107* W

Solvent: 0.1 M MOPS pH=7.4 Buffer

(57) Abstract: The present inven-
tion provides an cycloalkyl derivative
of 3-hydroxy-4-pyridinone which
is useful for the chelation of metal
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ions such as iron. Its preparation
and use is described. In particular,
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the invention concerns the removal
of iron in chemical and biological
systems including chelating agents

\ having the formula (I); wherein R!
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or R! is T with the proviso that R?
is W; or R! is X with the proviso
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that R 2 R’ N when taken together
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form a heterocyclic ring selected

from piperidinyl,  morpholinyl,
\ pyrrolidinyl or piperazinyl, wherein
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the group piperidinyl, morpholinyl,
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pyrrolidinyl or piperazinyl is either
unsubstituted or substituted with one
to three C; to Cq alkyl groups. X
is C3-Cq cycloalkyl; Y is selected
from the group consisting of C; to
Cs cycloalkyl; C; to C¢ alkyl, and
C; to Cg alkyl monosubstituted with
a C5-C¢ cycloalkyl; T is C; to Cg
alkyl; W is C;-Cy4 cycloalkyl; R3 is
selected from the group consisting
of hydrogen and C,; to Cq alkyl; R*
is selected from the group consisting
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of hydrogen and C, to Cg alkyl; R? is selected from the group consisting of hydrogen and C; to Cg alkyl; and its pharmaceutically
acceptable salt thereof. Pharmaceutical compositions of such compounds are useful in the removal of excess body iron from
patients with iron overload diseases.
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