wO 2006/063470 A1 |10 0 OO0 000 R 0

| sol ated netabolites of the cyclosporine anal og | SA247

are di scl osed,
preparation.

including in vitronethods for their
The netabolites conprise a cheni cal

(12NIERNEHONOINARHLICASAOM T BLIMHFDSINDER WHE RAGINT I COQPERATION TREATY (PCT)

(19) WoFld ryiellegugl PatpeanOrseigiesive t (AR
epoxilgendigrahBréapn, and

phosphoryl ation, sulfatio
(43) International Publication Date

22 June 2006 (22.06.2006)

oM the group consisting

‘ M 0 S O O

(10) International Publication Number

WO 2006/063470 Al

(51) International Patent Classification:
CO7K 7/64 (2006.01) CI2P 21/04 (2006.01)
AGIK 38/13 (2006.01)

(21) International Application Number:
PCT/CA2005/001926

(22) International Filing Date:
19 December 2005 (19.12.2005)

English
English

(25) Filing Language:
(26) Publication Language:

(30) Priority Data:
60/637,392 17 December 2004 (17.12.2004) US

(71) Applicant (for all designated States except US):
ISOTECHNIKA INC. [CA/CA]; 2100 College Plaza,
8215 - 112th Street, Edmonton, Alberta T6J 2C9 (CA).

(72) Inventors; and

(75) Inventors/Applicants (for US only): ABEL, Mark, D.
[CA/CA]; 11530 9A Avenue, Edmond, Alberta T6J 7B2
(CA). FOSTER, Robert, T. [CA/CA]; 34 Westbrook
Drive, Edmonton, Alberta T6J 2C9 (CA). FREITAG,

(74)

(81)

Derrick, G. [CA/CA]; 55 Ridgemont Crescent, Sherwood
Park, Edmonton, Alberta T8A 5N1 (CA). TREPANIER,
Daniel, J. [CA/CA]; 1417 Haswell Place, Edmonton, Al-
berta T6R 3E1 (CA). SUGIYAMA, Shin [CA/CA]; #20,
10755-81st Avenue, Edmonton, Alberta T6E 1Y2 (CA).
JAYARAMAN, Seetharaman [CA/CA];, 11812 - 13
Avenue, Edmonton, Alberta T6J 7E9 (CA). YATSCOFF,
Randall, W. [CA/CA]; 1596 Hector Road, Edmonton,
Alberta T6R 275 (CA).

Agents: MITCHELL, Richard, J. et al.; c/o Marks &
Clerk, P.O. Box 957, Station B., Ottawa, Ontario K1P 587
(CA).

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,
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI,
GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE,
KG, KM, KN, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV,
LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NG, NI,
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG,

[Continued on next page]

(54) Title: METABOLITES OF CYCLOSPORIN ANALOGS

E,ZYSA 247

(57) Abstract: Isolated metabolites of the
cyclosporine analog ISA247 are disclosed,
including in vitro methods for their prepa-
ration. The metabolites comprise a chemical
modification of ISA247, wherein the
modification is at least one reaction selected
from the group consisting of hydroxylation,
N-demethylation, diol formation, epoxide
formation, and intramolecular cyclization
phosphorylation,  sulfation, glucuronide
formation and glycosylation. Methods of
preparation include semi-synthetic methods,
wherein metabolites of ISA247 are produced
from the microsomal extracts of animal liver
cells, or.from cultures using microorganisms,
and completely synthetic methods, such as
chemically modifying the parent compound
or isolated metabolites using organic
synthetic methods.
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