wO 2008/115433 A1 |00 000 00O 0

A relatively non-toxic desazadesferrithiocin anal og
having the fornmula (1): wherein: RlL, R2, R4 and R5 nay
be the sane or different and may be H, straight or
(120 MAB REUOBARAFPLECATYON PIZBLISHEDUNDER THE PEBIINI @OORERATBON TREATY (PCT)

e.g., methyl, ethyl, propyl-

rV --\

d butyl, or arylalkyl

(19) wia Ii,ﬁurecthmr@w Opg?fntzz{tﬁg /[: n‘\m\ rocarh

POr t iiQ8ndiiSnabhir&h gh
group having up to 14 car

(a®iTRgrnatideadBubh@vibiate
25 September 2008 (25.09.2008)

PCT

#<

| and the al kyl
IJIHIHHIIIFHifIIIIHIIIIIHiIIIIHHIiHIIIEIIIIII&IJHﬁIIIIIIIIIIIIII|I|I|||II|||I||II|

onms, R2 optionally
(10) International Publication Number

WO 2008/115433 Al

(51) International Patent Classification:
CO7D 277/10 (2006.01) AGIP 39/04 (2006.01)
AGIK 31/426 (2006.01)

(21) International Application Number:

PCT/US2008/003433
(22) International Filing Date: 14 March 2008 (14.03.2008)
(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:
60/966,539 15 March 2007 (15.03.2007) US
60/929,018 8 June 2007 (08.06.2007) US

(71) Applicant (for all designated States except US): UNIVER-
SITY OF FLORIDA [US/US]; 223 Grinter Hall, P.O. Box
115500, Gainesville, FL 32611-5500 (US).

(72) Inventor; and

(75) Inventor/Applicant (for US only): BERGERON, Ray-
mond, J. [US/US]; 6220 NW 56th Lane, Gainesville, FL.
32653-3117 (US).

(74) Agent: EL-HAYEK, Roque; Wolf, Greenfield & Sacks,
P.C., 600 Atlantic Avenue, Boston, MA 02210-2206 (US).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AOQ, AT, AU, AZ,BA, BB, BG, BH, BR, BW, BY, BZ, CA,
CH, CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE,
EG, ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID,
1L, IN, IS, JP, KE, KG, KM, KN, KP, KR, KZ, LA, LC,
LK, LR, LS, LT, LU, LY, MA, MD, ME, MG, MK, MN,
MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH,
PL, PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, SV,
SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN,
ZA, 7M, 7ZW.
(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB,GR, HR, HU, IE, IS, IT, LT, LU, LV, MC, MT, NL,

[Continued on next page]

(54) Title: DESFERRITHIOCIN POLYETHER ANALOGUES

Ry

OH
Ry N o Ca
S

Ry

OH
[:¥ =N 2
s

COOH —_—— COOR
4 Ry=H,Ry=OH 10 Ry=H,R, = OH, R=iPr
7 Ry=OH, R, =H 11 R;=OH, Ry =H,R=Et
b, c
b,c
0/\/0\
,\/O\/\o OH
OH o
N N &
N ( o jcooa
=N o by
5./ YCOOR 07
13 R=Et 12 R=iPr
e R=H 6 R=H
Figure 5

Scheme 1. Syrithesis of ($)-5-(HO)-DADFT-PE (6) and (5)-3'-(HO)-DADFT-PE (9).

? Reagents and conditions: (a) Etl/i-Prl (1.8 equiv), DIEA (1.8 equiv), DMF, rt, 8 d,
quant.; (b) CH3{O(CH,);)30H (1.0 equiv), DIPAD (1.2 equiv), PPh; (1.2 equiv), dry
THF, 5 °C, 1 d, 52% (12), 25% (13); (c) 50% NaOH (13 equiv), CH;OH, 2 N HCL rt,

97% (6), 60% (9).
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(57) Abstract: A relatively non-toxic desazadesfer-
rithiocin analog having the formula (I): wherein: R,
R,, R, and Rs may be the same or different and may
be H, straight or branched chain alkyl having up to 14
carbon atoms, e.g., methyl, ethyl, propyl and butyl,
or arylalkyl wherein the aryl portion is hydrocarbyl
and the alkyl portion is straight or branched chain,
the arylalkyl group having up to 14 carbon atoms, R2
optionally being alkoxy having up to 14 carbon atoms;
R; is [(CH,),-Olx-[(CH,),-Ol;-alkyl; n is, independently,
an integer from 1 to 8; x is an integer from 1 to 8; y is an
integer from O to 8, and R;O may occupy any position
on the phenyl ring except the 4-position, or a salt, hydrate
or solvate thereof; and methods and compositions for
treating the effects of trivalent metal, i.e., iron, overload.



up to 14 carbon atons; R3 is
[(CH2))n-Ox-[(CH2)n-Q y-al kyl; nis, independently, an
integer from1l to 8 x is an integer from 1 [

08, yis
an i nt egeW) 2008/ P1.5433nAR30 |MWIIIIMIHHHHMIIIHNIHI_I||II|||II|I||||I|III|||II||||I|I|I|||II|||I||II|
————peer%+eﬁ—eﬁ—%he—ﬁheﬁy+—%+ﬁg—e*eeﬁ%—%he—A—ﬁeerffeﬁ——ef—————————

a salt, drate or solvate thereof; and nethods and

Nﬁg AS‘*&?G AL he ehie BAEGES of, brlvalent
ver



