Office de la Propriete Canadian CA 2647472 A1 2007/10/11

Intellectuelle Intellectual Property
du Canada Office (21) 2 647 472
v organisme An agency of 12y DEMANDE DE BREVET CANADIEN
d'Industrie Canada Industry Canada CANADIAN PATENT APPLICATION
13) A1
(86) Date de dépét PCT/PCT Filing Date: 2007/03/29 (51) Cl.Int./Int.Cl. CO7D 285/70(2006.01),
(87) Date publication PCT/PCT Publication Date: 2007/10/11 ABTK 31/433(2000.01), A67F 3/10(2000.01),

COrD 417/70(2006.01)

(85) Entree phase nationale/National Entry: 2008/09/26 . _
(71) Demandeur/Applicant:
(86) N° demande PCT/PCT Application No.: US 2007/065421 NOVARTIS AG, CH
(87) N° publication PCT/PCT Publication No.: 200//115058 (72) Inventeurs/Inventors:
(30) Priorité/Priority: 2006/03/31 (US60/788,502) NEUBERT, ALAN, US;
BARNES, DAVID, US;

KWAK, YOUNG-SHIN, US;

NAKAJIMA, KATSUIVIASA US;
BEBERNITZ, GREGORY RAYMON:), US;
COPPOLA GARY MARK, US;

(74) Agent: FETHERSTONHAUGH & CO.

(54) Titre : COMPOSES ORGANIQUES
(54) Title: THIADIAZOLIDINONE INHIBITORS OF PTPASE

(1)

Ry

r—O

(57) Abréegée/Abstract:

Compounds of the formula (l) are inhibitors of protein tyrosine phosphatases (P TPases) and, thus, may be employed for the
treatment of conditions mediated by P TPase activity. The compounds of the present invention may also be employed as inhibitors
of other enzymes characterized with a phosphotyrosine binding region such as the SHZ2 domain Accordingly, the compounds of
formula (1) may be employed for prevention and/or treatment of insulin resistance associated with obesity, glucose intolerance,
diabetes mellitus, hypertension and ischemic diseases of the large and small blood vessels, conditions that accompany type-2
diabetes, |nclud|ng hyperlipidemia, hypertriglyceridemia, atherosclerosis, vascular restenosis, |rr|table bowel syndrome, pancreatitis,
adipose ceII tumors and carcinomas such as liposarcoma, dysllpldemla and other dlsorders where Insulin resistance Is indicated.
In addition, the compounds of the present Invention may be employed to treat and/or prevent cancer, osteoporosis,
musculoskeletal, neurodegenerative and infectious diseases, and diseases Involving inflammation and the immune system.

<o
SoTEEN S /7

e

' A

3 '_{,-.Tl'.
o~

C an a d a http:vopic.ge.ca - Ottawa-Hull K1A 0C9 - atp.//cipo.ge.ca OPIC

OPIC - CIPO 191




(72) Inventeurs(suite)/Inventors(continued): KIRMAN, LOUIS

TOPIOL, SIDNEY WOLF, US; V

=DANAN

DA, THALATHTHANI RALALAGE, US; WAR

CA 2647472 A1 2007/10/11

(21) 2047 472

=ING, JAM

=S

13) A1

=, US; SERRANO-WU, MICHAEL H., US; STAMS, TRAVIS, US;

RICHARD, US



7/115058 A3 0V A0 D 010 A 0 A AR AR

—

WO

CA 02647472 2008-09-26

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization [4

International Bureau

(43) International Publication Date
11 October 2007 (11.10.2007)

(51) International Patent Classification:
CO7D 285/10 (2006.01) AG6IP 3/10 (2006.01)
CO7D 417/10 (2006.01) A6IK 31/433 (2006.01)

(21) International Application Number:
PCT/US2007/065421

(22) International Filing Date: 29 March 2007 (29.03.2007)

(25) Filing Language: English

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

60/788,502 31 March 2006 (31.03.2006) US

(71) Applicant (for all designated States except US): NOVAR -
TIS AG [CH/CH]; Lichtstrasse 35, 4056 Basel (CH).

(71) Applicant (for AT only): NOVARTIS PHARMA GmbH
[AT/AT]; Brunner Strasse 59, A-1230 Vienna (AT).

(72) Inventors; and

(75) Inventors/Applicants (for US only): NEUBERT, Alan
|[US/US]J; 103 Dodge Avenue, North Attleborough, Mass-
achusetts 02760 (US). BARNES, David [US/US]; 237
Varick Road, Waban, Massachusetts 02468 (US). KWAK,
Young-shin [KR/US]; 58 Blossomcrest Road, Lexington,
Massachusetts 02421 (US). NAKAJIMA, Katsumasa
[JP/US]; 19 Nassau Drive, Winchester, Massachusetts
01890 (US). BEBERNITZ, Gregory Raymond [US/US];
24 Lanes End, Stow, Massachusetts 01775 (US). COP-
POLA, Gary Mark [US/US]; 18 Aldersgate Circle,
Budd Lake, New Jersey 07828 (US). KIRMAN, Louise
|GB/US]; 35 Elmwood Road, Swampscott, Massachusetts
01907 (US). SERRANO-WU, Michael H. [US/US]; 4
Elizabeth Road, Belmont, Massachusetts 02478 (US).
STAMS, Travis [US/US]; 23 Robinwood Lane, Stow,

(54) Title: THIADIAZOLIDINONE INHIBITORS OF PTPASE

(10) International Publication Number

WO 2007/115058 A3

Massachusetts 01775 (US). TOPIOL, Sidney Wolf
[US/US]; 15 Lafayette Place, Fair Lawn, New Jersey
07410 (US). VEDANANDA, Thalaththani Ralalage
[US/US]; 4 Cox Lane, Shrewsbury, Massachusetts 01545
(US). WAREING, James Richard [US/US]; 9 Cricket
Court, Stow, Massachusetts 01775 (US).
(74) Agent: FERRARO, Gregory D.; Novartis, Corporate In-
tellectual Property, One Health Plaza, East Hanover, NJ
07936-1080 (US).
(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BH, 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, GT, HN, HR, HU, ID, IL, 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, 7ZM, ZW.
(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,
/W), Burasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EL, ES, I'l,
FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, MT, NL, PL,
PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CE, CG, CI, CM,
GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG).

Published:

with international search report

before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments

(88) Date of publication of the international search report:
20 March 2008

(57) Abstract: Compounds of the formula (I) are inhibitors of protein tyrosine

R, phosphatases (PTPases) and, thus, may be employed for the treatment of condi-

O O tions mediated by PTPase activity. The compounds of the present invention may
N\ Q also be employed as inhibitors of other enzymes characterized with a phospho-
/S\ tyrosine binding region such as the SH2 domain Accordingly, the compounds of
HN N formula (I) may be employed for prevention and/or treatment of insulin resistance
associated with obesity, glucose intolerance, diabetes mellitus, hypertension and

O Rz ischemic diseases of the large and small blood vessels, conditions that accompany

O R;‘/ (h type-2 diabetes, including hyperlipidemia, hypertriglyceridemia, atherosclerosis,

vascular restenosis, irritable bowel syndrome, pancreatitis, adipose cell tumors
and carcinomas such as liposarcoma, dyslipidemia, and other disorders where insulin resistance is indicated. In addition, the com-
@ pounds of the present invention may be employed to treat and/or prevent cancer, osteoporosis, musculoskeletal, neurodegenerative
&\ and infectious diseases, and diseases involving inflammation and the immune system.



CA 02647472 2008-09-26
WO 2007/115058 PCT/US2007/065421

QOrganic Compounds

The present invention relates to thiadiazolidinone derivatives, pharmaceutical compositions
cbntaining such compounds, methods of making such and methods of treating conditions

mediated by protein tyrosine phosphatases by employing such compounds.

Accordingly, the present invention provides compounds of the formula
R3

O~:~S¢° Q
VN
HN N ()
Rz
O) R i,_,..-0
wherein
Q is:
) =X, or

i) —Y~(CHo)x-(CRaRs)s-(CHa)m-Z-X in which

Y is oxygen or S(O), in which q is zero or an integer of 1 or 2; or

Y is -C=C- or -C=C-; or

Y is cyclopropyl or

Y Is absent;

n and m are, independently from each other, zero or an integer from 1 to 8;

Rg and Ry are, independently from each other, hydrogen, hydroxyl, alkoxy, alkanoyl,

alkanoylamino, alkoxycarbonyl, aralkyl, heteroaryl, heterocyclyl, carbamoyl, aryl, or alkyl; or

Rg and Ry combined are alkylene which together with the carbon atom to which they
are attached form a 3- to 7-membered ring;

D i$ zero or an integer selected from 1 or 2

Z is absent;

Z is —C(0)-0O—; or

Zis =C(Q)—,; or

Z is —C(O)-NRa-alkylene— or —C({0O)-NRa-alkylene-O—, wherein Rais H or lower
alkyl; or

Zis —CO-NRo-(CH;),~(CRgRg)p~(CH2) =, or =C(O)-NRa-(CH3z)a-(CReRg ) (CH2)m -

O-, wherein p' is zero or an integer of 1, 0’ and m’ are, independently from each
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other, zero or an integer from 1 to 8, Rg and Ry are, independently from each
other, hydrogen or lower alkyl, Ra is H or lower alkyl; or

Z is —-NRa’-C(Q)—, or -NRo’-C(0)-O—, wherein Ra’ is H or lower alkyl, or Ra’ and Ry
combined are alkylene which together with the carbon atom to which they are
attached form a 3- to 7-membered ring; or |

Z is ~C{O)-NH-NH-C(0)-O-; or

Z is —S(0)—, or -S(0)—; or |

Z is -NRB-S(0O),— , wherein R is H, lower alkyl, or R and Ry combined are alkylene
which together with the carbon atom to which they are attached form a 3- to 7-
membered rnng; or

Z is ~NH-S(0)~NH-C({Q)-O—; or

Z is -NRy-C(O)-NRy'—; wherein Ry' is H, alkyl, aryl, heterocyclyl or lower alkoxy and
Ry is H, lower alkyl, or Ry and Re combined are alkylene which together with the
carbon atom to which they are attached form a 3- to 7-membered ring; -or Ry' and
X combined are alkylene which together with the carbon atom to which _they are
attached form a 3- to 7-membered ring or

Z is -NR1-C(O)-NH-S(0O),~, wherein Rt is H or lower alkyl, |

X is hydrogen, hydroxy, NH-, halogen, substituted or unsubstituted alkoxy,
substituted or unsubstituted alkylthio, substituted or unsubstituted alkyl, -S(O)-
OH, substituted or unsubstituted alkyl, substituted or unsubstituted cycloalkyl,
substituted or unsubstituted cycloalkoxy, substituted or unsubstituted acyl,
substituted or unsubstituted acyloxy, substituted or unsubstituted cérbamoyl,
optionally substituted amino, cyano, trifluoromethyl, carboxy, substituted or
unsubstituted esterified carboxy, substituted or unsubstituted heterocyclyl,
substituted or unsubstituted heterocyclooxy, substituted or unsubstituted
heteroaryl, substituted or unsubstituted heteroaralkyl, substituted or unsubstituted
aryl, substituted or unsubstituted aralkyl, substituted or unsubstituted aralkoxy,
substituted or unsubstituted aryloxy, substituted or unsubstituted aralkylthio,
substituted or unsubstituted arylthio, wherein the alkyl, cycloalkyl, aryl, heteroaryl
and heterocylclyl groups are unsubstituted or optionally substituted by 1, 2, 3, 4,

or 5 susbtituents:

R, is hydrogen, -C{O)R,, -C(O)NRsRg or -C(O)OR; in which
R; and Rs are, independently from each other, hydrogen, cycloalkyl, aryl, |
heterocyclyl, aralkyl, heteroaralkyl or alkyl, optionally substituted with one to four



CA 02647472 2008-09-26
WO 2007/115058 PCT/US2007/065421

substituents selected from the group consisting of halogen, ¢cycloalkyl,
cycloalkoxy, alkoxy, alkyloxyalkoxy, amino, alkylamino, dialkylamino, aryl, aryloxy
and heterocyclyl; '

Rs and Ry are, independently from each other, cycloalkyl, aryl, heterocyclyl, aralkyl,
heteroaralkyl or alkyl, optionally substituted with one to four substituents selected
from the group consisting of halogen, cycloalkyi, cycloalkoxy, alkoxy,
alkyloxyalkoxy, amino, alkylamino, dialkylamino, aryl, aryloxy and heterocyclyl;

R, and R; are, independently from each other, hydrogen, halogen, (C4.3)alkyl or
(C1.3)alkoxy;

or a pharmaceutically acceptable salt thereof,

and whereinn+m+pis>1oris 0, when X is aryl, and Y and £ are absent,
n+m+pis not 0 when X is -O-aryl, and Y and Z are absent, or
n+m+pisnot 0 when X is =S-aryl, and Y and £ are absent, or
n+m+pis not 0 when X is —CHz-aryl, and Y and Z are absent, or
n+m+pisnot0when X is aryl,- Zis absentand Yis =O-o0r Y is =S—, or
wherein Q cannot be —CH;-aryl, —S-aryl or -O-aryl.

Prefrably, the orientation of the Z fonction i1s with the X group on the right side of the listed
function -Z2>X e.g. Zis =NRo'-C{O)- means Z is ~NRa'-C(O)—X.

The compounds of the present invention are inhibitors of protein tyrosine phosphatases
(PTPases), in particular, the compounds of formula (I} inhibit PTPase-1B (PTP-1B} and T-
cell PTPase (TC PTP) and, thus, may be employed for the treatment of conditions mediated
by PTPase activity. Accordingly, the compounds of formula (/) may be employed for
treatment of insulin resistance, glucose intolerance, obesity, diabetes mellitus, hypertension
and ischemic diseases of the large and small blood vessels, conditions accompanying type 2
diabetes including dyslipidemia, e.g., hyperlipidemia and hypertriglyceridemia,
atherosclerosis, vascular restenosis, irritable bowel syndrome, pancreatitis, adipose celi
tumors and carcinomas such as liposarcoma, dyslipidemia, and other disorders where
Insulin resistance is indicated. In addition, the compounds of the present invention may be

employed to treat cancer, osteoporosis, musculoskeletal, neurodegenerative and infectious

diseases, and diseases involving inflammation and the immune system.
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Listed below are definitions of various terms used to describe the compounds of the instant
invention. These definitions apply to the terms as they are used throughout the specification
unless they are otherwise limited in specific instances either individually or as part of a larger
group. In general, whenever an alkyl group is referred to as a part of the structure, an

optionally substituted alkyl is also indended.

Accordingly, the term "optiohally substituted alkyl" refers to unsubstituted or substitutea
straight or branched chain hydrocarbon groups having 1 to 20 carbon atoms, preferably 1 to
8 carbon atoms. Exemplary unsubstituted alky! groups include methyi, ethyl, propyl,
isopropyl, n-butyl, {-butyl, isobutyl, pentyl, hexyl, isohexyl, heptyl, 4,4-dimethyipentyl, octyl
and the like. Substituted alkyl groups include, but are not limited to, alkyl groups substituted
by one or more of the following groups: halogen, hydroxy, cycloalkyl, cycloalkoxy, acyl,
acyloxy, alkoxy, alkyloxyalkoxy, alkanoyloxy, amino, alkylamino, dialkylamino, acylamino,
carbamoyl, thiol, alkylthio, alkylthiono, sulfonyl, sulfonamido, sulfamoyl, nitro, cyano, free or
esterified carboxy, aryl, aryloxy, arylthio, alkehyl, alkynyl, aralkoxy, heteroaraloxy,
heterocyclyl and heterocyclyloxy including indolyl, imidazolyl, furyl, thienyl, thiazolyl,
pyrfolidyl, pyridyl, pyrimidyl, piperidyl, morpholinyl and the like.

The term “lower alkyl” refers to any of the above alkyl groups as described above having 1 to
8, preferably 1 to 4 carbon atoms.

The term "halogen” or "halo" refers to fluorine, chlorine, bromine and iodine.

The term "alkenyl" refers to any of the above alkyl groups having at least 2 carbon atoms
and containing a carbon to carbon double bond at the point of attachment. Groups having 2

to 8 carbon atoms are preferred.

The term "alkynyl" refers to any of the above alkyl groups having at least two carbon atoms

and containing a carbon to carbon triple bond at the point of attachment. Groups having 2 to

8 carbon atoms are preferred.

The term "alkylené“ refers to a straight-chain bridge of 2-6 carbon atoms connected by
single bonds, e.g., -(CH;)x-, wherein x is 2-6, which may be interrupted with one or more
heteroatoms selected from O, S, S(0), S(0O); or NR”, wherein R" may be hydrogen, alkyl,
cycloalkyl, aryl, heterocyclyl, aralkyl, heteroaralkyl, acyl, carbamoyl, sulfonyl, alkoxycarbonyl,
aryloxycarbonyl or aralkoxycarbonyl and the like; and the alkylene may further be substituted
with one or more substituents selected from hydroxy, halogen, cyano, nitro, alkoxy, alkylthio,
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alkylthiono, sulfonyl, free or esterified carboxy, carbamoyl, sulfamoyl, optionally substituted
amino, cycloalkyl, aryl, heterocyclyl, alkenyl, alkynyl or (C,.g)alkyl optionally substituted with
one to four substituents selected from the group consisting of halogen, hydroxy, cycloalkyl,
cycloalkoxy, acvyl, acyloxy, alkoxy, alkyloxyalkoxy, amino, alkylamino, dialkylamino,
acylamino, carbamoyl, thiol, alkylthio, alkylthiono, sulfonyl, sulfonamido, sulfamoyl, nitro,
cyano, free or esterified carboxy, aryl, aryloxy, arylthio, alkenyl, alkynyl, aralkoxy,
heteroaralkoxy, heterocyclyl, heterocyclyloxy and the like.

The term "cycloalkyl" refers to optionally substituted monocyclic, bicyclic or tricyclic
hydrocarbon groups of 3 to 12 carbon atoms, each of which may be substituted by one or
more substituents such as alkyl, halo, oxo, hydroxy, alkoxy, alkanoyl, acylamino, carbamoyi,
alkylamino, dialkylamino, thiol, alkylthio, nitro, cyano, carboxy, carboxyalkyl,

aikoxycarbonylamino, alkoxycarbonyl, sulfonyl, sulfonamido, sulfamoyl, heterocyclyl and the
like.

Exempiary monocyclic hydrocarbon groups include but are not limited to cyclopropyl,
cyclobutyl, cyclopentyl, cyclopentenyl, cyclohexyl and cyclohexenyl and the like.

Exemplary bicyclic hydrbcarbon groups include bornyl, indyl, hexahydroindyl,
tetrahydronaphthyl, decahydronaphthyl, bicyclo[2.1.1]hexyl, bicyclo[2.2.1]heptyl,
bicyclo[2.2.1]heptenyl, 6,6-dimethylbicyclo[3.1.1]heptyl, 2,6,6-trimethylbicyclo[3.1.1]heptyl,
bicyclo[2.2.2]octyl and the like.

Exemplary tricyclic hydrocarbon groups include adamantyi and the like.

The term "alkoxy" refers to alkyl-O-.
The term "alkanoyl” refers to alkyl-C(O)-.
The term "alkanoyloxy" refers to alkyl-C{Q)-O-.

The terms "alkylamino” and "dialkylamino" refer to alkyl-NH- and (alkyl),N-, respectively.

The term "alkanoylamino" refers to alkyl-C{O)-NH-.

The term "alkylthio" refers to alkyl-S-.

The term “alkylaminothiocarbonyl” refers to alkyl-NHC(S)-.
The term "trialkylsilyl" refers to (alkyl)}:Si-.

The term "trialkylsilyloxy" refers to (alkyl)zSiO-.
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The term "alkylthiono" refers to alkyl-S(O)-.

The term “"alkylsulfonyl” refers to alkyl-S(O).-.

The term "alkoxycarbonyl" refers to alkyl-O-C(QO)-.
The term "alkoxycarbonylamino" refers to alkyl-O-C(Q)-NH-.
The term "alkoxycarbonyloxy" refers to alkyl-O-C(O)O-.

The term “carboxycarbonyl” refers to HO-C{O)C(O)-.

The term “carbamoyl” refers to H:NC(O)-, alkyl-NHC(O)-, (alkyl},NC(O)-, aryl-NHC(O)-,

alkyl(aryl)-NC(Q)-, heteroaryl-NHC{O)-, alkyl(heteroaryl)-NC(Q)-, aralkyl-NHC(QO)-,
alkyl{aralkyl)-NC(O)- and the like.

The term “sulfamoyl” refers to H,NS(O),-, alkyl-NHS(O).-, (alkyl):NS(O).-, aryl-NHS{O).-,
alkyl(aryl)-NS(O)2-, {(aryl}o.NS(O)2-, heteroaryl-NHS(O),-, aralkyl-NHS(O}),-, heteroaralkyl-
NHS(O),- and the like.

The term “sulfonamido” refers to alkyl-S(O),-NH-, aryl-S(Q).-NH-, aralkyl-S{O),-NH-,
heteroaryl-S{O),-NH-, heteroaralkyl-S(O),-NH-, alkyl-S{(O),-N{alkyl}-, aryl-S(O}),-N(alkyl)-,
aralkyl-S{(O).-N(alkyl)-, heteroaryl-S(O),-N(alkyl)-, heteroaralkyl-S{O).-N{alkyl)- and the like.

The term “sulfonyl” refers to alkylsulfonyl, arylsulfonyl, heteroarylsulfonyl, aralkylsulfonyl,
heteroaralkylsulfonyl and the like.

The term “sulfonate” or “sulfonyloxy” refers to alkyl-S(0),-O-, aryl-S(Q),-0-, aralkyl-S(O),-0-,
heteroaryl-S(0),-O-, heteroaralkyl-S(0),-O- and the like.

The term “optionally substituted amino” refers to a primary or secondary amino group which
may optionally be substituted by a substituent such as acyl, sulfonyl, alkoxycarbonyl,
cycloalkoxycarbonyl, aryloxycarbonyl, heteroaryloxycarbonyl, aralkoxycarbonyl,
heteroaralkoxycarbonyl, carboxycarbonyl, carbamoyl, alkylaminothiocarbonyl,
arylaminothiocarbonyl and the like.

The term "aryl" refers to monocyclic or bicyclic aromatic hydrocarbon groups having 6 to 12
carbon atoms in the ring portion, such as phenyl, naphthyl, tetrahydronaphthyl, biphenyl and

diphenyl groups, each of which may optionally be substituted by one to five substituents
such as alkyl, trifluoromethyl, halo, hydroxy, alkoxy, phenoxy, acyl, alkanoyl, alkanoyloxy,
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optionally substituted amino, thiol, alkylthio, nitro, cyano, carboxy, carboxyalkyl,

alkoxycarbonyl, carbamoyl, alkylthiono, sulfonyl, sulfonamido, sulfonate, heterocyclyl and the
like.

The term “monocyclic aryl” refers to optionally substituted phenyl as described under aryl.

- The term "aralky!" refers to an aryl group bonded directly through an alkyl group, such as
benzyl.

The term “aralkanoyl” refers to aralkyl-C{O)-.
The term "aralkylthio" refers to aralkyl-S-.
The term "aralkoxy" refers to an aryl group bonded directly through an alkoxy group.

The term "arylsulfonyl” refers to aryl-5(0),-.

The term "arylthio" refers to aryl-S-.
The term "aroyl" refers to aryl-C(O)-.
The term "aroylamino” refers to aryl-C{O)-NH-.

The term "aryloxycarbonyl" refers to aryl-O-C(O)-.

The term "heterocyclyl” or “heterocyclo” refers to an optionally substituted, aromatic, or a
partially or fully saturated nonaromatic cyclic group, for example, which is a 4- to /-
membered monocyclic, 7- to 12-membered bicyclic, or 10- to 15-membered tricyclic ring
system, which has at least one heteroatom in at least one carbon atom-containing ring.

Each ring of the heterocyclic group containing a heteroatom may have 1, 2 or 3 heteroatoms
selected from nitrogen atoms, oxygen atoms and sulfur atoms, where the nitrogen and suifur

heteroatoms may also optionally be oxidized. The heterocyclic group may be attached at a
heteroatom or a carbon atom.

Exemplary monocyclic heterocyclic groups include pyrrolidinyl, pyrrolyl, pyrazolyl, oxetanyl,
pyrazolinyl, imidazolyl, imidazolinyl, imidazolidinyl, oxazolyl, oxazolidinyl, isoxazolinyl,
isoxazolyl, thiazolyl, thiadiazolyl, thiazolidinyl (such as trioxothiadiazolidinyl; 1,1,4-trioxo-
1,2,5-thiadiazolidin-2-yl), isothiazolyl, isothiazolidinyl, furyl, tetrahydrofuryl, thienyl,
oxadiazolyl, piperidinyl, piperazinyl, 2-oxopiperazinyl, 2-oxopiperidinyl, 2-oxopyrrolodinyl,
2-oxoazepinyl, azepinyl, 4-piperidonyl, pyridyt, pyrazinyl, pyrimidinyl, pyridazinyl,
tetrahydropyranyl, dioxotetrahydrothiophen, morpholinyi, thiamorpholinyl, thiamorpholinyl
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sulfoxide, thiamorpholinyl sulfone, 1,3-dioxolane, 1,1-dioxo-1,2,5-thiadiazolidin-3-one, 1,1-
Dioxo-1,2-thiazinanyl (such as 1,1-Dioxo-1,2-thiazinan-3-yl), and tetrahydro-1, 1-dioxothienyl,
1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl and the like.

Exemplary bicyclic heterocyclic groups include indolyl, dihydroidolyl, benzothiazolyl,
benzoxaziny!, benzoxazolyl, benzothienyl, benzothiazinyl, quinuclidinyl, quinazoline (such as
1H-quinazoline-2,4-dione), quinolinyl, tetrahydroquinolinyl, decahydroquinolinyl,
isoquinolinyl, tetrahydroisoquinolinyl, decahydroisoquinolinyl, benzimidazolyl, benzopyranyil,
indolizinyl, benzofuryl, chromonyl, chromenenyl (such as 2-Oxo-2H-chomenenyl,), isoindole-
1,3-dione, coumarinyl, benzopyranyl, benzodiazepinyt, cinnolinyl, quinoxalinyl, indazolyl,
pyrrolopyridyi, furopyridinyl (such as furo{2,3-c]pyridinyl, furo{3,2-b]-pynidinyl] or
furo[2,3-b]pyridinyl), dihydroisoindolyl, 1,3-dioxo-1,3-dihydroiscindol-2-yl, dinydroguinazolinyl
(such as 3,4-dihydro-4-oxo-quinazolinyl), tetrahydroisoquinolinyl (such as 1,2,3,4-
tetrahydroisoquinoclin-3-yl), tetrahydro-benzo[blazepine (such as tetrahydro-
benzo[blazepinone, 1,34 5-tetrahydro-benzo[blazepin-2-one), phthalazinyl and the like.

Exemplary tricyclic heterocyclic groups include carbazolyl, dibénzoazepinyl, dithienoazepinyl,
benzindolyl, phenanthrolinyl, acridinyl, phenanthridinyl, phenoxazinyl, phenothiazinyl,
xanthenyl, carbolinyl and the like. |

The term "heterocyclyl”" or “heterocyclo™ also covers heterocyclyl groups comprising an
amide (i.e. -NH-CO- or a Nitro ring member substituted by an acyl or an alkoxycarbonyl) or
sulfonamide {(e.g. —-NH-5S(Q).- or a Nitro ring member substituted by sulfamoyl} function
within at least one cycle and which is designated hereinafter as "amide” type heterocyclyl.
Exemplary arhide type heterocyclyl are oxopyrrolidinyl, pyridine-X-one (e.g. pyridine-2-one),
piperidine-X-one (such as piperidine-2-one}, azepan-2-one, acylpipendinyl (such' as 1-
Acetylpiperidin-2-yl), oxothiadiazolidinyl (e.g. 1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl),
piperidine-1-carboxylic acid alkyl ester (piperidine-1-carboxylic acid tert-butyl ester), azepan-
2-one, azepane-1-carboxylic acid alkyl ester (e.g. azepane-1-carboxylic acid tert-butyl ester),
dihydro-2H-1soquinclinone (e.q. dihydro-2H-isoquinolin-1-one, or 3,4-dihydro-2H-isoquinolin-
1-one), benzoazepinone ( such as 2,3-dihydro-benzo[clazepin-1-one, 1,2,4,5-tetrahydr0-
benzo[cjazepin-1-one, 1,2,4,5-tetrahydrobenzo|c]lazepin-3-one 1,3,4,5-
tetrahydrobenzo[d]azepin-2-one, 6,7-dihydro-dibenzo[c,elazepin-5-one, 3,4-dihydro-2H-
naphtol[1,8-c,d}azepin-1-one, 2,3,4,5-tetrahydrobenzo[c]azepin-1-one}, isoindole-1,3-dione,
1-acetylpiperidin-2-yl, piperidine-1-carboxylic acid alkyl ester, 1-methanesulfonylpiperidin-2-

yl.
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The term "heterocyclyl" includes substituted heterocyclic groups. Substituted heterocyclic
groups refer to heterocyclic groups that are substituted with 1, 2 or 3 substituents selected
from the group consisting of the following:

(a) optionally shbstituted alkyl;

(b} hydroxy (or protected hydroxy),

(¢) halo;

(d) oxo (i.e. =0);

(e) optionally substituted amino, alkylamino or dialkylamino;

(f) alkoxy;

(g) cycloalkyl;

{h) carboxy;

(i} heterocyclooxy;

(i) alkoxycarbonyi, such as unsubstituted lower alkoxycarbonyl;

(k) mercapto;

() nitro;

(M) cyano;

(n) sulfamoyl or sulfonamido;

(0) alkylcarbonyloxy;

(p) aryicarbonyloxy;

(qQ) arylthio;
(r) aryloxy;
(s) alkylthio:
(t) formyl;

(u) carbamoyl;

(v) aralkyl;

(w) aryl optionally substituted with alkyl, cycloalkyl, alkoxy, hydroxy, amino,
acylamino, alkylamino, dialkylamino or halo;

{x) sulphonyl; and

(y) alkanovl.

The term "heterocyclooxy" denotes a heterocyclic group bonded through an oxygen bridge.

The term "heteroaryl" refers to an aromatic heterocycle, for example monocyclic or bicyclic
aryl, such as pyrrolyi, pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, furyl,
thienyl, pyridyl, pyrazinyl, pyrimidinyl, pyridazinyl, indolyl, benzothiazolyl, benzoxazolyl,
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benzothienyl, quinolinyl, isoquinolinyl, benzimidazolyl such as 1H-Benzoimidazol-2-yl,
benzofuryl, and the like, optionally substituted by e.g. lower alkyl, lower alkoxy or hale.

The term "heteroarylsulfonyl" refers to heteroaryl-S(O).-.

The term "heteroaroyl" refers to heteroaryl-C(O)-.

The term “heteroaroylamino” refers to heteroaryl-C{(O)NH-

The term “heteroaralkyl” refers to a heteroaryl group bonded through an alkyl group.
The term “heteroaralkanoyl” refers to heteroaralkyl-C(O)-.

The term “heterocaralkanoylamino” refers to heteroaralkyl-C(O)NH-.

The term “acyl” refers to alkanoyl, cycloalkanoyl, aroyl, heteroaroyl, aralkanoyi,
heteroaralkanoyl and the like.

The term “acyloxy” refers to alkanoyloxy, cycioalkanoyloxy, aroyloxy, heteroaroyloxy,
aralkanoyloxy, heteroaralkanoyloxy and the like.

The term “acylamino” refers to alkanoylamino, cycloalkanoylamino, aroylamino,
heteroaroylamino, aralkanoylamino, heteroaralkanoylamino and the like.

The term “alkoxycarbonylamino” refers to alkyl-O-C{O)-NH-.

The term “esterified carboxy” refers to optionally substituted alkoxycarbonyil,
cycloalkoxycarbonyl, aryloxycarbonyl, aralkoxycarbonyl, heterocyclooxycarbonyl and the like.

Pharmaceutically acceptable salts of any compound of the present invention refer to salts
formed with bases, namely cationic salts such as alkali and alkaline earth metal salts, such
as sodium, lithium, potassium, calcium, magnesium, as well as ammonium salts, such as
ammonium, trimethylammonium, diethylammonium, and tris(hydroxymethyl)-methyl-

ammonium salts, and salts with amino acids.

Similarly acid addition salts, such as those formed with mineral acids, organic carboxylic
acids and organic sulfonic acids e.q. hydrochioric acid, maleic acid and methanesulfonic

acid, are possible provided a basic group, such as pyridyl, constitutes part of the structure.

As described herein above, the present invention provides 1,1-dioxo-1,2,5-thiadiazoligin-3-
one derivatives of formula (1), pharmaceutical compositions containing the same, methods
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for preparing such compounds and methods of treating and/or preventing conditions
associated with PTPase activity, in particular, PTP-1B and TC PTP activity, by administration
of a therapeutically effective amount of a compound of the present invention, or a

pharmaceutical composition thereof.

Preferred are the compounds of formula (1), designated as the ALPHA group, wherein

Qis: —Y-(CH)n-(CRgRg)p-(CH2)m-Z-X in which
| Y is oxygen or S{O), in which q is zero or an integer of 1 or 2; or
Y is -C=C- or -C=C-; or
Y is cyclopropyl or
Y Is absent;
n and m are, independently from each other, zero or an integer from 1 to 8;
Re and Rg are, independently from each other, hydrogen, hydroxyl, alkoxy, alkanoyl,
alkanoylamino, alkoxycarbonyl, aralkyl, heteroaryl, heterocyclyl, carbamoyl, aryl, or alkyl; or
Rs and Rg combined are alkylene which together with the carbon atom to which they
are attached form a 3- to 7-membered ring;
p is zero or an integer selected from 1 or 2
Z |1s absent;
Zi1s —C(0O)-0—; or
Zis =C{O)—; or
Z is —C(O)-NRa-alkylene— or —C(O)-NRa-alkylene-O—, wherein Ra is H or lower
alkyl; or
Z is —CO-NRo-(CH2)n-(CRgRg)y~(CH2)m —, or —C(O)-NRa-(CH2)n-(CRgRg }p~(CH2)m
O—, wherein p' is zero or an integer of 1, n' and m’ are, independently from each

other, zero or an integer from 1 to 8, Rg and Rg are, independently from each
other, hydrogen or lower alkyl, Ra is H or lower alkyl; or

Z is —NRa’-C({O)—, or -NRa’-C(0)-0O-, wherein Ra' is H or tower alkyl, or Ra’ and Rg
combined are alkylene which together with the carbon atom to which they are
attached form a 3- to 7-membered ring; or

Z is ~C(Q)-NH-NH-C(O)-O—; or

Z 15 —S(0O)—, or =S(0O)—; or

Z is —-NRB-S(0),~ , wherein R is H, lower alkyl, or R and Rs combined are alkylene
which together with the carbon atom to which they are attached form a 3- to 7-
membered ring; or
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Z is = NH-S(O)~NH-C(0)-O—; or
Z is ~NRy-C(O)-NR¥'—; wherein Ry' is H, alky!, aryl, heterocyclyl, or lower alkoxy and
Ry is H, lower alkyl, or Ry and Ry combined are alkylene which together with the

carbon atom to which they are attached form a 3- to 7-membered ring; or Ry’ and

X combined are alkylene which together with the carbon atom to which they are
attached form a 3- to 7-membered ring or

Z is -NRt-C(O)-NH-S(Q),—, wherein Rt is H or lower alky|,

X is hydrogen, hydroxy, NHQ, halogen, substituted or unsubstituted alkoxy,
substituted or unsubstituted alkylthio, substituted or unsubstituted alkyl, -S(O)-
OH, substituted or unsubstituted cycloalkyl, substituted or unsubstituted
cycloalkoxy, substituted or unsubstituted acyil, substituted or unéubstituted
acyloxy, substituted or unsubstituted carbamoyl, optionally substituted amino,
cyano, trifluoromethyl, carboxy, substituted or unsubstituted esterified carboxy,
substituted or unsubstituted heterocyclyl, substituted or unsubstituted
heterocyclooxy, substituted or unsubstituted heteroaryl, substituted or 1
unsubstituted heteroaralkyl, substituted or unsubstituted aryl, substituted or
unsubstituted aralkyl, substituted or unsubstituted aralkoxy, substituted or
unsubstituted aryloxy, substituted or unsubstituted aralkylthio, substituted or
unsubstituted arylthio, wherein the alkyl, cycloalkyl, aryl, heteroaryl and
heterocylclyl groups are unsubstituted or optionally substituted by 1, 2, 3,4, or 5

susbtituents ;

R4 is hydrogen, -C(O)R4, -C{(O)NRsRg or -C{O)OR7 in which

R4 and Rs are, independently from each other, hydrogen, cyctoalkyl, aryl,
heterocyclyl, aralkyl, heteroaralkyl or alkyl optionally substituted with one to four
substituents selected from the group consisting of halogen, cycloalkyl,
cycloalkoxy, alkoxy, alkyloxyalkoxy, amino, alkylamino, dialkylamino, aryl, aryloxy
and heterocyclyl;

Rs and Ry are, independently from each other, cycloalkyi, aryl, heterocyclyl, aralkyl,
heteroaralkyl or alkyl optionally substituted with one to four substituents selected
from the group consisting of halogen, cycloalky!, cycloalkoxy, alkoxy,
alkyloxyalkoxy, amino, alkylamino, dialkylamino, aryl, aryloxy and heterocyclyl,

R2 and Rj are, independently from each other, hydrogen, halogen, (Cq.3)alkyl or
(Ci-3)alkoxy;
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or a pharmaceutically acceptable salt the_zreof,

and whereinn + m + p is > 1 oris 0, when X is aryl, and Y and Z are absent,
n+ m+ pis not 0 whenXis -O-aryl, and Y and Z are absent, or
n+m+pisnotO when X is =S-aryl, and Y and Z are absent, or

n+ m + pis not 0 when X is —=CH,-aryl, and Y and Z are absent, or

n+m + p is not 0 when X is aryl, Z is absent and Y is —O—or Y is =S—, or
wherein @ cannot be —CHs-aryl, =S-aryl or -O-aryl

Prefrably, the orientation of the Z fonction is with the X group on the right side of the listed
function -Z2>X e.g. Z is -NRa’-C(O)- means Z is ~-NRa-C(O)—-X.

Preferred are the compounds in the ALPHA group wherein,
Y IS oxygen; or

Y is -C=C- or -C=C-; or

Y is cyclopropyl or

Y Is absent; and

X is, hydrogen, hydroxy, NH;, halogen, substituted or unsubstituted alkoxy, substituted or
unsubstituted alkylthio, substituted or unsubstituted alkyl, -S{(O)-OH, substituted or
unsubstituted alkyl, substituted or unsubstituted cycloalkyl, cyano, trifluoromethyl, carboxy,
substituted or unsubstituted esterified carboxy, substituted or unsubstituted heterocyclyl,
substituted or unsubstituted heteroaryl, substituted or unsubstituted heteroaralkyl,

substituted or unsubstituted aryl, substituted or unsubstituted aralkyl, substituted or

unsubstituted aryloxy, wherein the alkyl, cycloalkyl, aryl, heteroaryl and heterocyiclyl groups
are unsubstituted or optionally substituted by 1, 2, 3, 4, or 5 susbtituents;

Preferred are the compounds in the ALPHA group wherein
R, and R; are hydrogen;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the ALPHA group wherein

R4 is hydrogen,
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or a pharmaceutically acceptable salt thereof.

Further preferred are the compounds in the ALPHA group wherein

n is zero or an integer from 1 to 4,
m is zero or an integer from 1 to 4,

D is zero or 1;

or a pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the ALPHA group, wherein

m + n + p is between 0 and 7 or preferably between 0 and 5,

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds of formula (I), designated as the A group, wherein

Qis =Y-(CH2),-(CRgRg)p-(CH2)m-Z-X, In which

Y is oxygen or S(O)q in which q is zero or an integer of 1 or 2; or

Y is -C=C- or -C=C-, or

Y is cyclopropyi; or

Y Is absent;

n and m are, independently from each other, zero or an integer from 1 to 8;

Rs and Ry are, independently from each other, hydrogen, hydroxyl, alkoxy, alkanoyl,

alkanoylamino, alkoxycarbonyl, aralkyl, heteroaryl, heterocyclyl, carbamoyl, aryl, or aikyl;

D is zero or an integer selected from 1 or 2

Z 1s absent;

Zis -CO-0O-; or

Zis —CO—; or

X is hydrogen, hydroxy, NH,, halogen, substituted or unsubstituted alkoxy,
substituted or unsubstituted alkylthio, -SO-OH, substituted or unsubstituted alkyl,
substituted or unsubstituted cycloalkyl, substituted or unsubstituted cycloalkoxy,
substituted or unsubstituted acy!, substituted or unsubstituted acyioxy, substituted
or unsubstituted carbamoyl, optionally substituted amino, cyano, trifluoromethyi,
carboxy, substituted or unsubstituted esterified carboxy, substituted or
unsubstituted heterocyclyl, substituted or unsubstituted heterocyclooxy,
substituted or unsubstituted heteroaryl, substituted or unsubstituted heteroaralkyl,
substituted or unsubstituted aryl, substituted or unsubstituted aralkyl, substituted
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or unsubstituted aralkoxy, substituted or unsubstituted aryloxy, substituted or
unsubstituted aralkyithio, substituted or. unsubstituted arylthio, wherein the alkyl,

cycloatkyl, aryl, heteroaryl and heterocylclyl groups are unsubstituted or optionally
substituted by 1, 2, 3, 4, or 5 susbtituents;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the A group wherein
Y IS oxygen; or '
Y Is cyclopropyl; or
Y is absent;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the A group wherein

Re and Rq are, independently from each other, hydrogen, alkoxy, alkanoyl, alkoxycarbonyl,
aralkyl, aryl, or alkyl;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the A group wherein

X i1s hydrogen, hydroxy, substituted or unsubstituted alkyl, substituted or unsubstituted
heterocyclyl, substituted or unsubstituted heteroaryl or substituted or unsubstituted aryl,

wherein the alkyl, aryl, heteroary! and heterocylclyl groups are unsubstituted or optionally
substituted by 1, 2, 3, 4, or 5 susbtituents;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the A group wherein
R» and R; are hydrogen;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the A group wherein
R, 1S hydrogen,;

or a pharmaceutically acceptable salt thereof.

Further preferred are the comhounds in the A group wherein
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n is zero or an integer from 1 to 3;

m is zero or an integer from 1 to 3;

D IS Zero or 1;

or a pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the A group, wherein

m + n + pis between O and 4,
or a pharmaceutically acceptable salt thereof.

Other preferred compounds are the compounds in the A group, wherein
m + n + p is between 1 and 3, and
nis 1,

or a pharmaceutically acceptable salt thereof.

Other preferred compounds are the compounds in the A group, wherein

X is a substituted or unsubstituted phenyl.

Preferred are the compounds of formula (1), designated as B, wherein;

Qis —Y-(CH.),~(CRgRs)p-(CH2)m-Z-X, in which
Y is oxygen or S(O), in which q is zero or an integer of 1 or 2; or
Y is -C=C- or -C=C-; or
Y is cyclopropyl; or
Y Is absent;
n and m are, independently from each other, zero or an integer from 1 to 8;
Rs and Rg are, independently from each other, hydrogen, hydroxyl, alkoxy, alkanoyl,
alkanoylamino, alkoxycarbonyl, aralkyl, heteroaryl, heterocyciyl, carbamoyl, aryl, or alkyl; or
Rs and Ry combined are alkylene which together with the carbon atom to which they
are attached form a 3- to 7-membered ring;
p is zero or an integer selected from 1 or 2
Z Is absent;
X 1s hydrogen, hydroxy, NH», halogen, substituted or unsubstituted atkoxy,
substituted or unsubstituted alkylthio, -SO-0H, substituted or unsubstituted alkyl,
substituted or unsubstituted cycloalkyl, substituted or unsubstituted cycloalkoxy,

substituted or unsubstituted acyl, substituted or unsubstituted acyloxy, substituted
or unsubstituted carbamoyl, optionally substituted amino, cyano, trifluocromethyi,
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carboxy, substituted or unsubstituted esterified carboxy, substituted or
unsubstituted heterocyclyl, substituted or unsubstituted heterocyclooxy,
substituted or unsubstituted heteroaryl, substituted or unsubstituted heteroaralkyil,
substituted or unsubstituted aryl, substituted or unsubstituted aralkyl, subétituted
or unsubstituted aralkoxy, substituted or unsubstituted aryloxy, substituted or
unsubstituted aralkylthio, substituted or unsubstituted arylthio, wherein the alkyl,
cycloalkyt, aryl, heteroaryl and heterocylclyt groups are unsubstituted or optionally
substituted by 1, 2, 3, 4, or 5 susbtituents; |

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the B group wherein

Rs and Ry are, independently from each other, hydrogen, alkoxy, alkanoyl, alkoxycarbonyl,
aralkyl, or alkyl, wherein the alkyl and aryl groups are unsubstituted or optionally substituted
by 1, 2, 3, 4, or 5 susbtituents; |

or a pharmaceutically acceptable sait thereof.

Preferred are the compounds in the B group wherein

X is hydrogen, NH;, hydroxy, substituted or unsubstituted alkylthio, -S0O-0OH, substituted or
carboxy, substituted or unsubstituted esterified carboxy, substituted or unsubstituted
heterocyclyl, substituted or unsubstituted heteroaryl, substituted or unsubstituted aryl;
wherein the alkyl and aryl groups are unsubstituted or optionally substituted by 1, 2, 3, 4, or
5 susbtituents;;

or a pharmaceutically aéceptable salt thereof.
Preferred are the compounds in the B group wherein

R, and R are hydrogen;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the B group wherein
R, i1s hydrogen;

or a pharmaceutically acceptable salt thereof.

Further preferred are the compounds in the B group wherein

n is zero or an integer from 1 to 3,
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m is zero or an integer from 1 to 3;

p 1S Zero or 1;

or a pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the B group, wherein

m + n + p is between 0 and 6 or preferably O and 4,
or a pharmaceutically acceptable salt thereof.

Other preferred compounds are the compounds in the B group, wherein
m + n is between 0 and 6 or preferably O and 4, and
pis

or a pharmaceutically acceptable salt thereof.

Other preferred compounds are the compounds in the B group, wherein

X is selected from substituted or unsubstituted phenyl or substituted or unsubstituted
heteroaryl, preferably unsusbtituted or substituted by at least one substituent e.g. one or two,
which is preferably a substituent selected from carboxy, carbamoyl, and lower alkyl
or a pharmaceutically acceptable salt thereof.

Other preferred compounds are the compounds in the B group, wherein

m+nis 1, 2or3, preferably 1o0r2,

m + m + pis preferably 2 or 3,

pis 10rQ, and |

X is substituted or unsubstituted cycloalkyl, substituted or unsubstituted heterocyclyl,
substituted or unsubstituted heteroaryl, or substituted or unsubstituted aryl, preferably
unsusbtituted or substituted by at least one substituent e.g. one or two, which is preférably a
substituent selected from sulfonamido, carboxy, carbamoyl, and lower alkyl,
or a pharmaceutically acceptable salt thereof.

Other preferred compounds are the compounds in the B group, wherein
m+nis 1, 2or3, preferably 1 or 2,
m+n+pis 2 3or4, preferably 2 or 3,
pis 1 or 0, and
X is substituted or unsubstituted aryl, preferably unsusbtituted or substituted by at least

one substituent e.g. one or two, which is preferably a substituent selected from sulfonamido,
carboxy, carbamoyl, and lower alkyl,
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or a pharmaceutically acceptable salt thereof.

Other preferred compounds are the compounds in the B group, wherein

.m +nis 1, 2 or 3, preferably 1 or 2,

pis 1 or(, and

X is substituted or unsubstituted “amide” type heterocyclyl, substituted or unsubstituted
cycloalkyl substituted by at least one substituent e.g. one or two, which Is preferably
sulfonamide, or aryl substituted by at least one substituent e.g. one or two, which is
preferably sulfonamido |

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds of formula (1), designated as the C , wherein

Q is ~Y-(CH2)y-(CRsRg)p-(CH2)}m-Z-X, In which
Y is oxygen or S(O), in which q is zero or an integer of 1 or 2; or
Y is -C=C- or -C=C-; or
Y is absent;
n and m are, independently from each other, zero or an integer from 1 to 8;
Rs and Ry are, independently from each other, hydrogen, hydroxyl, alkoxy, alkanoyl,
alkanoylamino, alkoxycarbonyl, aralkyl, heteroaryl, heterocyclyl, carbamoyl, aryl, or alkyl; or
Rs and Rg combined are alkylene which together with the carbon atom to which they
are attached form a 3- to 7-membered ring;
p IS Zero or én integer selected from 1 or 2
Z is —CO-NRa-alkylene— or —CO-NRa-alkylene-O—, wherein Ra is H or lower alkyl,
or
Zis —CO-NRa-(CH,)-(CRgRg)y-(CH2) —, OF
—CO-NRa-(CHa)y-(CReRg)g~(CHy)m -O—
wherein p’ is zero or an integer of 1, n’ and m' are independently from each other,
zero or an integer from 1 to 8, Ry and Ry are, independently from each other,

hydrogen or lower alkyl, Ra is H or lower alkyl; or

Z is -NRa’-CO-, or -NRa'-CO-0O—, wherein Ra’ is, H or lower alkyl, or Ra’ and Rg
combined are alkylene which together with the carbon atom to which they are
attached form a 3- to 7/-membered ring, or

Z 15 —CO-NH-NH-CO-0O-; or

X is hydrogen, hydroxy, NH,, halogen, substituted or unsubstituted alkoxy,
substituted or unsubstituted alkylthio, -SO-OH, substituted or unsubstituted alkyl,
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substituted or unsubstituted cycloalkyl, substituted or unsubstituted cycloalkoxy,
substituted or unsubstituted acyl, substituted or unsubstituted acyloxy, substituted
or unsubstituted carbamoyl, optionally substituted amino, cyano, trifluoromethyl,
carboxy, substituted or unsubstituted esterified carboxy, substituted or

unsubstituted heterocyclyl, substituted or unsubstituted heterocyclooxy,

substituted or unsubstituted heteroaryl, substituted or unsubstituted
heteroaralkyl, substituted or unsubstituted aryl, substituted or unsubstituted
aralkyl, substituted or unsubstituted aralkoxy, substituted or unsubstituted aryloxy,
substituted or unsubstituted aralkylthio, substituted or unsubstituted arylthio;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the C group wherein
Y Is absent;
or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the C group wherein
Rs and Ry are, independently from each other, hydrogen, alkanoylamino, arélkyl, aryl, or
alkyl;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the C group wherein
X is hydrogen, substituted or unsubstituted alkyl, substituted or unsubstituted cycloalkyl,

carboxy, substituted or unsubstituted esterified carboxy, substituted or unsubstituted afyl,
substituted or unsubstituted aralkyl, substituted or unsubstituted aryloxy;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the C group wherein
R, and R; are hydrogen;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the C group wherein
R, is hydrogen,;

or a pharmaceutically acceptable salit thereof.
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Further preferred are the compounds in the C group wherein

n is zero or an integer from 1 to 3;
m is zero or an integer from 1 to 3;

Dis zeroor 1,

~ or a pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the C group, wherein

m + n + p is between 0 and 6 or preferably between 0 and 4,
or a pharmaceutically acceptable salt thereof.

Other preferred compounds are the compounds in the C group, wherein
i) m+n+pisbetween1and 3 (i.e. 1, 2 or 3)
i) m+nisbetween1and3(ie. 1,2or3)andpis 0
10, m+n+pisbetween1and3(ie.1,2or3)andpis 1
iv) mis 0, nis between 1 and 2 (i,e.1,or2)andpis 1

or a pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the C group, wherein
n’ and m’ are independently from each other, zero or an integer from 1 to 6, and

p’ is zero or an integer of 1, or a pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the C group, wherein
p'+n’ +m'is comprised between zero and 5, orbetween 3and Si.e. 3,4 or 5, or a
pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the C group, wherein

n' and m’ are independently from each other, zero or an integer from 1 to 6, preferably from
1to 4,

or a pharmaceutically acceptable salt thereof.

Other preferred compounds are the compounds in the C group, wherein
n'+m'is between O and 5, or between 3 and 5, preferably 4, and

p'Is 0,

or a pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the C group, wherein

X is substituted or unsubstituted phenyl, preferably unsusbtituted or substituted preferably by
at least one, e.g. one or two, of the substituents selected preferably from alkoxycarbonyl,
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carboxy, alkoxy, cyano, lower alkyl, (lower alkyl}-NHC(O}-, (lower alkyl).-NC(O)- and
hydroxy.

Preferred are the compounds of formula (1), designated as the D group, wherein

Qis =Y-(CH2),-(CRgRg),-(CH2)m-Z-X, in which

Y is absent; |

n and m are, indepehdently from each other, zero;

P IS ZEero;

Z 1S absent; |

X is hydrogen, hydroxy, NH,, halogen, substituted or unsubstituted alkoxy,
substituted or unsubstituted alkyithio, -SO-OH, substituted or unsubstituted alkyl,
substituted or unsubstituted cycloalkyl, substituted or unsubstituted cycloalkoxy,
substituted or unsubstituted acyl, substituted or unsubstituted acyloxy, sdbstituted
or unsubstituted carbamoyl, optionally substituted amino, cyano, trifluocromethyl,
carboxy, substituted or unsubstituted esterified carboxy, substituted or
unsubstituted heterocyclyl, substituted or unsubstituted heterocyclooxy,
substituted or unsubstituted heteroaryl, substituted or unsubstituted heteroaralkyl,
substituted or unsubstituted aryl, substituted or unsubstituted aralkyl, substituted
or unsubstituted aralkoxy, substituted or unsubstituted aryloxy, substituted or
unsubstituted aralkylthio, substituted or unsubstituted arylthio;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the D group wherein
X is halogen, cyano, trifluoromethyl, substituted or unsubstituted heterocyclyl,
substituted or unsubstituted heteroaryl, substituted or unsubstituted aryl,

or

X I1s halogen, cyano, trifluoromethyl, substituted or unsubstituted heterocyciyl, |
substituted or unsubstituted heteroaryl, substituted or unsubstituted aryl, substituted or
unsubstituted lower alkyil,

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the D group wherein

R, and R; are independently from each other, hydrogen, halogen , C,.;alkyl or C;.;
alkoxy:
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or a pharmacedutically acceptable salt thereof.

Preferred are the compounds in the D group wherein
R, and R, are hydrogen;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the D group wherein
R4 is hydrogen;

or a pharmaceuticaflly acceptable salt thereof.

Further preferred are the compounds in the D group wherein

X is substituted or unsubstituted aryl or substituted or unsubstituted heteroaryl, or a
pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the D group, wherein

X is substituted or unsubstituted aryl substituted by an "amide” type heterocyclyl, or a
pharmaceutically acceptable salt thereof.

Preferred are the compounds of formula (I), designated as the E group, wherein

Qis —Y-(CH2),-(CRgRg)-(CH2)m-Z-X, In Which

Y is oxygen or S(QO), in which q is zero or an integer of 1 or 2; or

Y is -C=C- or -C=C-; or

Y is absent,

n and m are, independently from each other, zero or an integer from 1 to 8,

Res and Rg are, independently from each other, hydrogen, hydroxyl, alkoxy, alkanovyl,
alkanoylamino, alkoxycarbonyl, aralkyl, heteroaryl, heterocyclyl, carbamovl, aryl, or alkyl; or

Rg and Rg combined are alkylene which together with the carbon atom to which they

are attached form a 3- to 7-membered ring,

D IS zero or an integer selected from 1 or 2
Z is —=S0O,—, or -SO-; or
Z 1s ~NR{3-S0,~ , wherein R is M, lower alkyl, or R and Rg combined are alkylene

which together with the carbon atom to which they are attached form a 3- to 7-

membered ring preferably 5-, 6- or 7- membered ring; or
Z is =NH-SO,—~NH-CO-O—; or



CA 02647472 2008-09-26
WO 2007/115058 PCT/US2007/065421

- 24 -

X is hydrogen, hydroxy, NH,, halogen, substituted or unsubstituted alkoxy,
substituted or unsubstituted alkylthio, -SO-OH, substituted or unsubstituted alkyt,
substituted or unsubstituted cycloalkyl, substituted or unsubstituted cycloalkoxy,
substituted or unsubstituted acyl, substituted or unsubstituted acyloxy, substituted
or unsubstituted carbamoyl, optionally substituted amino, cyano, trifluoromethyl,
carboxy, substituted or unsubstituted esterified carboxy, substituted or
unsubstituted heterocyclyl, substituted or unsubstituted heterocyclooxy,
substituted or unsubstituted heteroaryl, substituted or unsubstituted heteroaralkyl,
substituted or unsubstituted aryl, substituted or unsubstituted aralkyil, substituted
or unsubstituted aralkoxy, substituted or unsubstituted aryloxy, substituted or
unsubstituted aralkylthio, substituted or unsubstituted arylthio;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the E group wherein

Y Is absent; or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the E group wherein |
Rs and Rq are, indepéndently from each other, hydrogen, aralkyl, heteroaryl, heterocyclvl,
heterocyclyl, carbamoyi; or

Rs and Ry combined are alkylene which together with the carbon atom to which they are
attached form a 3- to 7-membered ring;
or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the E group wherein
X is hydrogen, substituted or unsubstituted alkyl, substituted or unsubstituted cycloalkyl,

substituted or unsubstituted heteroaryl, substituted or unsubstituted aryl, substituted or
unsubstituted aralkyi;
or a pharmaceutically acceptable sait thereof.
Preferred are the compounds in the E group wherein
R, and Ry are hydrogen;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the E group wherein
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R, is hydrogen,;

or a pharmaceutically acceptable salt thereof.

Further preferred are the compounds in the E group wherein

n is zero or an integer from 1 to 4,
m is zero or an integer from 1 to 4;

p Is zero or 1;

or a pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the E group, wherein

m + n + p is between 0 and 7 or preferably between 0 and 5,

or a pharmaceutically acceptable salt thereof.

Other preferred compounds are the compounds in the E group, wherein
Pm+n+pis2or3 or
Nm+nis2or3,andpis0, or
nyn i1s 1 or2, m is 0 or 1, and p is 1 when R and R¢ combined are alkylene which
together with the carbon atom to which they are attached torm a 5-, 6- or /- membered ring

or a pharmaceutically acceptable salt thereof.

Other preferred compounds are the compounds in the E group, wherein
i) m+nistor2 misOort,andpis i, or
i) nis1or2 misQor1, and pis 1 when Ry is hydrogen and Ry is selected from
aralkyl, heteroaryl, heterocyclyl, heterocyclyt, or carbamoyl;

or a pharmaceutically abceptable salt thereof.

Other preferred compoundé are the compounds in the E group, wherein
X is selected from substituted or unsubstituted phenyl, substituted or unsubstituted biphenyi,
substituted or unsubstituted benzyi, substituted or unsubstituted lower alkyl, methyl

substituted by on or two phenyl, ethyl substituted by on or two pheny, or methyi substituted
by cycloalkyl

Preferred are the compounds of formula (l), designated as the F group, wherein

Q is —=Y-(CH2)n-(CRsRg)p~(CH2)m-Z-X, in which
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Y is oxygen or S{O), in which q is zero or an integer of 1 or 2; or

Y is -C=C- or -C=C-; or |

Y is absent;

n and m are, independently from each other, zero or an integer from 1 to &;

Rs and Ry are, independently from each other, hydrogen, hydroxyl, alkoxy, alkanoyl,
alkanoylamino, alkoxycarbonyl, aralkyl, heteroaryl, heterocyclyl, carbamoyl, aryl, or alkyl; or

Rs and Ry combined are alkylene which together with the carbon atom to which they

are attached form a 3- 1o 7-membered ring;
p is zero or an integer selected from 1 or 2

Z is -NRy-CO-NRy'—: wherein Ry' is H, alkyl, aryl, heterocyclyl, or lower alkoxy and Ry
is H, lower alkyl, or Ry and Ry combined are alkylene which together with the

carbon atom to which they are attached form a 3- to 7-membered ring; or Ry' and
X combined are alkylene which together with the carbon atom to which they are
attached form a 3- to 7-membered ring; or

Z is =NR1-CO-NH-S0O,—, wherein Rt is H or lower alkyi,

X is hydrogen, hydroxy, NH,, halogen, substituted or unsubstituted alkoxy, -
substituted or unsubstituted alkylthio, -SO-0OH, substituted or uné_ubstituted alkyi,
substituted or unsubstituted cycloalkyl, substituted or unsubstituted cycloalkoxy,
substituted or unsubstituted acyl, substituted or unsubstituted acyloxy, substituted
or unsubstituted carbamoyl, optionally substituted amino, cyano, trifluoromethyi,
carboxy, substituted or unsubstituted esterified carboxy, substituted or
unsubstituted heterocyclyl, substituted or unsubstituted heterocyclooxy,
substituted or unsubstituted heteroaryl, substituted or unsubstituted heteroaralkyl,
substituted or unsubstituted aryl, substituted or unsubstituted aralkyl, substituted
or unsubstituted aralkoxy, substituted or unsubstituted aryloxy, substituted or
unsubstituted aralkylthio, substituted or unsubstituted arylthio;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the F group wherein

Y is absent; or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the F group wherein
Rs and Ry are, independently from each other, hydrogen;
or a pharmaceutically acceptable salt thereof.
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Preferred are the compounds in the F group wherein
X is hydrogen, substituted or unsubstituted alkyl, substituted or unsubstituted cycloalkyl,

substituted or unsubstituted heterocyclyl, substituted or unsubstituted aryl, substituted or
unsubstituted aralkyl;

or a pharmaceutically acceptable salt thereof.
Preferred are the compounds in the F group wherein
R, and R; are hydrogen;

or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the F group wherein

Ry' is H or tower alkyl, or a pharmaceutically acceptable salt thereof.

Preferred are the compounds in the F group wherein
R, 1s hydrogen;

or a pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the + group, wherein

m + n + p is between 0 and 7 or preferably between 0 and 5 or between 2 and 3,

or a pharmaceutically acceptable salt thereof.

Further preferred are the compounds in the F group wherein

n Is zero or an integer from 1 to 4;
m Is zero or an integer from 1 to 4;

D is zero or 1;

or a pharmaceutically acceptable salt thereof.

Especially preferred are the compounds in the ¥ group, wherein
m+n+pis2or3, and

X is substituted or unsubstituted lower alkyl, substituted or unsubstituted phenyil,

substituted or unsubstituted benzyl, or substituted or unsubstituted cyclohexyl,

or a pharmaceutically acceptable salt thereof.
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Compound according to any of the aboved described groups wherein;
- the term alkyl preferably refers to a lower alkyl,
- aryl is preferably a phenyl, and/or

- when Rz and Ry are present, at least one of Rg or Ry is hydrogen.

Compounds according to any of the hereinabove described formula, or compounds
according to any of the hereinabove described groups, in which Rg or Ry are unsubstituted
or optionally substituted by 1, 2, 3, 4, or 5 susbtituents as described hereinabove for the

different groups.

Compounds according to any of the hereinabove described formula, or compounds
according to any of the hereinabove described groups, in which X is selected from hydrogen,
hydroxy, NH,, halogen, substituted or unsubstituted alkoxy, substituted or unsubstituted
alkyithio, substituted or unsubstituted alkyl, -S{O)-OH, substituted or unsubétituted alkyl,
substituted or unsubstituted cycloalkyl, substituted or unsubstituted cycloalkoxy, substituted
or unsubstituted acyl, substituted or unsubstituted acyloxy, substituted or unsubstituted
carbamoyl, optionally substituted amino, cyano, trifluoromethyl, carboxy, substituted or
unsubstituted esterified carboxy, substituted or unsubstituted heterocyclyl, substituted or
unsubstituted heterocyclooxy, substituted or unsubstituted heteroaryl, substituted or
unsubstituted heteroaralkyl, substituted or unsubstituted aryl, substituted or unsubstituted
aralkyl, substituted or unsubstituted aralkoxy, substituted or unsubstituted aryloxy,
substituted or unsubstituted aralkyithio, substituted or unsubstituted arylthio, wherein the
alkyl, cycloalkyl, aryl, heteroaryl and heterocylclyl groups are unsubstituted or optionally
substituted by 1, 2, 3, 4, or 5 susbtituents as described hereinabove for the different groups.

In one embodiment, the substituents are, independently from each other, selected from
halogen, cyano, oxo, amino, hydroxy, sulfonamido, carboxy, carbamoyl, sulfonyl, -SO-C.
alkyl, -S0O,-OH, alkoxycarbonyl, alkanoyl, alkyl, , trifluroromethyl, alkoxy, aryl,
trifluoromethyl, aryloxy, heterocyclyl (e.g. “amide” type heterocyclyl) and cycloalkyl, wherein
the alkyl groups are optionally substituted by 1, 2, 3 or 4 substituents selected independently
from each other from; carboxy, amino, hydroxy or halogen, and wherein the aryl groups are
optionally substituted by by 1, 2, 3 or 4 substituents selected independently from each other
from; e.g. halogen, amino, C4¢ alkoxy or C,.s alkyl.

In a further embodiment, the substituents are, independently from each other, selected
from; halogen, cyano, oxo, amino, hydroxy, -NH-S0,-C, ¢ alkyl, -NH-SOs-phenyl, carboxy,
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(lower alkyl}-NHC(O)-, (lower aikyl)g-NC(O)-  =C(O)-0-C 5 alkyl, -C{O)-C¢alkyl, Cy5 alkyl,, -
C(O)-C,salkyl, trifluroromethyl, -SO,-OH, -SO,-phenyl, -S0,-Cy.¢ alkyl, -SO-Cy.¢ alkyl, C1.s
alkoxy, phenyl, trifluoromethyl phenyl-O-, heterocyclyl (e.g. "amide” type heterocyclyl) and
c'ycldalkyl, wherein the élkyl groups are optionaily substituted by 1, 2, 3or 4 substituents
selected independently from each other from; carboxy, amino, hydroxy or halogen, and
wherein the phenyl groups are optionally substituted by by 1, 2, 3 or 4 substituents selected
independently from each other from; e.g. halogen, amino, C4.¢ alkoxy or Gy alkyl.

Particular embodiments of the invention are: the below specific exemplified compounds,
3-{2-[3-Hydroxy-4-(1,1 ,4-trioxo—1 2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-benzamide
3-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-ethyl}-N-methyl benzamide
3-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-ethyl}-N,N-
dimethylbenzamide
4-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yh-phenyl]-ethyl}-N,N-
dimethylbenzamide
4-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-benzamide
4-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-N-methylbenzamide
3-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl}-ethyl}-benzoic acid
4-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl}-ethyl}-benzoic acid
4-{2-[3-Hydroxy-4-(1,1, 4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-benzonitrile
2-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-benzonitrile
5-(2-Hydroxy-4-phenethyiphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[2-(3-methoxyphenyl)-ethyl]-phenyl}-1, 1-dioxo-1,2, 5-thiadiazolidin-3-one
5-{4-[2-(3-Fluorophenyl)-ethyl]-2-hydroxyphenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{4—[2;(2-Fluo rophenyl)-ethyl}-2-hydroxyphenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(2-pentaflucrophenylethyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(2-p-tolylethyl)-phenyl]}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[2-(4-octylphenyl)-ethyl]-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[4-(2-Biphenyl-4-yl-ethyh)-2-hydroxyphenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{4-[2-(4-tert-Butylphenyh-ethyl]-2-hydroxyphenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
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5-{4-[2-(2,5-Dimethylphenyl)-ethyl}-2-hydroxyphenyl}-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-{4-[2-(2,4-Dimethylphenyl)-ethyl]-2-hydroxyphenyi}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[2-(4-trifluoromethylphenyl}-ethyl]-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-
one

Acetic acid 4-{2-[3-hydroxy-4-(1,1,4-trioxo-1 ,2,5—thiadiazoIidin-2-yl)-phen'yI]-ethYI}-phenyl
ester
5-{2-Hydroxy-4-[2-(4-phenoxyphenyl)-ethyl}-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(2-pyridin-4-ylethyl)-phenyl]-1,1-dioxo-1,2, 5-thiadiazoligdin-3-one
o-[2-Hydroxy-4-(2-pyridin-3-yl-ethyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
9-12-Hydroxy-4-(2-naphthalenethyl)-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(2-quinolin-3-yl-ethyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{4-[2-(4,6-Diamino-[1,3,5]tnazin-2-yl}-ethyl]-2-hydroxy-phenyl}-1,1-dioxo-1,2,5-
thiadiazolidin-3-one
5-[2-Hydroxy-4-(2-phenylpropyl}-phenyt]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{4-[2-(2-Aminophenyl)-propyl]-2-hydroxyphenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-2-phenylpropionic acid ethyil
ester

5-[2-Hydroxy-4-(1-methyl-2-phenylethyl)-phenyl]-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[2-(6-methoxypyridin-2-yl)-ethyi]-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
S-[2-Hydroxy-4-({E)-2-pyridin-3-yl-vinyl)-phenyl}-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(1-methoxy-2-phenylethyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-[2-Hydroxy-4-(3-oxo-2-phenyibutyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[2-(2H-pyrazol-3-yl)-ethyl}-phenyl}-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[2-(1H-pyrazoi-4-yl)-ethyl}-phenyl}-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-{2-Hyd roxy-4-[2-(1-methyi-1H-pyrazol-4-yl)-ethyl]-phenyl}-1,1-dioxo-1 2,5-thiadiazolidin-3-
one |
5-[2-Hydroxy-4-(2-thiazol-5-yl-ethyl)-phenyl]-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-{4-[2-(2,4-Dimethyl-thiazol-5-yl)-ethyl]-2-hyd roxyphenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-
one

5-[2-Hydroxy-4-(2-[1,2, 4]triazol-yl-ethyl)-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(2-imidazol-1-yl-ethyl)-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
9-{2-Hydroxy-4-[2-(2-methyl-thiazol-5-yl)-ethyl]-phenyl}-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[2-(2-propyl-thiazol-5-yl)-ethyi]-phenyl}-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
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5-(2-Hydroxy-4-{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethyl}-phenyl)-1,1-
dioxo-1,2,5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[2-(2-methyl-4-triflucromethyl-thiazol-5-yl)-ethyl]-phenyl}-1,1-dioxo-1,2,5-
thiadiazolidin-3-one '
5-{4-[2-(1 H-Benzoirﬁidazol-z-yl)-ethyl]-z-hydroxyphehyl}-1 ,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(3-phenylpropyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazeolidin-3-one
5-{4-[3-(3,4-Dimethoxyphenyl)-propyl]-2-hydroxyphenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(2-methyl-3-phenylpropyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(3-hydroxy-3-phenylpropyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-(2-Hydroxy-4-phenethyloxyphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(4-phenylbutyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-propyl}-carbamic acid tert-
butyl ester

5-[4-(3-Aminopropyl)-2-hydroxyphenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-y|)-phenyl]-ethyl}-carbamic acid tert-butyl
ester |
{(S)-1-Benzyl-2-{3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-carbamic
acid tert-butyl ester
{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-1,1-dimethylpropyl}-carbamic
acid tert-butyl ester

2-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-t hiadiazolidin-2-yl)-phenyl]-ethyl}-piperidine-1-
carboxylic acid tert-buty! ester
2-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-ethyl}-azepane-1-carboxylic
acid tert-butyl ester
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-piperidine-1-carboxylic acid
tert-butyl ester
5-(2-Hydroxy-4-piperidin-3-ylmethylphenyl)}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
{(1R*,25*)-2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-benzyl}-cyclohexyl}-
carbamic acid tert-butyl ester
N-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-ethyl}-benzamide
4-Fluoro-N-{2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)}-phenyl}-ethyl}-benzamide
N-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-y|)-phenyl]-ethyl}-acetamide
N-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyi]-ethyi}-propionamide
N-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]l-ethyl}-isobutyramide
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N-{2-[3-Hydroxy-4-(1,1,4-trioxo-1 ,2,5-—thiadiazoIidin-2—yl)—bhenyl}-ethyl}-z,2—dimethyl-
propionamide '

Adamantane-1-carboxylic acid {2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-
ethyl}-amide

N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2 5-thiadiazolidin-2-yl)-phenylj-propyl}-acetamide
4-Fluoro-N-{3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-y|)-phenyl}-propyl}-benzamiae
-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-propyl}-propionamide
N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-propyl}-isobutyramide
N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propyl}-2,2-dimethyl-
propionamide

Adamantane-1-carboxylic acid {3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl}-
propyl}-amide )
5-[2-Hydroxy-4-((S)-5-oxopyrrolidin-2-yimethyl)-phenyl]-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
6-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-1H-pyridin-2-one
6-[3-Hydroxy-4-(1,1,4-trnoxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-piperidin-2-one
7/-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-azepan-2-one
(R)-3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yi)-benzyl]-3,4-dihydro-2H-isoquinolin-
1-one

(S)-3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-2, 3-dihydro-benzo|c]azepin-
1-one

(R)-3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl}-2,3,4,5-
tetrahydrobenzo[clazepin-1-one |
1-[3-Hydroxy-4-(1,1,4-tnoxo-1,2,5-thiadiazolidin-2-yl}-benzyl}-1,2.4,5-
tetrahydrobenzo|cjazepin-3-one
1-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-1,3.4,5-
tetrahydrobenzo[d]azepin-2-one .
7-{3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-benzyl]-6, 7-dihydro-dibenzo[c,e]azepin-
5-one '
(S)-7-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyi]-6, 7-dihydro-
dibenzo[c,e]azepin-5-one
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-3,4-dihydro-2H-naphtho[1,8-
cdlazepin-1 -one
5-{4-[2-(1-Acetylpiperidin-2-yl|)-ethyl]-2-hydroxyphenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
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N-{(1R*,25*)-2-[3-Hydroxy-4-(1 1 4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-cyclohexyl}-
acetamide
N-{(S)-1-Benzyl-2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyi}-2,2,2-
trifluoroacetamide
N-{4-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyi}-butyl}-phthalamic acid
2-{4-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-butyl}-isoindole-1,3-dione
3-[3-Hydroxy-4-(1,1,4-tnoxo-1,2,5-thiadiazolidin-2-yl)-phenyl}-N-isopropy|-N-
methylpropionamide
5-{4-[3-(3,4-Dihydro-1H-isoquinolin-2-yl)-3-oxopropyl]-2-hydroxyphenyl}-1,1-dioxo-1,2,5-
thiadiazolidin-3-one
N'-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl}-propionyl}-
hydrazinecarboxylic acid tert-butyl ester
N-Butyl-3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propionamide
'3-[3-Hydroxy-4-»(1 1,4-trioxo-1,2,5-thiadiazolidin-2-y!)-phenyl]-N-pentylpropionamide
N-Hexyl-3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propionamide
3-[3-Hydroxy-4-(1,1,4-triox0-1,2,5-thiadiazolidin-2-y)-phenyl]-N-(4-phenylbutyl)-propionamide
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-N-(5-phenylpentyl)-
propionamide
N-(2-Hydroxyphenyl)-3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)}-phenyl]-
propionamide

3-[3-Hydroxy-4-(1 ,1_,4-triox0-1 2 5-thiadiazolidin-2-yl)}-phenyl]-N-phenylpropionamide
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-N-o-tolyl-propionamide
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl}-N-isopropyl-propionamide
2-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl}-propionylamino}-2-
methylpropionic acid
2-Hydroxy-6-(4-{3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-
propionylamino}-butoxy)-benzoic acid methyl ester
2-(4-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propionylamino}-butoxy)-
benzoic actd methyl ester |
2-(4-{3-[3-Hydroxy-4-(1,1,4-trioxo-1 ,2,5-thiadiazolidin-2-yl)-phenyl]—propionylamino}-butoxy)—
benzoic acid
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yi)-phenyl]-N-(4-phenoxybutyl)-
propionamide
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- 3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-N-[{4-(2-
trifluoromethylphenoxy)-butyl]-propionamide
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-N-[4-(2-
methanesulfonylphenoxy)-butyl}l-propionamide
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-N-[4-(3-methoxyphenoxy)-
butyl]-propionamide . \
N-[4-(2,3-Dimethoxyphenoxy)-butyl]-3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-
phenyl]-propionamide . -
N-[4-(3-Hydroxyphenoxy)-butyl}-3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-
phenyl]-propionamide
N-[4-(2-Hydroxyphenoxy)-butyl]-3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-
phenyl]-propionamide
N-[4-(3-Hydroxy-2-methoxyphenoxy)-butyl}-3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-
Z2-yh-phenyl]-propionamide |
N-[4-(3-Hydroxy-2-methylphenoxy)-butyl]-3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-
y)-phenyl}-propiohamide
N-[4-(2-Acetyl-3-methoxyphenoxy)-butyl]-3-[3-hydroxy-4-(1,1,4-trnoxo-1,2,5-thiadiazolidin-2-
vl)-phenyl]-propionamide |
2-Hydroxy-6-(4-{3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-
propionylamino}-butoxy)-N,N-dimethylbenzamide2-(4-{3-{3-Hydroxy-4-(1,1,4-trioxo-1,2,5-
thiadiazolidin-2-yl)-phenyil-propionylamino}-butoxy)-6,N, N-trimethylbenzamide
2-Fluoro-6-(4-{3-[3-hydroxy-4-(1,1,4-trioxo-1 ,2,5-thiadiazolidin-2-yl)-phenyl]-pr0pi0nylémino}-
butoxy)-N,N-dimethylbenzamide '
2-Hydroxy-6-(4-{3-[3-hydroxy-4-(1,1,4-trioxo-1 .2,5-thiadiazolidin-2-yl)-phenyl]-
propionylamino}—butoxy)-benzoic acid
N-[4-(2-Acetyl-3-hydroxyphenoxy)-butyl]-3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-
yl}-phenyl]-propionamide
N-[4-(2-Cyano-3-hydroxyphenoxy)-butyl]-3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-
yl)-phenyl]-propionamide
N-[4-(3-Hydroxy-2-methanesulfinylphenoxy)-butyl}-3-{3-hydroxy-4-(1,1,4-trioxo-1,2,5-
thiadiazolidin-2-yl)-phenyl]-propionamide

N-{4-(3-Hyd rbxy-2-methanesulfonyiphenoxy)-butyl]-3-[3-hyd roxy-4-(1,1,4-trioxo-1,2,5-
thiadiazolidin-2-yl)-phenyl]-propionamide
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2-(4-{2-Acetylamino-3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yh)-phenyl}-
propionylamino}-butoxy}-6-hydroxybenzoic actd methyl ester
2-(4-{(S)-2-Acetylamino-3-{3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyi]-
propionylamino}-butoxy)-6-hydroxybenzoic acid methyl ester
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propionic acid methyl ester
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-2-methylpropionic acid methyl
ester '
3-{3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-2-methylpropionic acid tert-
butyl ester

(1R*,2R*)-2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-
cyclopropanecarboxylic acid ethyl ester
(1R*,25%)-2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-
cyclopropanecarboxylic acid ethyl ester
N-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-N-methylbenzenesulfonamide
N-[3-Hydroxy-4-(1,1 ,4-trioxo-1 2,9-thiadiazolidin-2-yl)-benzyl]-N-methylmethanesulfonamide
C-Cyclohexyl-N-{2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-
methanesulfonamide
N-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)}-phenyl]-ethyl}-methansulfonamide
Ethanesulfonic acid {2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl}-ethyl}-
amide '

Butane-1-sulfonic acid {2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-
amide -

Propane-2-sulfonic acid {2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-
amide

Octane-1-sulfonic acid {2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yi}-phenyl}-ethyl}-
amide

N-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2 5-thiadiazolidin-2-yl}-phenyl]-ethyl}-benzenesuifonamide
N-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-C-phenyl-
methansulfonamide

4-Fluoro-N-{2-[3-hydroxy-4-(1,1,4-trioxo-1,2, 5-thiadiazolidin-2-yl)-phenyl}-ethyl}-
benzenesulfonamide

3,4-Dichloro-N-{2-[3-hydroxy-4-(1,1,4-trioxo-1,2, 5-thiadiazolidin-2-y!)-phenyl]-ethyl}-
benzenesulfonamide



CA 02647472 2008-09-26
WO 2007/115058 PCT/US2007/065421

- 306 -

3-(4-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-y|)-phenyl]-ethylsulfamoyl}-phenyl)-
propionic acid |
2-Hydroxy-5-{2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-ethylsulfamoyl}-
benzoic acid

Naphthalene-1-sulfonic acid {2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-
ethyl}-amide

2-Naphthalen-1-yl-ethanesulfonic acid {2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-
phenyil-ethyl}-amide |
N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2, 5-thiadiazolidin-2-yl)-phenyl]-propyl}-methansulfonamide
N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propyl}-benzenesulfonamide
N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propyl}-C-
phenylmethanesulfonamide
C-(4-Fluorophenyl)-N-{3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propyl}-
methanesulfonamide
N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propyl}-4-
Isopropylbenzenesulfonamide
N-{3-[3-Hydroxy-4-(1,1,4)-trioxo-1,2,5-thiadiazolidin-2-yl)}-phenyl]-propyl}-4-
trifluoromethylbenzenesulfonamide
N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propyl}-4-
trifluoromethoxybenzenesulfonamide
C-(3-Aminophenyl)-N-{3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propyi}-
methanesulfonamide .
N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl}-propyl}-2,4 6-
triisopropyibenzenesulfonamide
2-Hydroxy-5-{3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propylsulfamoyl}-
benzoic acid |
3-Amino-N-{3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl}-propy!}-
benzenesulfonamide '
4-Amino-N-{3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propyl}-
benzenesulfonamide
N-{3-{3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl}-propyl}-3,5-
dimethylbenzenesulfonamide
N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propyl}-2,5-
dimethylbenzenesulfonamide
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N-{3-[3-Hydroxy-4-(1,1 ,4-trioxo-i ,2,9-thiadiazolidin-2-yl)-phenyl]-propyl}-2,4,6-
trimethylbenzenesulfonamide |

4-tert-ButyI-N-{3-[3-hyd roxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yt)-phenyl]-propyl}-
benzenesulfonamide |
4-(1,1-Dimethylpropyl)-N-{3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-
propyl}-benzenesulfonamide
N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl}-propyl}-3,4-
dimethoxybenzenesulfonamide |

N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1 ,2,5-thiadiazolidin-2—yl)—phenyl]-prOpyl}-2,5-bis-(2,2,2-
trifluoroethoxy)-benzenesulfonamide

Biphenyl-4-sulfonic acid {3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-
propyl}-amide

N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl-phenyl]-propyl}-2-
phenoxybenzenesulfonamide

N-{3-[3-Hydroxy-4-(1,1 ,4-trioxo-1 2,9-thiadiazolidin-2-yl}-phenyl]-propyl}-3-
phenoxybenzenesulfonamide

N-{3-[3-Hydroxy-4-(1,1 ,4-trioxo-1‘,2,5—thiadiazolidin-2-yl)-phenyl]-propyl}-Z,5-bis-(2,2,2-
trifluoroethoxy)-benzenesulfonamide

2,2-Diphenylethanesulfonic acid {3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-
phenyl]-propyl}-amide | |
C-(2-AminophenyI)QN{3-[3-hyd roxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propyl}-
methanesulfonamide

Naphthalene-1-sulfonic acid {3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yi)-phenyl}-
propyl}-amide

C-Cyclohexyl-N-{3-[3-hydroxy-4-(1,1,4-trioxo-1,2, 5-thiadiazolidin-2-yl)-phenyl]-propyl}-
methanesulfonamide

2-Naphthalen-1-yl-ethanesulfonic acid {3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-
phenyl]-propyl}-amide

2-Phenyl-2-(2-trifluoromethylphenyl)-ethanesulfonic acid {3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-
thiadiazolidin-2-yl)-phenyl}-propyl}-amide

2-Ox0-2H-chomene-6-sulfonic acid {3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-
phenyl]-propyl}-amide
N-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenylpropyl}-N-
iIsopropylbenzenesulfonamide
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N-(1-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-cyclopropyl)-
benzenesulfonamide
N-{(S}-1-Benzyl-2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyi}-ethyl}- |
methanesulfonamide

Ethanesulfonic acid {{(S)-1-benzyl-2-[3-hydroxy-4-(1,1,4-trioxo-1 ,2,5-thiadiazolidin-2-yl)-
phenyl]-ethyl}-amide ! |
N-{(5)-1-Benzyl-2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethy[}-C-
phenyl-methanesulfonamide |
N-{{R)-1-Benzyl-2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-ethyl}-C-
phenylmethanesulfonamide
N-{4-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-butyl}-methanesulfonamide
N-{5-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-pentyl}-methanesulfonamide
o-[2-Hydroxy-4-(1-methanesuifonylpiperidin-3-yimethyl)-phenyl]-1,1-dioxo-1,2,5-
thiadiazolidin-3-one .
S-{2-Hydroxy-4-[2-(1-methanesulfonylpiperidin-2-yi)-ethyl]-phenyl}-1,1-dioxo-1,2,5-
thiadiazolidin-3-one _
o-{4-[2-(1-Benzenesulfonylpiperidin-2-yl)-ethyl]-2-hydroxyphenyl}-1,1-dioxo-1,2 5-
thiadiazolidin-3-one '
o-{4-[2-((S)-1-Benzenesulfonylpiperidin-2-yl)-ethyi]-2-hydroxyphenyl}-1,1-dioxo-1,2,5-
thiadiazolidin-3-one
5-{4-[2-((R)-1-Benzenesulfonylpiperidin-2-yl)-ethyl]-2-hydroxyphenyl}-1,1-dioxo-1,2,5-
thiadiazolidin-3-one ' '
9-{4-[2-(1-Benzenesulfonylpyrrolid ih-.2—y|)—ethyl]-2-hyd roxyphenyl}-1,1-dioxo-1,2,5-
thiadiazolidin-3-one |
5-{4-[2-(1-Benzenesulfonyl-1H-pyrrol-2-yl)-ethyl]-2-hydroxyphenyl}-1,1-dioxo-1,2, 5-
thiadiazolidin-3-one ,
o-{4-[2-(1-Benzenesulfonylpyrrolidin-3-yl)-ethyl]-2-hydroxyphenyl}-1,1-dioxo-1,2, 5-
thiadiazolidin-3-one
5-{4-[2-(1-Benzenesulfonylazepan-2-yl)-ethyl]-2-hydroxyphenyl}-1,1-dioxo-1,2,5-
thiadiazolidin-3-one
9-{2-Hydroxy-4-[2-((R}-2-methanesulfonyl-1,2,3,4-tetrahydroisoquinolin-3-yi)-ethyl]-phenyl}-
1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-{4-[2-((R)-2-Benzenesulfonyi-1,2,3,4-tetrahydroisoquinolin-3-yl)-ethyl]-2-hydroxyphenyl}-
1,1-dioxo-1,2,5-thiadiazolidin-3-one
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o-(2-Hydroxy-4-{2-[2-(4-trifiuoromethylbenzenesulfonyi)-1,2,3,4-tetrahydroisoquinolin-3-yl]-
ethyl}-phenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[2-(2-phenyimethanesulfonyl-1,2,3,4-tetrahydroisoquinolin-3-yl)-ethyl]-
phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one |
5-{4-[2-(1,1-Dioxo-1,2-thiazinan-3-yl)-ethyl]-2-hydroxyphenyl}-1,1-dioxo-1,2,5-thiadiazolidin-
3-one
N-{(1R*,25%)-2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-y!)-benzyl]-cyclohexyl}-
methanesulfonamide |
N-{(1R,25)-2-[3-Hydroxy-4-(1,1,4-trioxo-1 ,2,5-thiadiazolidin-2-yl)-benzyI]-cyclohexyl}-
methanesulfonamide
N-{{1S5,2R)-2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-cyclohexyl}-
methanesulfonamide

Ethanesulfonic acid {{1R*,2S5*)-2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-y|)-benzyl]-
cyclohexyl}-amide N-{(1R* 2S8*)-2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-
benzyl]-cyclohexyl}-benzenesulfonamide .
(S)—-2—Benzenesulfonylamino-3-[3-hydroxy-4-(1 ,1,4-trioxo-1,2, 5-thiadiazolidin-2-yl}-phenyl]-N-
pentylpropionamide
(S)-2-Benzenesulfonylamino-3-{3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-N-
(4-phenylbutyl)-propionamide
N-{{5)-1-(1H-Benzoimidazol-2-yl)-2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-
phenyl]-ethyl}-benzénesulfonamide '
tert-Butyl [({2-[4-(1,1-dioxido-4-0x0-1,2,5-thiadiazolidin-2-yl)-3-
hydroxyphenyllethyllamino)sulfonyllcarbamate
1-Cyclohexyl-3-{2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-urea
1-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-3-phenyl-urea
1-Ethyl-3-{2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-urea
1-Adamantan-1-yl-3-{2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-
urea

Benzenesulfonyl-N-{2-[3-hydroxy-4-(1,1,4-trioxo-1,2, 5-thiadiazolidin-2-yl)-phenyl]-ethyl}-urea
1-(2,4-Dimethoxybenzyl)-3-{2-{3-hydroxy-4-(1,1,4-trioxo-1 ,2,5-thiadiazolidin-2-yl)-phé nyl]-
ethyl}-urea
1-(2-Hydroxyethyl)-3-{2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl}-phenyl]-ethyl}-
urea
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3-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyif}-1,1-bis-{2-
methoxyethyl)-urea

Morpholine-4-carboxylic acid {2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-
ethyl}-amide
4-(3-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-ethyl}-ureido)-piperidine-
1-carboxylic acid tert-butyl ester
1-{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyi}-ethyl}-3-piperidin-4-yl-urea
1-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl}-propyl}-3-phenyl-urea
1-Cyclohexyl-3-{3-[3-hyd roxy-4-(1,1,4-trioxo-1 ,2,5-thiadiazo|idin-2-y|)-phenyl]—propyl}-uréa
1-Adamantan-1-yl-3-{3-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiaidiazolidin-2-yl)-phenyl]-propyl}-
urea ' |
3-{3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-propyi}- 1 H-quinazoline-2,4-
dione

3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-piperidine-1-carboxylic acid
ethylamide
>-(2-Hydroxy-4-methanesulfonylmethylphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-(4-Ethanesuifonylmethyl-2-hydroxy-phenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-[2-Hydroxy-4-(propane-2-sulfonyimethyl)}-phenyl]-1, 1-dioxo-1 ,2,5-thiadiazoiidin-3—one
o-(4-Benzenesulfonylmethyl-2-hydroxyphenyl)-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-(2-Hydroxy-4-methanesulfinylmethylphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-(4-Ethanesulfinylmethyl-2-hydroxyphenyl)-1,1-dioxo-1,2 5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(propane-2-suifinylmethyl)-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-(2-Hydroxy—4—methylsuIfanylmethylphenyl)-1 .1-dioxo-1,2,5-thiadiazolidin-3-one
5—(4-EthylsuIfanylmethyl-z-hyd_ roxyphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-(2-Hydroxy-4-isopropylsulfanylmethylphenyl)-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-[4-(2-Benzenesulfonylethyl)-2-hydroxyphenyl]-1, 1-dioxo-1 2,5-thiadiazolidin-3-one
o-[4-(4-Benzenesulfonylbutyl)-2-hydroxyphenyll-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-{4-[3-(1,1 -Dioxotetréhyd rothiophen-2-yl)-prop-1-ynyl]-2-hydroxyphenyl}-1,1-dioxo-1,2,5-
thiadiazolidin-3-one
5-{4-[3-(1,1-Dioxotetrahydrothiophen-2-yl)-propyl}-2-hydroxyphenyl}-1,1-dioxo-1,2,5-
thiadiazolidin-3-one
o-[2-Hydroxy-4-(3-oxopentyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
9-[2-Hydroxy-4-(2-methyl-3-oxopentyl)-phenyl]-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
o-[2-Hydroxy-4-(2-methyl-3-ox0-3-phenyipropyl)-phenyl]-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
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5-[4-(2-Benzoylbutyl)-2-hyd roxyphenyI]'-1 ,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{4-(2-Benzoylpentyl)-2-hydroxyphenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one

5-[2-Hyd roxy-4-(3-oxo_-2,3-diphenylpro pyl}-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[4-(2-Benzyl-3-oxo0-3-phenylpropyl)-2-hydroxyphenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[4-(2,2-Dimethyl-3-ox0-3-phenylpropyl)-2-hydroxyphenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-
one .
o-[2-Hydroxy-4-(1-oxo-indan-2-yimethyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(6-ox0-6,7,8,9-tetrahydro-5H-benzocyclohepten-5-yimethyl)-phenyl]-1,1-
dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(2-methoxy-3-ox0-3-phenylpropyl)-phenyl]-1, 1-dioxo-1,2,5-thiadiazolidin-3-
one
o-[2-Hydroxy-4-(3-hydroxy-2-methyl-3-phenylpropyl}-phenyl]}-1,1-dioxo-1,2,5-thiadiazolidin-3-
one

5-{2-Hydroxy-4-[2-(hydroxylphenylmethyl)-butyl]-phenyl}-1,1-dioxo-1 ,2,5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[2-(hyd rdxyphenylmethyl)-pe ntyl]-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[4—(2-Benzyl-3-h ydroxy-3-phenylpropyl)-2-hydroxyphenyi}-1,1-dioxo-1,2,5-thiadiazolidin-3-
one .
o-{2-Hydroxy-4-(3-hydroxy-2,2-dimethyl-3-phenylpropyl)-phenylj-1,1-dioxo-1,2,5-
thiadiazolidin-3-one

5-[2-Hydroxy-4-(1-hyd roxyindan-z-ylmethylj-p henyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hyd roxy-4—(3-hyd roxy-2-methoxy-3-phenyl-propyl}-phenyli-1,1-dioxo-1,2,5-
thiadiazolidin-3-one

5-(2-Hydroxy-4-vinylphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(1-hydroxyethyl)-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(2-hydroxyhexyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(3-hydroxybutyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-{2-Hydroxy-4-[2-(1-hydroxycyclohexyl)-ethyl}-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
2-[2-Hydroxy-4-(4,4,4-trifluoro-3-hydroxy-3-phenylbutyl}-phenyl]-1,1-dioxo-1,2,5-
thiadiazolidin-3-one

9-(3-Hydroxybiphenyl-4-yl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one

5-(3,3 -Dihydroxybiphenyl-4-yi)-1,1-dioxo-1,2 5-thiadiazolidin-3-one
[3'-Hydroxy-4'-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-biphenyi-4-yl}-acetic acid
9,9'-(3,3'-Dihydroxybiphenyl-4-y|)-1,1,1’,1'-tetraoxo-1,1’,2,2’.5, 5'-dithiadiazolidin-3,3"-one
9-(4-Furan-3-yl-2-hydroxyphenyi)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
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5-(2-Hydroxy-4-thiophen-3-yl-phenyl)-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-(4-Benzofuran-3-yl-2-hydroxyphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-[2-Hydroxy-4-(6-methoxybenzofuran-3-yl)-phenyl]-1, 1-dioxo-1,2,5-thiadiazoiidin-3-one
5-(2-Hydroxy-4-thiazol-5-yl-phenyl-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-(2-Hydroxy-4-thiazol-2-yl-phenyl}-1,1-dioxo-1,2, 5-thiadiazolidin-3-one
S-[2-Hydroxy-4-(1H-pyrrol-3-yl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-[2-Hydroxy-4-(1H-pyrazol-3-yl)-phenyl]-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(1H-pyrazol-4-yl)-phenyl]-1,1-dioxo-1,2, 5-thiadiazolidin-3-one
o-[2-Hydroxy-4-(1-propyl-1 R-pyrazol-4-yl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one |
o-[2-Hydroxy-4-(1-isobutyl-1H-pyrazol-4-yl}-phenyl]-1, 1-dioxo-1, 2, 5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[1-(3-methylbutyl}-1H-pyrazo!-4-yl}-phenyl}-1, 1-dioxo-1,2,5-thiadiazolidin-3-
one |
5-[2-Hydroxy-4-(tetrahydrofuran-3-yl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-[4-(2,3-Dihydrobenzofuran-3-yl)-2-hydroxyphenyl]-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
o-{2-Hydroxy-4-thiazol-2-ylmethylphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
-[2-Hydroxy-4-(2H-pyrazol-3-ylmethyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-(2-Hydroxy-4-pyrazol-1 —ylmethyl-phenyl)-‘l ,1-dioxo-1,2,56-thiadiazolidin-3-one
5-[2-Hydroxy-4-(3-trifluoromethylpyrazoie-1-ylmethyl)-phenyl]-1,1-dioxo-1 ',2,5-thiadiazolidin-
3-one '
5-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-pentanocic acid
4-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-butane-1-sulfinic acid
4-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyi]-butyronitrile
4-[3-Hydroxy-4-(1,1,4-trioxo-1,2 5-t'hiadiazolidin-2-yl)—phenyl]-2-methyi-butyronifrile
4-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenyl]-3, 3- dlmethylbutyromtnle
[3-Hydroxy-4-(1,1,4-trioxo-1 ,2,9-thiadiazolidin-2-yl)-phenoxy]-acetic acid 2-
trimethylsilanylethyl ester
[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenoxy]-acetic acid
3-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-phenoxy}-1,3,4,5-tetrahydro-
benzo[blazepin-2-one

5-(4-Ethyl-2-hydroxyphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-(4-Hexyl-2-hydroxyphenyl)-1,1-dioxo-1,2 5-thiadiazolidin-3-one
o-(2-Hydroxy-4-iscbutylphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[4-(3,3-Dimethylbutyl)-2-hydroxyphenyl]-1, 1-dioxo-1,2 5-thiadiazolidin-3-one
o-[2-Hydroxy-4-(3,3,3-trifluoropropyl)-phenyl]-1,1-dioxo-1,2 5-thiadiazolidin-3-one
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5-(4-Cyclopentylmethyl-2-hyd roxyphenyl)-1 1-dioxo-1,2,5-thiadiazolidin-3-one
5-(4-Cyclohexylmethyl-2-hydroxyphenyi)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{2-Hydroxy-4-[1-(2,4,6-trimethylphenyl)-ethyl]-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-{4-(2-Aminobenzyl)-2-hydroxyphenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-[2-Hydroxy-4-(2-hydroxybenzyl)-phenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
o-[2-Hydroxy-4-(2-hydroxy-5-methylbenzyl)-phenyl]-1,1-dioxo-1,2 5-thiadiazolidin-3-one
o-[4-(2-Aminomethylbenzyl)-2-hydroxyphenyl]-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(2-methoxymethylbenzyl)-phenyl]-1, 1-dioxo-1,2 5-thiadiazolidin-3-one
{2-{3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl}-phenyl}-acetonitrile
{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-phenyl}-acetic acid methyl
ester -
{2-[3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-phenyl}-acetic acid
N-Ethyl-2-{2-[3-hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzyl]-phenyl}-acetamide
o-(2-Hydroxy-4-{2-[2-(4-methylpiperidin-1-yl)-2-oxo-ethyl]-benzyl}-phenyl)-1,1-dioxo-1,2 5-
thiadiazolidin-3-one
5-{2-Hydroxy-4-[2-(2-hydroxyethyl)-benzyl]-phenyl}-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-[2-Hydroxy-4-(pyridine-2-carbonyl)-phenyl}-1, 1-dioxo-1,2,5-thiadiazolidin-3-one
5-(4-Benzenesulfonyl-2-hydroxyphenyl)-1,1-dioxo-1,2, 5-thiadiazolidin-3-one
o-(2-Hydroxy-4-trifluoromethylphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-(2-Hydroxy-4-methoxyphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
3-Hydroxy-4-(1,1,4-trioxo-1,2,5-thiadiazolidin-2-yl)-benzonitrile,
o-(4-Chloro-2-hydroxyphenyl)-1,1-dioxo-1,2,5-thiadiazolidin-3-one
5-(4-Fluoro-2-hydroxyphenyl)-1,1-dioxo-1-[1,2,5]thiadiazolidin-3-one,
9-(2-Hydroxy-4-methylphenyl)-1,1-dioxo-[1,2,5]thiadiazolidin-3-one,
9-(2-Hydroxy-4,6-dimethylphenyl}-1,1-dioxo-[1,2,5]thiadiazolidin-3-one.
5-(4,5-Difluoro-2-hydroxyphenyl)-1,1-dioxo-[1,2,5]thiadiazolidin-3-one, and
9-(3,5-Difluoro-2-hydroxy-4-methylphenyl)-1, 1-dioxo-1,2, 5-thiadiazolidin-3-one,

or a pharmaceutically acceptable salt thereof.

The compounds of the invention depending on the nature of the substituents, may possess
one or more asymmetr'ic centers. The resulting diastereocisomers, enantiomers and
geometric isomers are encompassed by the instant invention.

Compounds of formula (I} may be prepared according to the below described synthsis
schemes;
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Scheme 1
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In Scheme 1, R can be an alkyl and R; is as defined hereinabove.
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In Scheme 3, R can be X as defined hereinabove or is preferably aryl, heterocyclyl, alkyl,
esterified carboxy.

Scheme 5
ROOC H
" .

- 0\ ,0 hydrolysis OQ‘ ,}0 coupling

e s 5 +

S —_— R, M e ——
. M N\ R,0 O{CH,),-NH,

OR, \—Q "~ OR, \—Q .

reduction
; H o, .0 HO O N
N A H 0. .0
R S - N 7y
R, NT “NH R A3
\ E Ry N “NH
O

In scheme 5, Rg is the same as defined above herein. R is any of the hereinabove

substituents listed as possible aryl substituent. OH can be present or replaced by another
substituent.
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R,0 O{CH,), -NH,
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