The present invention provides novel triazole
derivatives as ghrelin anal ogue |igands of growth
hor none secr et agogue receptors according to fornul a
(12) INTERR&RIORAIRA RIS &E ATION PURLISHEDURREREHE POFYEND ICOPRYR SO TRIATY (PCT)
physi ol ogi cal and/ or pat hqg ol ogical conditions in

(19 wemmisstup wefenia bbb G AR iy RAEHOR DeuFamummmun

I ec epitgnagionallBigeapr esent | Y
receptor antagonists and SgamiAt s that can be used for
and a I(]é)) Hggfl:monql (ﬁlbhcatlon Number

(D duieantionl RyblicaHensate ecept pisr
22 Eehruary 286¢2-R2M8Dt i ons, " in parti cuVBO gOT/020013 A3

e,

IR
t ORdD

retardatl o chexia, short-, dir um

(51) Interna%onal atent assclzﬁ%atlr(])n: (755B Inventors: PERRISSOUD, Daniel; Wilhelm-Meis-
AGIK 31/4196 (2006.01)  AG6IK 31/497 (2006.01) ter-Strasse 7, 61348 Bad Homburg (DE). MARTINEZ,
AGIK 31/4427 (2006.01)  AG6IP 5/06 (2006.01) Jean; Le Jardin des Muses, 9, rue Jean Moulin, F-34720

AGIK 31/4523 (2006.01)  A61P 5/08 (2006.01) Caux (FR). MOULIN, Aline; 12, route de Beauval-
lon, F-26800 Portes-les-Valence (FR). FEHRENTZ,
Jean-Alain; 217, avenue de 1'Abrivado, F-3440 St.
Nazaire de Pezan (FR). BOEGLIN, Damien; 11, rue des
Pinsons, F-68420 Eguisheim (FR). DEMANGE, Luc; 14,

rue Buffon, F-91400 Orsay (FR).

(21) International Application Number:
PCT/EP2006/007945

(22) International Filing Date: 11 August 2006 (11.08.2006)

(25) Filing Language: English

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

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

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

English

60/707,941 15 August 2005 (15.08.2005) US CO, CR, CU, CZ, DK, DM, DZ, EC, EE, EG, ES, F1, GB,
05017732.8 16 August 2005 (16.08.2005) EP GD, GE, GH, GM, HN, HR, HU, ID, IL, IN, IS, JP, KE,
60/787,543 31 March 2006 (31.03.2006) US KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS, LT, LU,

LV, LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NG,
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RS, RU, SC, SD,
SE, SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA,
UG, UZ, VC, VN, ZA, ZM, ZW.

(71) Applicants: ZENTARIS GMBH [DE/DE]; Weismiiller-
str. 50, 60314 Frankfurt (DE). LE CENTRE MATIONAL
DE LA RECHERCHE SCIENTIFIQUE [FR/FR]; 3, rue
Michel Ange, F-75794 Paris Cedex 16 (FR). UNIVER-
SITY OF MONTPELLER I [FR/FR]; 5, boulevard Henri

(84) Designated States (unless otherwise indicated, for every

IV BP 107, F-34006 Montpellier Cedex 5 (FR). UNIVER-
SITY OF MONTPELLER 1II [FR/FR]; Place EugeNE
Bataillon, F-34095 Montpellier Cedex 5 (FR).

kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),

[Continued on next page]

(54) Title: NOVEL TRIAZOLE DERIVATIVES AS GHRELIN ANALOGUE LIGANDS OF GROWTH HORMONE SECRET-
AGOGUE RECEPTORS

1004 S
;=
l.a g 80"'
o o
T o>
G o~
Ei.ﬂ
T 401
X 5 .
N
v 20
G 1 1 1 1 1 ] |}
12 11 -10 -0 -8 -7 -6 -5

Log Conc. Compound (M)

(57) Abstract: The present invention provides novel triazole derivatives as ghrelin analogue ligands of growth hormone secreta-
gogue receptors according to formula (I) that are useful in the treatment or prophylaxis of physiological and/or pathophysiological
& conditions in mammals, preferably humans, that are mediated by GHS receptors. The present invention further provides GHS re-
& ceptor antagonists and agonists that can be used for modulation of these receptors and are useful for treating above conditions, in

particular growth retardation, cachexia, short-, medium- and/or long term regulation of energy balance; short-, medium- and/or long
o
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term regulation (stimulation and/or inhibition) of food intake; adipogenesis, adiposity and/or obesity; body weight gain and/or reduc-
tion; diabetes, diabetes type I, diabetes type II, tumor cell proliferation; inflammation, inflammatory effects, gastric postoperative
ileus, postoperative ileus and/or gastrectomy (ghrelin replacement therapy)".
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