- 1 - Novel Trlazole Derivatives as Ghrelln Analogue Llgands of Growth
Hormone Secretagogue Receptors Description 5 Technical field The
invention relates to novel triazole derivatives that act as ghrelin analogue
ligands of growth hormone secretagogue receptors These compounds are
useful in 10 modulating growth hormone plasma levels in mammals as
wER A¥713d%reatment and/or regulation of various physiolC§E&Pa#§/007945
pathophysiological conditions, such as.growth retardation, obesity, food
intake, energy balance, tumor cell proliferation, wound/burn healing,
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acid peplife vyt adtaidbe octanoyl modification on Ser-3 (Kojima M et al.,
Nature 1999, 402: 656-660), was identified as an endogenous ligand for
the growth hormone secretagogue receptor type 1la (GHS-R la), a
G-pr&288eiBibled 20 receptor (Howard AD et al., Science 1996, 273:
934-977). Ghrelin is essentially produced in the upper intestinal
tract/stemgalnbdt lower amounts were also detected in bowel, pancreas,
kidney, the iImmune system, placenta, testes, pituitary, lung and in the
hypothalamus (van der Lely AJ et al., Endocrine Rev. 2004, 25: 426-457,;
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Am. Fopsikiin). hralingl Metabgic decTermpndinfaiohap®0l, 280: R1483-1487;
Takaya K et al., J. aim Endocrinol. Metab. 2000, 85: 4908-4911).
Ghrefipyis,thought to participate in metabolism regulation and energy
expenditure, so ghrelin expression and secretion into the general
circulation from the stomach is expected to be influenced by metabolic
hormon&§reifchekentnaasiA sepfisa Witk 8iréqie sstapoyl modification on Ser-3 (Ko-
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her- bowel, pancreas, kidney, the immune system, placenta, testes, pituitary, iung and in
the hypothalamus (van der Lely AJ et al.. Endocrine Rev. 2004, 25: 426-457; Cowley M
et al., Neuron 2003, 37: 649-661).

25 In humans, ghrelin stimulates growth hormone (GH) via a pathway independent
from GHRH receptor and in synergy with GHRH on GH secretion (Arvat E et ai., J.
Clin. Endocrinol. Metab. 2001, 86: 1168-1174). Besides, it also stimulates ACTH,
prolactin, cortisol, aldosterane and epinephrine secretion (Arvat E et al., J. Clin. Endo-
crinol. Metab. 2001, 86: 1169-1174; Nagaya N et al., Am. J. Physiol. Regul. Integr.

20 Comp. Physiol. 2001, 280: R1483-1487; Takaya K et al., J. Clin. Endocrinol, Metab.,
2000, 85: 4908-4911).

* Ghrelin is thought to participata in metabolism regulation and energy expenditure,
s0 ghrelin expression and secretion into the general circulation from the stomach is
expacted to be influenced by metabolic hormones. In obese humans, plasma ghrelin



5 mone secretion as well as to treat those conditions which are improved
by the anabolic effects of growth hormone. Initially, clinical applications
with OH were limited to treatment of GM-deficient children, but the
commercialization of recombinant human growth hormone (rhGH) allowed
many studies which showed other potential clinical uses of GH (Strobl JS
oA 2995 BHAmacol. Rev. 1994, 46: 1-34; Torosian MM, J. PEEER006/007945
Endocrinol. 1993, 6: 93-97). rhGH has shown promise in the treatment of
patients with burns, wounds, bone fractures and more recently In
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Mol. Endocrinol. 1997, 11: 415-423; Petersenn S, Minerva Endocrinol.
2002; 27: 243-256). Among mammalian species a high 20 degree of
sequence identity has been reported for GHS-R la (Petersenn S, Minerva
Endocrinol. 2002; 27: 243-256: between 91,8% and 95,6%). Motilin
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Other OHS receptor family members appear to be neurotensin receptor,
TRH receptor, OPR38 (FM1), GPR39 (FM2) and FM3 (Smith RG et al.,
Endocr. Rev, 1997, 18: 621-645; Smith RG et al., Norm. Res. 1999, 51
(Suppl. 3): 1-8; Tan CP et al., 30 Genomics 1998, 52: 223-229; Howard
AQ(?EQ%I Smence 1996, 273: 974-977), Further GHS receptor subtypes
appear {82%3tin a wide variety of central and peripheral tisSUEERMHUENMS
Lely AJ et al., Endocrine Rev. 2004, 25:3426-457). For instance, a cardiac
GHS-R has been reported (Bodart Vet al., Circ. Res. 1999, 85: 796-802)
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5sults in increased body weight and decreased fat utilization (Tschop M et
al., Nature 2000, 407: 908-913). Furthermore, it has been reported that
ghrelin and des-octanoyl ghrelin promote adipogenesis in vivo (Thompson
NM at al., Endocrinol. 2004, 145: 234-242) and inhibit
isoproterenol-induced lipolysis in rat adipocytes via a non-type GHS-R la
(W&cigogetsal., Eur. J. Pharmacol. 102004, 498: 27-35). ORCHBPOHEI07945
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30 pounds, initially characterized as growth hormone secretagogues, are able to
stimulate selectively food intake in rats without inducing growth hormone secre-
tion, suggests the existence of a GHS-R subtype different from GHS-R1a in the
hypothalamus (Torsello A et al., Neuroendocrin, 2000, 72; 327-332; Torsello A
et al,, Eur. J. Pharmacol. 1998, 3680: 123-129),



f) Treatment of gastrectomy (ghrelin replacement therapy) The gastric
hormone ghrelin was given to mice subjected to gastrectomy or 20sham
operation (Domonville de la Cour C et at, Gut 2005, 54(7): 907-913). The
results presented show that ghrelin replacement therapy at least partially
re- verse gastrectomy induced reduction in body weight and body fat. 9)
T%%ﬁ%aéﬁ?%ﬁgastric) postoperative ileus The effect of ghreRRGRM§#s/007945
motor function of the gastrointestinal tragt.in rat was 25 evaluated. It

could be shown that ghrelin reverses the delayed gastric evacuation and
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Both ghrelin and non-acylated ghrelin bind to tumoral tissues. Because non-

acyiated ghrelin is unable to bind the GHS-R1a, it is likely that the binding site

of GHS to tumoral tissues is different from the GHS-R1a. From these data, one



Animals were not forgotten in potential applications such as stimulation of
food intake (Wren AM et al., Diabetes 2001, 50: 2540-2547), stimulation of
the immune sys- 30 tem in companion animals and treatment of disorder

of aging, growth promotion in livestock and stimulation of wool growth in
sheep. Compounds containing triazole moieties have been widely
re€8gmzeanihe medicinal chemistry due to their various biptagicabos/c67945
activities. The following patent families are all directed to heterocyclic
compounds that are said to show certal““nabiological ac- - 8 - tion for use in

different medicinal indicatians, Triazole mpieties are Implicitly or explicitl
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discloses magsda s ERsausesaRy it FR epts WRRH94/052280

describes anti-agiogenic compounds as inhibitors of tyrosine kinase
activity shVEestmest ebirfpsmationtent-infenmmatanceffeayO 2004/096795 also

discloses tyrpsine ki inhibitors, preferaply C-EMS inhibitors. WO
03/011831 gﬁ%’%c@%@?ﬁi@l %St f%gg?:f?ﬁ?féy ?Pec_)trésro%{%%eﬁ%%%mﬁ it
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Stpstituted argieRHMae S RNTREIS AR IS LRI Ol e ere
drug discovery high-throughput screening. However, they all 1o prowae
any biologi@é%ﬁéﬁg?ﬁt(}ydwg'?ﬂ}grﬁ@a?ﬁﬁﬁﬁ & nor do they name specific
CoMpouRsISTERALPAL B2h4@Nd 15 WO 00/76970 both claim serine
protease inhibitors useful as antithrombotic agents. WO 01/36395
discloses tridgdietideshrin wiechef Rimisijerd msemaberirgiiwto rorid@ in an
96/33176 amtindSrbdd0a, SRR ReMeMIRYArOXARIR REKIAOTODAUOES:
ag metallopseiease.and TENEBRLRIRE MR, %/ 62098 ?gtsﬁr,'g?ﬁn?ocn . 2000,

2-heterocyclicethylami erivatives and their use in neurological an
neurodege(rii é%g‘%%%%%gyg .}{ﬁé'\ﬂf(ﬁ "8 359/ 153 Y G RAYRSO MG S
the treatmeRRBRAIBHIDERADIAT R Rt alad Chribyextd PahiBREIS231ER386).
98/38174, 0 and US 2003/0130188 all
describef?hi%?%%ﬁ%@béﬁgﬁﬁﬁgﬁg ll?'] ei%%g?gn% ?é%ee{g% yloid peptide
release or Thsyattie sisfoneighréinilzigiractontiisaasoted to JASHOERRNEHE

‘e@MpoundsAbAl PRSI HERbAMAS LITEThAVE Als0 BRSRELSEIRRIDES, The

the lieratung, , W1Q. 00194129, 19 Jsianes, dsclosgs heferoc

clic,
aromatic compounds as OH secretagogues P QPERNA 'Péét?ﬁ{tﬁ?é{lfé&
endogenouSBroSEEtAMYarrad redistiasitmdy weighiradhedoiatain
triazole moieliaselt AYLLAR, RmpthaddqLjgcreasing levels of
endogenous OH or increasing the endogenous production or release of
OH adminidtereB8tiotpetndd M8 ivtesndtiecof f tasrorteetraimaiio thisvas
pEovided fosvarRNeN NG SEEMIRG HEIQARAFISIRHE RO RPNRHE RN a-

andior strengl JERIS ARSI, SLEANRIISHIS Inass SNcketoc.
muscle strength and function In eldefly humans, or reversal or p(evenﬁg?m
of frailty in BEBINPHRERTGHEUSMTHIRLE AHY-<Br B! Gastroinigg kigePhysiol
although cRARTASHELIFE©RIEBase WO 00/54729 falls to actually prove
such effget Nter s orinaig dafa arg copfained that
demonstfate any stimufation of or Incréase in ehdogenous production

and/or releaiseetitbi aBesinesgMéh RDEpA-A0ntRls icdassrinpiantbshevy,
action of thegavRlalinRth 9a68; » PRIEKS. QHe@QQ/upé%W?ﬁQt@éQ?&h 'of ghrelin

claimed com rgg{qgsnsa&% ngé gthoown/described to be ligands of one or more
specific reCeprOTS, 10T InSTance of & TRetor Alsfse tHalenrrddoatianinghir-

modulate their activity.



Furthermore, WO 00/54729 fails to describe and demonstrate inhibitory
and/or antagonistic activity of claimed compounds. As a matter of fact,
such compounds are not 10 shown to decrease levels of endogenous OH
and/or inhibit or decrease endogenous production and/or release of OH.
Nor is an inhibitory action on any receptor mentioned nor made obvious.
; , US 6,518,292,US 6,660,760 are members of fHEFEaMp007945

patent family as WO 00/54729 that, hoyvp_ver, do not comprise triazole
moieties as claimed subject 15 matter any more. With regard to biological

ggg\gfgé;hgemﬁéﬁ@% 5@5&%@&{&[{1&4@ &Wt?\g? M&sé‘g@way for the
IC.aromailtic
secretagog%%ag%%:r:itr IL?(?]ar%e%agl qcpg hss%rgiy i silmula see @ﬁ%@é’e%?@ 389).

production or release of GEL  However, claimed compounds consists of

bi- to tetrac |c aromatic rings and do not 20 contain triazoles.
Analogo Y RARTRYIR SAvETeRPrRaeERlioN O LIeARYEW, oh PRtisaisaring

vifro nmmMe@dmtamwmm1mmMmm dyratinedial 0eobor
glcgea@ﬁd (b@dtﬁmlﬁ 8) QEUHCH ARy RRAAN o?é@\alvﬁﬁrégs%%% rrﬁ‘l Qe gg@ -
iolo s for p
97/23’? 6?13&!9521;%5 écg)am ‘Pg}lﬁ?]%%ﬁ&pep%g&% r%}(rjnerﬁtg‘ﬁa ureua‘;"st 'yoP e
said PSR iR %?F&Mv@ﬁw@eweﬁmﬁaéa@@ ERTABRIPEIAT -
shomﬂﬁ?ﬂﬁ@éd‘?ﬁ@ﬂ@fﬂwuﬁmwmmowﬂj sotifstaessents {Eroteolytic
degratieatmng/eoad isTxo) ecthivaiaiabiity rhaaddian. HebnedeeRenRds
couldalgq %@m%@gr &é@é’rﬁléﬂé (%g @BS;&Q ﬁ fon C{P o i immuge sys-

com ounds ptlde eriyatives a 0 not exp icitly contain tri
Woun ailn U

zole MOIGHES. o S08Pe SRANL {5 ity 2R BN YB A AP yetardation
00/5293% &R meawwwm@mm@mw ertithiesitnytrasimito
or in afiinfralsteirhorbetmatrd stioaf ektstat ysplasie Hosd e atishisas A ek RRERN

ag p%vh@%ﬁd@tﬁéhﬁl‘%é%mmlaség Na&%@e R r%ﬁé’@%ﬂé&ﬁﬁ%ma
Furt %pre Wétn%r eir% to ?IO|O P‘iﬂf geb$ and |rr1] i 4or%nar|1ta onistic
aCtIVItj) e above S d?rac S as B°Bhy542e" 3R, gygn and ventita-
6,12 e[‘J@’S"QV?BW%HY%’E@W%%%B@P@WWe%Wt
pateﬁwanmfasowl@l@vmm fraefiictotibetgto Esd\Waity (LB toc-
applyion: ﬂx{bﬁ)ovecﬁwh}maﬂs@!%taﬁéh@wmﬁo%@ fugt e8Re BYBTESRIAYIdEds
%e U6 %&ﬁé&@@cﬂ"@g Q%Q %gﬂ%%rf men?cg)sleep quality (e.g. US 6,071,926);
prevention of congestive heart failure alone (e.g. US 6,329,342: US 6,194.578) and in
combination with corticotropin releasing factor antagonists (e.g. US 2001/0041673);
metabolic homeostasis or renal homeostasis (e.g. in the frail elderiy)(e.g.
US 6,194,578); improving glycemic control (e.g. US 6,251,902); treatment of systemic
25 lupus erythematosus and inflammatory bowel disease (e.g. US 2002/001 3320); treating
-or preventing frailty associated with aging or obesity (e.g. US 8,194,578); as well as
stimulation of osteoblasts. ‘

Animals were not forgotten in potential applications such as stimulation of foad in-
take (Wren AM et al., Diabetes 2001, 50: 2540-2547), stimulation of the immune sys-
30 tem in companion animals and treatment of disorder of aging, growth promotion in live-
stock and stimulation of wool growth in sheep,

Compounds containing triazole moieties have been widely recognized in the me-
dicinal chemistry due to their various biological activities. The following patent families
are all directed to heterocyclic compounds that are said to show certain biological ac-



5 (I) wherein: R1 is selected from the group consisting of "hydrogen

atom, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkylalkyl, aryl, heteroaryl,
arylalkyl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl, 10alkylsulfonyl,
arylsulfonyl, arylalkylsulfonyl” which are optionally substituted in the alkyl,
cycloalkyl, cycloalkylalkyl, aryl, heteroaryl, arylalkyl, heteroarylalkyl,
h&teAeyerPind/or heterocyclylalkyl group by up to 3 substiRETEs?2006/067945
independently selected from the group cg)nsnstlng of "halogen, -F, -Cl, -Br,
-1, -N3, -CN, -NR7R8, -OH, -NO2, alkyl, aryl, arylalkyl, - 0-alkyl, -0-aryl,

- -0- ar)ﬂ@“%l‘ ustd prefsrabliarg %ﬁi'i@éﬁ&@ fm&@%@%@ &‘éﬂﬁb’?ﬁlﬂ? &fexplicltiy
aIkyI rXI eteroar ! arx}?h optionall
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consi&lithg f'}/%%@ﬁfa'ﬁ‘*y o “B?“’EI""”N@‘“?@N ece[qm RY, Gt pperplegpgue
alkyl,m%rtiwmm like-alkyl, -0-aryl, -O-aryfalkyl"; R2 is selected from the

group c lkenyl, alkynyl cycloalkyl cycloalk lalkyl, aryl,
heteroaryl, %ﬁaﬁ Oﬁg%sﬁ? g\;ﬁw 18y dE?/ F°ﬁ iﬂkyl,
a|ky|s‘{¥@o%ﬂﬂ4/9@%§§}?§@n@mﬂs wmmmmwwwﬁmmwmwmine kinase
substitethéty i VES Rlsydpystoalihdir oyeloaliogtaliyb aogh/besrrard discloses
arylauwgsmm@@mmsh&@é%wkm%arbn&gew%mﬂ5511 grgup by up

to3 W&g&qn@ p t% selech ?g the %%%%Sstg‘%‘a% s of

"halogen

aWIaHEW %“éﬁl@’l“meﬁafwo éﬂmlﬁﬁmﬁﬁﬁ@ taﬁéﬁ‘@fpam'a’v@twé@meeﬁfmwom-
the ghoepmdingistingroWaliky1o4618, dndterdatyds 2yiatederbe tarancglabienhos
?puoammmauagugwm;@ﬁa me?h&smtmuﬁe;ﬁtnagsmqsmu dRciRd
rom INg o 0

‘O, SISIPRREITV g AU Dy i i gl &
radicaRy B8dighg I'-‘éﬁe@"éwa%ﬂé'ﬁ%ﬁﬁﬁﬂf WM%@’&W@W&&?&UQS o
sHlect¥d MRstANFbgirotiine sersis timgjeafe inihitge nsefto s, altiitpabgdtic agents.
hetennaryh/asgbal gidohricrpasd albolatial a@m@mmsmaemmg kyl,
-alky%@mm%%d%m%%g s\lgxlr&{i &m%% e hetemﬁéx'ss!%m-

-alky|-O heterocyc etero ylc

SRS TRt ibess S S Sie8 sl S yfamine do
-alky Rt saed desicie in ndelglogithlAa OriretegscyeiiValitybrders.

-20KyINEX QD0 42y 278l kg kn € (OnPandatkyihe althed DD RASESA particular Fac-

-alkﬂo@f@%h@&‘é@%ﬂ@ﬁﬁwﬁ@k@%&?%@%’%ﬁ CaalNM g%}ﬂfommsa

heterqcycl I-CO-OH

o s P Corphiin g Pk o Bt eyl A g o
are oﬁ?&?&ﬁ@dﬁgfﬂlﬁ’é@ﬁqm%eteroaryl arylalkyl, heteroarylalkyl,
heterocm%élr@yg{grcompounds that may be useful as GHS have also been described in
25 the literature.

WO 00/54729, for instance, discloses heterocyclic aromatic compounds as GH se-
cretagogues which are said to stimulate endogenous production and/or release of GH
and can also contain triazole moieties. In addition, a method for increasing levels of
endogenous GH or increasing the endogenous production or release of GH administer-

30 ing such GHS is described. Furthermore, a method is provided for preventing or treat-
ing osteoporosis (improving bone density and/or strength), or treating obesity, or in-
creasing muscle mass and/or muscle strength and function in elderly humans, or re-
versal or prevention of frailty in elderly humans administering such GHS.



5heterocyclylalkyl group by up to 3 substituents independently selected
from the group consisting of "halogen, -F, -Cl, -Br, -1, -N3, -CN, -NR7RS,
-OH, -NO2, alkyl, aryl, arylalkyl, - 0-alkyl, -0-aryl, -0-arylalkyr; and
preferably are selected from the group consisting of "arylalkyl,
heteroarylalkyl, heterocyclylalkyl, -alkyl-O-aryl, -alkyl-O-arylalkyl, -alkyl-O-
h&@@ﬁ??}gf‘“oé?kyl-o-heteroarylalkyI, -alkyl-0-heterocyclyl, allBFTFE2006/007945
In a second aspect, there is provided a fgiazole compound selected from
the group 15consisting of: compound '1(R)-N-(1-(5-(2-(1

H-indo1 +ybeihyihduéh éadﬂn@mawmﬁéldés@vﬁdo%&i@%ﬂ@'tzﬁa&%?@ Hrdve
H- '”déljl:rﬁebr&@thxltﬁe?:ﬁﬁrﬁ‘&%ﬂﬁ&@é@rﬁe%&%ﬂ %%%?H* §1 r‘h‘ate ?ry stimu-

-N- dol-3
5&))2?%[ Jndoft %y%;%%)ﬂlofé'r%ﬂ %Wﬂ@fﬁ%ﬂdﬁ'ﬁ%ﬁgﬁo compound
3(R)-N- (&é@é@%@ﬁd%%@@@%ﬁé‘a%}ﬁwgﬂ g}r,]"g]cht%eél%mmlcom—
0-2-me
R N B e B R ATy eponbed o be
yl) z"%imﬁ&Bﬂﬁs@pB\efﬁﬁF)e?fﬁﬁ?ﬁ?af%@tﬁwmm%arﬁﬁmwﬁ@ny. that bind to
pharitasendaatddate theingstiiid

5(R)- N 1 - %) t{h¥2) ef% aphthalen-1-ylmethyl)-4H-1,2 4-tri
azol- 3-y é%a ﬁg mlt‘}j%(l% %ﬁf 2 - él f%g‘f & [fAHfefy andior an-
Comﬁﬁqﬂﬁ'&t": actiwty of clalmed compounds As a matter of fact, such compounds are not

BI(R)-$ho(tn (6 d@sikiskileaiald eB eydagbyd):sI1a(3 amtith dxidien Agbrebse briddHazol
-3-Y proadctdirahants JeidaxP silev) NoasUR s R BUBFARAG TS or mentioned

com
7(R)- ﬁg&? ?gwr%ethoxybenzyl) 5-benzyl-4H-1,2,4-triazol-3-y1)-2-(1H-in

dol-3- yOe#%/45,263Mi86; 218 Y 6E5aTa0 UALmERBEPOLINEL same patent family
B(R) MW Gk rftddietaf e s BRIAMA Al Aol dosh

Hzindol: 3 eth f?l—i% mln%a%- h p %anaml Ocomp
JiR) TEY -g&(? % nus r%' oop%/fﬂc? ‘éﬁzﬁﬂﬁﬁf"i"ﬁ sﬁaﬁ%%fs:?ifﬁ 2-(1
H-ind¥R 00/54729 apply.
WO 2004/021984 describes heterocyclic aromatic compounds GH secretagogues
which are said to be useful in stimulating endogenous production or releass of GH.

However, claimed compounds consists of bi- to tetracylic aromatic rings and do not
20 contain triazoles.

Analogous to WO 00/54729 in vivo GH release Is claimed, but neither in vitro nor in
vivo data are contained that demonstrate any stimulation of or increase in endogenous
production and/or release of GH. With regard to biological activity, the same stated
facts as for WO 00/54729 appiy.

25 WO 97/23508 claims compounds of peptide mimetic nature as GHS and are said to
act directly on pituitary cells in vitro to release GH therefrom and show improved prop-
erﬁeé, such as improved resistance to proteolytic degradation and improved biocavail-
ability. In addition, claimed compounds could also be administered in vivo to increase
GH release. The compounds are peplide derivatives and do not explicitly contain tria-

30 zole moleties. |

However, once again and in analogy to above WQ 00/54729 and
WO 2004/021984, WO §7/23508 fails to exhibit any in vitro or in vivo data that demon-
strate the claimed effects such as direct action on pituitary cells, GH release therefrom



3-ypethyl)-2-amino-2-methylpropanamide, compound
10(R)-N-(1-(5-(3-(1H-indo1-3-yl)propy1)-4-(3-methoxybenzy1)-4H-1,2,4-tri
azol-3-y1)- 2-(1H-indol-3-yDethyl)-2-amino-2-methylpropanamide,
compound 11(R)-N-(1-(5-(3-(1H-indo1-3-yl)propyl)-4-(naphtha len-1
-ylmethyl)-4H-1 ,2,4-triazol-
3-y1)-2-(1H-indo1-3-yOethyl)-2-amino-2-methylpropanamide, compound
12(R)-N-(145-(2-(1H-indo1-3-ypethyl)-4-(4-methoxybenzyl)-4H-1,2,4-triaz
ol-3-y1)- 2-(1H-indol-3-y1)ethyl)-2-amiho-2-methylpropanamide,
compound X . , s N
13(RI. AR OFRRS SR, B R TP18. W 9prd i Riolpgiopl targpts and P
ndol-Bryareabyijstc astivktn-henabeng srisHRERAs " HR ONRIGARaPPlY-

14(R)-N-(1-(5-(3-(1H-] -3=y)or
bromobg%&lagﬁé}l#?%ﬁ#é%ﬁg%%gs F%E%%?-%é%?feitﬁgét%%gﬁnme patent
inO-Zf?ﬁ@YlﬁlweﬂﬁﬁaﬁQﬁig, he(ﬁlﬁﬁ&jﬁlfbd for WO 97/23 o agply.
15(R)-N-(1-(5-(2-(1H-indo1-3-ypethyl)-4-hexyl-4H-1,2,4-triazol-3-y1)-2-(1H
-indol-3- y1)ethyl)-2-amino-2-methylpropanamide, compound
16(R)-N-(1-(5-(3-(1H-indo1-3-yl)propy1)-4-hexyl-4H-1
,2,4-triazol-3-y1)-2-(1 H-indol-
253-yl)ethy1)-2-amino-2-methylpropanamide, compound
17(R)-N-(1-(4,5-bis(2-(1H-indo1-3-yhethyl)-4H-1,2,4-triazol-3-y1)-2-(1H-in
dol-3- yl)ethyl)-2-amino-2-methylpropanamide, compound
18(S)-N-(1-(5-(2-(1H-indo1-3-y)ethyl)-4-(2,4-dimethoxybenzyp- 414-1 ,2
A-triazol-3- y1)-2-(1 H-indo1-3-yl)ethyl)-2-amino-2-methylpropanamide,
30compound
19(R)-N-(1-(4-(3-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-(1
H-indol-3- ypethyl)-2-amino-2-methylpropanamide, -10d-



compound

21(R)-N-(1-(5-(2-(1H-indo1-3-yDethyl)-4-(3,5- dlmethoxybenzyl) -4H-1,24-t

~ riazol-3- y1)-2-(1H-indol-3-yDethyl)-2-amino-2-methylpropanamide,
compound 22(R)-N-(1

-(4-(4-methoxybenzy1)-5-(3- phenylpropya_L) 4H-1,2,4-triazol-311)-2-(1 H-

Sindamaywpidtiefveniintino-2-methylpropanamide, compound

23(R)-N-(1-(5-(3-(1H-indo1-311)propy1)-4- (4 methoxybenzyl) -4H-1,2,4-tri

Compout AR S H ARSI R B o

0'[:?‘ yOpragyl)-4H-1,2A-triazol- 3-y1)-2-(1H-indo1- 3 -ypethyl)-2-a m
moJQ\fnet rop, a nayaigle, 10compound

2% ¥-N- ,Ynd?\)}_B thyl)-4-(2-methoxy)benzyl)-4H- 1 2,4-tria
z0l-310=, 2-(1H-indo1- nytethyl)-2-amino-2-methylpropanamide,

compouht 26(R)-N-(1-(-(2-m
ethoxybenzy1)-5-phen&thy1-4H-1,2,44triazol-3-y1)-2-(1 H-ind I-5-

- yflethyl)-2-a m ino-2-meth y Ipropa nam ide, compound
27(R)-N-(2-(1H-indo1-3-y1)-1-(4-(na phtha

Ie 1eylmethyl) -5-phenethy1-4H-1,2,4- 15triazol-3-yl)ethyl)-2-am

N0 2 ethylpropanamlde compound 28(R)-N-(1 -(542-(1

Fh'f‘i@@éié@fé@ﬁgﬂy%“g(&ﬂﬁ QEQQ’?%“K})@)O&EH%i@nﬂﬁgR@ZQkénW—L‘!kynyl cycloalkyl,
min Ide, com
%,3‘?3%} %I% q'%lé et % uor%rt?c%qql %E ciycﬁrialkyl
43HFMWN§WEU*P1VHBN&‘JI'%ISS 96&%)?'?3&%?%6”2‘%%%%@@*%#@*
idgci200nromnsidialkyl, aryl, heteroaryl, arylalkyl, heteroarylalkyl, heterocyclyl and/or

ac&@rwc@a@%mmmmmmﬁéadams@gaggfm Bl Hipdo
eth amino-2- Iprppﬁna ge NG, alkvl a Kl
(gﬁgwg( ga 1 tindo yl)éth )- - |me‘thoxybeniyf) A2 iyizaiy&a Yo
&Sl y@)rzzy(11@Tﬁaéﬁﬂglyﬁ@ﬂ1w&f?&’rbﬁ%sa'&°éﬁ%8%mﬂer%@mwﬁtfag of “alkyl,
IR eChr(Datdeli -Hatdodadiglethopleda(? Heid nsethiindacryayd Jo e bstituents
]igééﬁgﬁ‘gé?\lﬂ?'seiected from the group consisting of “halogen, —F, —CI, -Br, -, —~Nz, ~CN, ~
NR7R8, ~OH, ~NO,, alkyl, aryl, aryiaikyl, —O-alkyl, ~C~aryl, -—-O-—aq/ia!kyl”;

R2 is selected from the group consisting of “atkyl, alkenyl, alkynyl, cycloalkyl, cycloalkytalky,
aryl, heteroaryl, arylalkyl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl, alkyisulfonyi,
arylsuifonyl, arylalkyisuifonyl” which are optionally substituted in the alkyl, cycloalkyl,
cycioalkylalkyl, aryl, heteroaryl, arylalkyl, heteroarylalkyl, heterocyciyl and/or heterocyclylalkyt
group by up to 3 substituents independently selected from the group consisting of “halogen, -
F, =Cl, —Br, =, ~N3, —CN, —-NR7R8, —OH, ~NG, alkyl, aryi, arylalkyl, —-C--alkyl, ~O-aryl, -O-
arylaikyl"; and preferably are selected from the group consisting of “alkyl, aryi, heterdaryl,
arylalkyl, heteroarylalkyl” optionally being substituted by up to 3 substituents independently
selecied from the group consisting of “halogen, -F, -Cl, -Br, -, -N;, -CN, -NR7R8, ~OH, —-
NO,, alkyl, aryl, arylalkyl, —O-alkyl, —O—aryl, ~O-arylalkyl";

one of radicals R3 and R4 is a hydrogen atom, whereas the other radical is selected from the
group consisting of “hydrogen atom, alkyl, aryl, heteroaryl, arylalkyl, heteroarylaikyl,
heterocyclyl, heterocyclylalkyl, —alkyl~O—aryl, —alkyl-O-arylalkyl, —alkyl~O-heteroary!, —alkyl-
O-heteroarylalkyl, ~alkyl—-O-heterocyclyl, alkyl-O-heterocyclylalkyt, —alkyi-CO-aryl, —alkyt
CQO-arylalkyl, ~alky--CO~heteroaryl, —alkyl-CO~-heteroarylalkyl, —alky-CO-~heterocyciyl,
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20

25y1)-2-(1H-indo1-3-y1)ethyl)piperidine-3-carboxamide, compound

- 33(R)-N-(1-(4-(4-methylbenzy1)-5-(3-phenylpropy1)-4H-1,2,4-triazol-3-y1)

-2-(1H- indol-3-y1)ethyl)-2-amino-2-methylpropanamide, compound
34(R)-N-(1-(5-(2-(1H-indo1-3-yDethyl)-4-(4-methylbenzyl)-4H-1,2,4-triazo
-3-y1)-2- (1H-indol-3-y1)ethyl)-2-amings2-methylpropanamide,
30compound 36(R)-N-( 1 -(5-(2-(1H-indo1-3-yDeth
y1)-4-(2,4-dimethoxybenzyl)-4H-1 y1)-2-(1 H-inclo1-3-ybethyl)

piperidine-2- carbox |de cp —alkvi-C{O)O~
NPEIEACRSM ylbaelk '?@w&r%éyéetﬁ'k W LN K i
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ARIDER T ol Byalhaxy besstyisnG phevmtieplysieligntoin ot Soyp)-2-
(1H-n oé{%h?th )4 rOéVp—Y”‘R!'d'wlﬂﬂwamﬂemwmmgum arylalkyl, —

41(SFN= b hen
A S sloterap s i A e
42(ﬁea)ws4(ﬁme(mwnmmmbwﬁw ﬁlﬁﬂeﬁeﬁﬁyrﬁﬁ‘@z%{?ié%ﬁ%*ix}boz

(AeRrdngp LagyRethebringritine-igphaetenidelyicakypund
43(R)-N-(1-(4-(4-ethylbenzy1)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-in
dol-3- yhethyl)-2-amino-2-methylpropanamide,

In a second aspect, there is provided a triazole compound selected from the group
consisting of:
compound 1 (R)-N-{1-{5-(2-(1H-indol-3-yl)ethyl}-4-(2,4-dimethoxybenzyl)-4H-1,2,4~
triazol-3-yl)-2-( 1 H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide, |
compound 2 (R)-N-(1-(5-(2-(1 HFindol—3—yl)ethyl)—4~phenethyl~4H—‘l 2,4-triazol-3-
yl)-2-(1H-indol-3-yl)ethyl}-2-amino-2-methylpropanamide,
compound 3 (R)-N-{1~(5-(3~(1H-indol-3-yl)propyl}-4-phenethyl-4H-1,2,4-triazol-
3-yl)-2-(1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide,
compound 4 (R)-N-(1~(5-benzy!-4-(naphthalen-1-yimethyl}-4H-1,2,4-triazol-3-
yl)-2-(1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide, The pharmaceuticai
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compound 44(R)-N-(1 -(4-(4-methoxybenzy1)-5-phenethyl-4H -1
,2,4-triazol-3-y0-2-(1 H-'ndo1-3- 15yl)ethyl)piperidine-4-carboxamide,
compound

45(R)-N-(1- (5-(2-(1H-|ndo1-3-yhethyl)-14)f(4-methoxybenzyI)-4H-1,2,4-tr|az
ol-3-y1)- 2-0 H-indo1-3-yl)ethyl)piperidine-4- carboxamide compound
46(S)-N-((R)-1-(4-(4- methox ben 3 -5-phene I 4H-1,2 4-triazol-3-y1)-2

COMBOUIYnH1-3- y(@fﬁ%ip@r% aﬂb%%}#r PE%S’@E%&&[&?HWMH' A-riazol-
43(%)2N1t(@)iqxwilaihﬂéﬂamybe%mwst@@mmwmH 1,2,4-triazol-3-yl)-2-
1H- indol-3-y1)eth zri)grrolldlne -2-carboxamide, com
Gy

co 8&%5‘% Gr)-1-F bERgS T REL Weﬁ*ﬁ’@bf’lfyﬂ Yo\ 34iRe-34)-
@(H-irtih 8- B%ﬂilﬁ@pﬁ&?@ﬁ@m@aﬁbwmme compound
-N-((R)-1- H-1,2.4- 3-
LTI A R L R R aﬁré'()z%o'-s—
Qq)qmym%ﬁmyb’ewmpmwﬁ&hyl 4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-
hethy i .
co F A oty Q R SR 3 4 e o
\ VD2 (BYHEM- 2‘%; ‘©30compound 52(R)-N-(1
h
S T A
(34!! (& W%‘%@Wﬁé@fi’ﬁb‘@ﬁ?ﬁ%fﬂ% 4H-1,24-triazol-3-y1)-2-(1H-indol-3-
%%W')%C'Oh ﬁqﬁﬁﬁd??f@ 91%0[-'3 ngﬁﬁ %Qi}o?rbenzyi }-4H-1,2 4-trigzol-3-yl)-

54 R)-N-(1-(5( ethyl)-4-benzyl-4H-1,2 4-triazol-3-y1)-2-(1
Hdpdow yl)ethyl 2~amino- 2-methyipro anamide,

compound 11 {R)=N-(1-(5-(3~(1H-indol-3-yl)propyl}-4-(naphthalen-1-yimethyl)-4H-1,2 4-trizzol-
‘3-yl)-2-(1H-indol-3-yljethyl}-2-amino-2-methylpropanamide, '

compound 12 {(RY-N-(15-(2-(1 H—Endo[-3¥y!)ethyt)-é-(éi—methoxybenzyl)-4H-1 2, 4-triazol-3-yh-
2-(1H-indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 13 (R}-N-(1-(4-(4-methoxybenzyl}-5-benzyl-4H-1 ,2,4utfiazoi—3-yl)—2—(1 H-indol-3-
ylhethyl}-2-amino-2-methylpropanamide,

compound 14 (R)-N-{1-(5-(3-(1H-indol-3-yl)propyl)}-4-(4-bromobenzyl}-4 H-1 ,2,4~triazoi~3-yi)-2~
{1H-indol-3-yl)ethyl)}-2-amino-2-methylpropanamide,

compound 15 (R)-N-(1-(5-(2-(1 Hmindol»S»yl)ethyI)»4~hexyi—4H—1',2,4~triazol-3-,yl)~2-( TH-indol-3-
yhethyl)-2-amino-2-methylpropanamide,

compbund 16 (R)-N-(1-(5-{3-(1H-indol-3-y)propyl)-4-hexyl-4H-1,2 4-triazol-3-yl}-2-(1 H-indol-
3-yhethyh-2-amino-2-methylpropanarnide,

compound 17 (Ry-N-(1-~(4 5-bis(2-(1H-indol-3-yl)ethyi}-4H-1,2,4-triazol-3-yh)-2-( 1 H-indol-3~
yhethyl)-2-amino-2-methylpropanamide,

compound 18 (S)«N-(‘i»(5-(2~(1H~Endo%—3-yi)ethyl)—4~(2,4~dimethoxybenz_yl)—» 4H-1,2 4-triazol-3- -
yl)-2-(1H-indol-3-yhethyl)-2-amino-2-methylpropanamide, '

compound 19 ' {R)-N-{1-{4~(3-methoxybenzyl}-5- phenethy]-4H~1 2 4-triazol-3-yl)-2-(1H-indol-3-
yhethyl}-2-amino-2-methylpropanamide,

compbu nd 20 (R}-N-(1-(4-(4-methoxybenzyl)-S-phenethyl-4H-1,2 4-triazol- 3-yl}-2-( 1H-indo}-3-
yhethyl)-2-amino-2-methylpropanamide,
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3-Aethyl)pipericline-4-carboxamide, compound 55(R)-N-(1
-(5-(2-(1H-indo1-3-yl)ethyl)-4-benzyl-4H-1,2,4-triazol-311)-2-(1H-indol-
53-yl)ethyl)piperidine-3-carboxamide, compound 56(R)-N-(1
-(4-(4-methoxybenzyl)-5-phenethyl-4H- 9 4-triazol-310-2- (1H-indol-3-

“yl)ethyl)-3-arninopropanamide, compound

055{@155((@ 1-(4E-rethexybenndb)-2pbenstind-stiimbtRoxybenzyl)4H-1,2,4-friazol-3-
o5 FgaZ ?3%%)3,ﬂ}ekhyli‘ﬂ%'m.né!'%em&s%rop@rh%%é’pa”am'de 10compound

coﬁﬁp(dhmetmxybemyﬂ:)fﬁmlwﬁ@dmyﬂéﬂzw%%@mh&ﬁﬂ)ﬂﬂtirmﬁlaek&e yh-2-(1H-
| mpoun

fFéWQ @é{% z% r%ﬁ gfﬁé{} QSS% (ﬁeo%ethyl 4H-1 2

célniﬁ&m)i 334l)-2- (mﬂnﬁqis?gsweuhab) 3ﬂﬁyﬂ@mﬂﬁf¥mfﬁﬂfb@aﬂ!ﬂﬁ# 1,2,4-triazol-3-yl}-
comReMAshEYRaNIL ArRike: é%&ﬂ%}&ﬁ FYREIOY)-4-benzyl-4H-1

,2,4-triazol-3-y1)-2-(1H-indol- 153-ypethyl)-2-(pyridin-2-yflacetamide,
caoppmdnd28 1 (R)-RY-( 1-(4-(2-(1H-indol-3-yl)ethyl)-5-(3~(1 H-indol-3-yl)propyl)-4H-1,2 4-triazol-

(544 @Hﬁﬁﬁé&a?’ Vildrhindtineiiauybengyd)-41-1-12,4-triazol-3-
yl)- 2 -(1H-indol-3-y )et yI) -2-(pyridin-2- ypacetam|de compound

c@apRYY - (25 (R)-N-{1-(5-(2~{1H-indol-3-yhethyl)-4-(2-methoxy)benzyl)-4H-1,2 4-triazol-3-yl)-

(e 2A-Ripeshpeianzyins-RRengBkhEndd, 4-triazol-3-y1)-2-(1 H-
|nd§1 3-y)ethyppiperidine-4- carboxarﬁae 20compound

CBRRY AN - KI)-1- (4(@Wdﬁneﬂqmvbem@lﬁsmmnﬂﬁw4f4m{ 1-2@&%;@234 H-indol-3- -

yipnenedi-ineiak-3-¥eelmepinsritise-2-carboxamide, compound
64(R)-N-(1
cofipgpntl digfethoxienB )b shebethi4Hapihdianiaztnedwij-Sehethyi-4H-1,2,4-

ingRioBaIRIRYhRieRlIRGMIASHABARMAIES (R)-N-(1
-(4-(2,4-dimethoxybenzy1)-5-phenethy1-4H-1,2 4-triazol-3-y1)-2-(1 H-
copmaded - 32¢pethyBidvhilcbtidd ifidedol-3-yhethyl)-4-(3,4-dichlorobenzyl)-4H-1,2 4-triazol-3-yi)-

2-(1H-indol-3-yllethyl}-2-amino-2-methylpropanamide,

compound 29 (R)-N-(1-(5-(2~(1H-indol-3-yl)ethyh)-4-{4-fluorobenzyl}-4+-1,2 4-triazol-3-yl)-2-
(1H-indol-3-yljethyl)-2-amino-2-methylpropanamide,

compound 30 (R»-N-(1-(4 -(4-ﬂuorobenzyi)a&benzyMH 1,2,4-triazol-3-yl}-2-( 1H-indoi-3-
y[)ethy])-z-amlno-2~methy{propanam|cie

compound 31 (R)y-N-{1-(5-(2~(1H-indol-3-yhethyl)-4-(2,4-dimethoxybenzyl}-4H-1,2, 4-tr:azo| 3-
yl)-2-(1 H-indol-3-yhethyl) piperidine-4-carboxamide,

compound 32 {R}-N-(1-(5-(2-(1 H»indol—S—y%)ethyi)~4-(2,4~dimethoxybenzyt)»~4H~1 \2,4-triazol-3-

- yI-2-(1H-indof-3-ylethyl)piperidine-3-carboxamide,

compound 33 (R)-N-(1 -(4-(4—methylbenzyi)—5-(3-phényipropyi)~4H—1 2, 4-triazol-3-y}-2-(1H-
indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 34 {(R)-N-{1-(5~(2-(1H-indol-3-ylethyl}-4-(4-methyibenzyl)-4H-1,2 4-triazol-3-yh)-2-
{1 H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide, -

compound 36 (R)-N-(1-(5-(2~ 1H-indol-3-yl)ethyt}-4-(2, 4-dimethoxybenzyl)-4H-1,2 4-triazol-3-
yl}-2-{1 H—indoi-3-yl)ethyl)piperidine-anrboxamide,

-.compound 37 (R)-N-(1-(4~(4-methylbenzyi)-5-phenethyi-4H-1,2 4—tnazot~3«-yi)‘2 -(1H-indol-3-

yl)ethyi)~2~ammo—2-methyipropanamrde



compound 66(R)-N-(1
-(4-(2,4-dimethoxybenzy1)-5-phenethy1-4H-1,2 4-triazol-3-y1)-2-(1 H-
indo1-3-yhethyl)pyrazine-2-carboxamidgscompound 67(R)-N-1
-(4-(2,4-dimethoxybenzy1)-5-phenethy1-4H-1,2,4-triazol-3-y1)-2-(1 H-
indo1-3-yhethyl)piperazine-2-carboxamide , 30compound
ccgﬁﬁ&ﬂ‘d_-aE@-1-(461@4-1?mqﬁn@xyheaw%émme@a@tmdﬁdféﬂo%éﬁmf%ﬂi)r-triazol—s-
- - And01-3- -2-carboxamide , - - compoun
7ﬂgﬁk&%g@Q%W%B¥ﬁ§§§%?€%éﬁf%'y1)-4-(2,4-dimethgoxybengyl)-4H-1
'co&&aﬁmzcﬂf-yl)cﬁyﬂu:l(simd&M&y@a&n@mﬂ@im%w&wuﬁ@m%1H-indol-s-
C (R)=N-(.1-(5-(2- .
H-1 ‘ggﬁ??%?@ﬁ%%%&%%@ﬁ&ybenzyl)-4H-1,2,4-triazo|—3-.
cdmydguid 1 Hando 1B wRethyRpyrazinerdroaybexgmilshCemparnt2 4-triazol-3-yi)-2-
7%Gﬁkrma%g@é@(jék‘zﬁi{fy%ﬁw&ﬁwazég&%&mgﬁhOxybenzy')-4H-1

,2,4-triazol-3- 1H-indol-3-yOethyOpiperazine-2-carboxamide,
copapapodind 7 3(R)SWNL(AB1(@-(2-methoxybenzyl}-5-phensthyl-dH-1,2 4-triazol-3-yl}-2-(1 H-

Hamgpal-yg- yartite.4-imsiasybenzy1)-4H-1,2 4-triazol-3- y1)-2-(1
H-indo1-3-yl)ethyl)picolinamide, 10compound 74(R)-1-(5-(2-(1

corkndod - 3490ethyF4V2R)- tidetinmtybanzyd)) £-bHe Asthtrisiz0| 23z -By1)-2-(1 H-

Hiiagod s3aviygihanananc.fesmaarad 75(R)-N-(
1-(4-(24-dimethoxybenzyl)-5-phenethy1-4H-1,2,4-triazok3-y1)-2-(1 H-

comgoluBdy pithyl)- 2Rt Todcdtaimitienzedimplozneth #e(R J-Al4(triazol-3-y1)-2-( 1H-indol-3-
- -(dnédrmethmphenssthyiSdyaraatin 1-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-

15yi)ethyl)pyrazine-2-carboxamide, compound 77(R)-N-(1-(4-(4-me

compopindnz44 )-5-plmetind-Atnathod tererd B-BheehviaHk Rdb tigol-3-y)-2-(1H-indol-3-
yljethyl)piperidine-4-carboxamide, - '

. compound 45 (R)—N—(1—(5—(2—(1'H—indol—S—yl)ethyi)~4‘(4-methoxybenzyl}-4H-1,2,4—triazol~3-—yi)- '
2-(1H-indol-3-yl)ethyl)piperidine-4-carboxamide, ' ~ |

co:ﬁpound 46  (S)»-N-H{(R)-1-(4-(4-methoxybenzyl)-&-phenethyi-4 H-1,2, 4-triazol-3-y1)-2-(1 H-
indal-3-ylethyl}pyrrolidine-2-carboxamide, - ' '

compound 47 (R)—N—((R)-"l«(4—(4~methoxybenzyi)»S‘phenethyMH-.‘l 2 A-triazol-3-yl-2-(1H-
indol-3-yhethyl)pyrrofidine-2-carboxamide,

i compound 48 (S)-N-((R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4 H-1,2 4-triazol-3-y1)-2-(1H-
indol-3-yhethylipiperidine-2-carboxamide, '

compound 49 (R)-N-{{R)-1-(4-(4-methoxybenzy!)-5-phenethyl-4 H-1 ,2 4-triazol-3-yi}-2-{1H-
indol-3-yhethyl)piperidine-2-carboxamide, '

compound 50 (R)-N—(‘i -(4-(4-methoxybenzyl)-5-phenathyl-4H-1,2 4-trtazol-3-y1)-2-( 1H-indo}-3-
yhethyi-2-aminoacetamide,

. compound 51 (R)-N-{1-(4-(4-methoxybenzyl}-5-phenethyl-4+-1,2, 4-triazol-3-y1}-2-( 1 H-indol-3~
yhethyl)-2-(pyridin-2-yljacetamide,

cbmpound 52 (R)-N—(‘¥ -{4~(4~meih0xybenzy!)-5—phenethyl~4H~1 .2, 4-triazol-3-y1}-2-{1H-indol-3~-
yhethyl)-2-(pyridin-4-yhacetamide,

compound 53 (R)-N-(1-(4-{4-methoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl}-2-{1 H-indol-3-

yhethyljcyclohexanecarboxamide,
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yl)ethyl)isonicotinamide, compound 78(R)-N-1
-(4-(4-rnethoxybenzy0-5-phenethy1-4H-1,2,4-triazol-3-y1)-2- (1H -indol-3-
yl)ethyl)piperazine-2-carboxamide, 20c@mpound 79(R)-N-(1
-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,24-triazol-3-y1)-2- (1H -indol-3-
yOethyl)picolinamide, compound 80(R)-N-(1-(5-(2-(1 :

comprrdot-3 S0 ethylRdMdtriethOyireinizgd) ety D2 pbiriazol- 8 2yDiriazol-3-y)-2-(1 H-indol-
2-GlpdehssyaniiQpicraRamide, compound 81(R)-N-1
-(5-(2-(1K-indol-3-yOethy1) -(4-methoxybenzy1)-4H-1,2,4-triazol-3-y1)-2-

carBgknthd §3-3-yI @Ry piffeiarinenBetantieiatiides nepm polmnd-B24RBNE(2-(1H-indol-
1-ErfdretipiRanry b Gmmbenstyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-
yDethyl)-2-(pyridin-211)acetamide, compound 83(R)-N-(1

cafpgungthiBenzy(B)-b-phéeheiindtdolgten2 4 tizne @y b)-22(4- thkinEb ) @-(1H-indol-3-
ylyeewy)pipatidipeodasarngxamide, 30compound 84(R)-N-1
-(4-(4-ethylbenzyl)-5-phenethy1-4H-1,2,4-triazol-3-y1)-2-(1H-indo1-3-

conpeiyl) piderazin@=-N-tabbbiatfitethonbirauihd-phenethyl-4H-1,2 4-triazol-3-yl)-2-(1 H-
8HR)-Ny(bitgnid-gtimdbapay@nfidgehenethyl-4H-1 ,2,4-triazol-3-y1)-2-(1
H-indol-3- yl)ethyl)pyrazine-2-carboxamide, - 10h - compound

cogmpN - (88(5- (2{AHALIdE 1BmA MY IREND MR BRA TSN ONYD Eredy BRaitd- ) 2-4H-indol-3-
rigiets@-gip@iditd-4ndedt3nypethyl)-2-cis-aminocyclohexanecarboxamide,
compound
B‘PCS‘PN GR)-1- (§J(Q’ {1 titdBRIBOeI A -2-RerabtdRy b ezats-1)R 4 1H-indol-3-
rigizeth3)-Sydyrdi -Bhtimdoindsydsethyl) piperidine-3-carboxamide,

compound 60 - {(R}-N-(1-(5-(2-(1H-indol-3-ylethyl}-4-benzyl-4H-1,2,4-triazol-3-yl)-2-(1 H-indol-

3-yhethyl)-2-(pyridin-2-yl)acetamide,

dompound 61 {(R)-N-(1-(5-(2-(1 H—:ndot~3~yl)ethyl)—4~(24 dimethoxybenzyi)-le»‘] 2 4-triazol-3-
yN)-2-(1 H-indol-3-yi)ethyl)-2- (pyrld[n—z—yl)acetamlde

compound 62 {R)-N-{1 ~{4-(2,4-dsmethoxybenzyi)—5—phenethyMH—1 ,2,4-_triazoi-3—yi)—2-(1 H-
indol—3—yl)ethyi)piperidine-4~carboxamide '

compound 63 {(R)-N-({R)-1-(4-(2, 4—dimethoxybenzy2} -5- phenethy!—4H—1 2 4-tr|azol-3-yl)~2-(‘iH—
indol-3-yljethyl)piperidine-2-carboxamide,

compound 64 (R)}-N-(1-(4~(2,4-dimethoxybenzyl)-5-phenethyl-4H-1 ‘2,4-triazol;3-yl)—2-( 1H-
indol-?:_—y()ethyi)picolinamide, |

compound 65 (R)-N-(1-{4-(2 4-dimethoxybenzyl}-5-phenethyl-4H-1,2, 4-triazol- 3-y1) -2-(1H-
indal- 3~y§)ethyl)|somcotmam|de

compound 66 (R)-N-(1-{4-(2 4-dimethoxybenzyl}-5-phenethyl-4-1,2,4-triazol-3-yi)-2-(1 H-
indol-s-yi)ethyl)pyrazineaz-carboxamide, _

compound 67 (R)-N-1 -(4-(2,4»dErnethoxybenzy'l)—s-phenethyI~4H—‘§ ;2 4-triazol-3-y1)-2-(1 H-
indol-3-ylethyl)piperazine-2-carboxamide,

compound- 68 (8)-N-{(R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2~( 1 H- |
indol-3-yl)ethyl)pyrrolidine-2-carboxamide, ‘

compound &9 (R)-N-{1 (5«(2»(1 H-indol-3-yl)ethyl}-4-(2, 4~d|rnethoxybenzyi)~4H-‘l 2, 4-irigzol-3-
yh-2-{1H-indol-3-yhethyl}-2- amlnoacetamide
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compound

88(R)-N-((R)-1-(5-(2- (1H -indo1-3-yl)ethyl)-4-(4-methoxybenzyl)-4H-1 2

4-triazol-3- y1)-2-(1H-indol-3-ypethyl)pipegidine-2-carboxamide,

compound

89(S)-N-((R)-1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(4-methoxybenzyl)-4H-12,4-tri
cagpbuhdy 1782-(1H mdpd(B}Ml@&‘-tlayh)ﬁyﬂimltdlm%ﬁ}@ammxaimd&oxybenzyiHH—‘I 2,4-

1Qpompoyng ¢ Q%Bao'“s(ﬁéfﬁzﬁyﬁ%ﬂké nddaRavRethy))-4

(4-methoxybenzyl)-4H-1,2,4-triazol-3-
cd}ﬂ;)a?rr(dH?lmdol IMNethysHB/ nelidie Rytetrhoamidaiaaropmantyl)4H-1,2,4-triazol-3-

ﬁ {Nﬁ(%cﬁ %‘l@t‘ﬁk{ @zﬁe@%Maﬁwﬁ% methoxybenzy1)-4H-1,2,4-triaz
2-0 H-indo1-3-yDethyl)-2-(pyridin-2-yl)acetamide, compound

coaa@):.m (12(5-(24@)HHNID123 15Ottty yefdybroabimaybyybehiyR-4HttiaZokiazol-3-
-3gl b %@yn&l%y%ﬁ@%¥&%ﬁ%%&m ethylpropanamide,

compou nd
COBR(ERIHA-(13(5-(24UAHI 6K Doty Bylstavinetbéxivetimy etk 4?4 ribtriazol-3-

ZGhFyiR=idetienmdeini-draming-2-methylpropanamide, compound
94(R)-N-(2-(1H-indo1-3-y1)-1-(5-phenethyl-4-(thiophen-2-ylmethyl)-4H-1,2
comperiad 0 78-y O dfflyOpiiefidifedd-daflstndinitR4-20egshapdiendyl)-4H-1,2,4-triazol-3-yi)-

92(R)MNddi- ngﬁ@ddnwg)l -3-ylhethyl)-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3
-yDethyl)- 2-amino-2-methylpropanamide, compound 96(R)-N-(1-(5-((1
coprpiRsi - 351 metMA)-41 riteAgrdirethoyvbenatob-BbetdbvidH-1itibtriazol- 3y)2{1H

3igpathyhetnmniaidcarethyigeppanamide, compound
97(R)-N-(1-(5-(2-(1H-indol-3-ypethy1)-4-methy1-4H-1,2 4-triazol-3-y1)-2-(
commoitb|- 785 3-y Rt ()L-d4ed imeieensylpPopienaimiit; dohdgoaast3-yi)-2-(1H-indol-3-
93BN Np (Tatind (A Lhimsiainddyl)methyl)-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-
yl)ethyl)- 2-amino-2-methylpropanamide, compound 99(R)-N-(1-(5-(( ‘
COW#mbl-Yi ylhymethi1)l44#4vat M&H@%&EW@WW Mﬁdﬁ%ﬁwl }-2+(1H-indol-3-

yl)ethyi)ssomcotmamade

compound 78 {R)-N-1 -(4-(4~rnethoxybenzyE)»S-phene%hyl—4H—‘E 2 4-triazol-3-y}-2-(1 H-indol-3-
yhethyl)piperazine-2-carboxamide,

compound 79 (R)y-N-{1 a(4~(4-methoxybenzyi)-5~phen_ethyl—4H-1 ,2.4-friazol-3-yN)-2-(1H-indol-3~
yhethyl)picolinamide,

compound 80 {R)-N-(1-{5~(2-(1H-indol-3-yethyl)-4-(4-methoxybenzyl)-4+-1,2 4-friazol-3-yl)-
2- (1H -indol- 3-yl)ethyi)p;cofmam|de

compound 81 - (R)-N-1-(5~(2-(1H-indol-3-yl)ethyl)-4-(4-methoxybenzyl)-4H-1,2 4-triazol- 3-yi)-2~
{1H-indol- 3~yl)ethyl)p:perazsne-Z-carboxamlde

compound 82 (R)-N-(1-{4-(4-ethylbenzyl)-5-phensthyl-4H-1,2, 4-friazol-3-y1)-2-(1 H-indol-3-

yhethy)-2-(pyridin-2-yl)acetamide,

compound 83 (R)}-N-(1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2, 4-triazol-3-y[)-2-(1 H-indol-3-
yhethylhpiperidine-4-carboxamide,

compound B84 (R)-N-1-(4~-(4-ethylbenzyl)-5-phenethyl-4 H-1 ,2,4-_triazol~3—yl)-2-( 1H-indoi-3-
yhethyl)piperazine-2-carboxamide,

compound 85 {R)-N-(1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2, 4-triazol-3-y1)-2-(1 H-indoi-3-
yhethyl)pyrazine-2-carboxamide,
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y1)-2-(1H-indol-3-yOethyl)-2-amino-2-methylpropanamide, 30compound
100(R)-N-(1-(4-(2,4-dimethoxybenzyl)-5-methy1-41-1-1,2,4-triazol-3-y1)-
2-(1H-indol- 3-yOethyl)-2-arnino-2-methygtpropanamide, compound
101(R)-N-(1-(5-((1H-indo1-3-yOmethyl)-4-(4-methoxybenzyl)-4H-1,24-tria
zol-3-y1)- 2-(1H- indol 3-y1)ethyl)-2-amino-2-methylpropanamide, - 10i -
conpEatndss -N=-(1-(5-(2~(1 H-indol-3-ylethyl}-4-(2 4-dimethoxybenzyl)-4H-1,2 4-triazol-3-

102(7) Nq&ﬂ:a&‘i:@;r)]‘éfﬁgWE‘QQMWX&&%@E&%&&%&12 A-triazol-3-y1)-2-

(1H-in ol 3-yOet 2-amino-2-methylpropanamide, compound
cAOBERNN- @ (5-(3ELN-IRIALBFQDHENG)-3Hy( Ry ierethenheneyndii-12 4riazol-3-
-trlﬂ)zgl(@ﬁn% 2Rk dnetaylesanuno-2- methylpropanamlde

compound
CW@FN @B-(5- ((TJFF?W"QEWWWWWhﬂhﬁmy{hwﬂoﬂyﬂeﬂ@ﬂ@m’rmm&o!-3~

2odbly 1%@&@%}%m%@@m@q%mﬁ%@@panamlde compound
105(R) -N-(1-(5-benzyl-4-phenethy1-4H-1,24-triazol-3-y1)-2-(1H-indol-3-y

- caipyip 2-88minoFOHMEIRY (B EmIdel- Lopmibéthdethoxybenzyl)-4H-1,2 4-triazob-3-

10a(R) MN:=(ad PsbppEybrirsidndiphamdgidi4H-1,2,4-triazol-3-y1)-2-(1H-i
ndol-3- ypethy1)-2-amino-2-methylpropanamide, compound

CAIDFPRY) AN - BO- (5-(ZRAMHIRIG 1 BE Bty ()t phéhplkitiop)bahdyl), 24t A d-triazol-3-
2o}y - Bk -jnstalibyrsting:2caminarasanethylpropanamide,

compound
CORBRIYAN -B1-(4-(3B-Hi e BB IENEgHI-B e et DT b Ty BB D22 (itol3-y)-

-irsol+aRBiA)atkml)2-amian-2-metbpiapanamide, compound
'109(R)-N-(1-(4,5-dibenzy1-4H-1,2,4-triazo1-3-y1)-2-(1H-indol-3-Methyl)-2-

CORMBRINGD - ﬁ?ethyl@ﬁéﬁa@ﬂd”’ :ndof—s yi)ethy!)—4—(4—bromobenzyl)-4H 1 2 4-triazol-3-yl)-2-
{1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide, :

compound 93 (R-N-(1-(5-(2~(1 H—indol—s-y!)ethyl)~4-(4-methoxybenzy!)-4H~1 .2, 4-trigzol-3-yl)-
- 2-phenylethyl)-2-amino-2-methylpropanamide,
compound 94 (R)-N-(2-{1H-indol-3-yl}-1-(§-phenethyl-4-{thiophen-2-yImethyl}-4H-1,2 4~
triazol-3-yhethyl)piperidine~-4-carboxamide,

compound 95 (R)-N=-(1-{4-~(2~(1H-indol-3-yl)ethyl)-4H-1,2 4-triazol-3-y()-2-( 1 H-indol-3-y)ethyl)-

2-amino-2-methyipropanamide, o _
compounrd 86 {R)-N-(1-(5-((1H-indol- 3—y1}methyi)—4-methyi-4H -1,2,4-triazol-3-yl)-2- (1H—zndoi-
3-yhethyl)-2-amino-2-methylpropanamide,
compound 97 {R)~N~(1 -(5-{2-{1H-indol-3-yNethyl)-4-methyl-4H-1 ,2,4~triazoi;3-yi}-2~(1 H-indok-
3-yhethyl)-2-aminc-2-methylpropanamide, _
compound 98  (R)-N-(1-(5-((1H-indol-3-yl)methyl}-4H-1,2 4-triazol-3-yl)-2-(1H-indol-3-yl)ethyl)-
2-amino-2-methylpropanamide,
compound 88 . (R}-N-(1-{5-((1H-indol-3-yl)methyi}-4-(2,4-dimethoxybenzyl)-4H-1 2 4-triazol-3-
yh)-2-(1 H~inciol-3-y[)ethyi)~2~amino-2 methylpropanamide,
compound 100 (R)~-N-(1-(4-(2,4-dimethoxybenzyl)- 5-methyz-4H~1 2 4~tnazof-3-yi)-2~(1H-mdoé_
3-yhethyl)-2- ammo«Z-methylpropanamnde
compound 101 (R)-N={1-{5~{{ 1 H-indol-3-yl)methyl)4- (4-—methoxybenzyl)—4H—1 2 4-triazok-3-yl}-
2+{1H-indol-3-yhethyl)-2-amino-2-methylpropanamide,
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- compound
110(R)-N-(1-(5-benzy1-4-hexyl1-4H-1,2,4- trlazol 3-y1)-2-(1H-indol-3-y1)et

- hyl)-2- amino-2-methylpropanamide, 20gpmpound
111(R)-N-(1-(4-(2-(1H-indo1-3-ypethyl)-5-benzy1-4H-1,2,4-triazol-3-y1)-2-
(1H-indo 3-yl)ethyl)-2-amino-2-methylpropanamide, compound

cdhgbtnd\- (b1 4-QArdimethoxybenayblybdpenys bettaylaR. 4 4uagekd-y 4)-216 H-ndol-

113(};%%}%1’% %Y?lj"??gé)m%tﬁ Q%%{H%Qymfopanamlde compound

dim oxy enzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-
caw(aohthSmodol Iryhethys- %mw&mﬂw@wm@&?mww 1,2,4-triazol-
LR ORI el 1ozl 5 1)-2 (A

doI ypethyh)-2-amin met ylpropanaml e, compound
cdr&ﬁuﬁa)en\l (Ba(4- (zmmhpwuenzyaarsﬁmﬁwﬂ%bbrﬂer?ewwwI23tyr3a)za=élghj-2_(1H

inglols3. Wéﬁl i'ﬁﬁﬁ]@@ﬂu@t pgmnamlde 30compound
116(S)-N-(1-(4-(2,4- dlmethox enzyl)-5-phenethy1-4H-1,2 4-triazol-3-y1)

co@i{dikidindos-3-yletn-25eamag-2-phetbviprrpartamidescoyrau Rdndol-3-yethyl)-2-
11%([33 Nrldfsthorofipaaigthy1-4H-1,2,4-triazo1-3-y0-2-(1H-indo1-3-ypethyl

)-2-amino- 2-methylpropanamide, - 10j- compound
cohliBE)EN-{06(4-(BY-ulichibrodrenmizH)2 2-Uiphaylieti UH-1,2, 4-triazol-3-y1)-2-(1H-indol-3-
2yﬁeﬂﬂﬁmlgﬁm@,hzﬂ@ghﬁg}g@ﬁwg@thyl) -2-amino-2-methylpropanamide,

compound
cotrigiFp 1-197(2- (xwalsa%memwm@etwmem@@bmwmwm 2,4-triazol-3-yl)-

2244 Hazdr-3 30 Bl HaReRI-BrybeinanfmiRgscompound’
120(R)-N-(1-(4-(4-methoxybenzyl)-5-benzyl-4H-12,4-triazol-3-y1)-2-phen
copgtyig 2108 (R)-N-(1 ~(4-(3,5-dimethoxybenzyl)-5-benzyl-4H-1,2 4-triazol-3-yI)-2-(1H-indol-

3-yl)ethyl)»2~amino-2—methylpropanamEde,

compoﬁnd 109 (R}-N-(1-(4,5-dibenzyl-4H-1,2 4-triazol-3-yh)-2-(1 H-indol-3- yl)ethy[) 2-amino-2-
methylpropanamide, : :

compound 110 {R)-N-{1-{5-benzyl-4- hexyl—4H~1 2,4-triazol-3-yh)-2-( 1H-indol- 3-yl)ethy£)-2-
ammo«2—methyipr0panamide '

compound 1M1 (R)}-N-(1-(4-2~{1H-indol-3-yl)ethyl)-5-benzyl-4H-1 ,2,4~friazol-3-yi)—2~('ﬁH—indoI»
3-yhethyl}-2-amino-2-methylpropanamide, -

compound 112 (8)-N-(1-{4-(2,4-dimethoxybenzyl)-5-benzyi-4H-1,2, 4-triazot-3-yl)-2~(1 H-indol-3-
yhethyli-2-amino-2-methylpropanamide,

compound 113 (R)-N-(1-{4~(3,5-dimethoxybenzyl)-5- -phensthyl-4H-1,2 4-triazol-3- yE)-2 (1H-
indol-3-yl)ethyl)-2-amino-2-methylpropanamide,

compound 114 {R)-N-(1-(4 -(4—bromobanzy[)»5~benzyl-4H—1,2,4-triazot~3~yi)-2—(1H—indol;B-
yhethyl)-2-amino-2-methylpropanarnide,

compound 1158 (R)-N-(1-{4-(2-methoxybenzyl)-5- beﬂzyl~4H-1 2 4-triazol-3-y)-2-(1H-indol-3-

 yhethyl}-2-amino-2-methylpropanamide, 7

compound 116 { S)—N»( 1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2-(1H-
indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 117 (R)-N-(1-(4,5-diphenethyl-4H-1 .2,4-triazol-3-yl)-2-(1H-indol-3-yhethyh)-2-amino-

2-methylpropanamide,
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amino;2-methylpropanamide, compound 121(R)-N-(1 -(4 44-fluor ob
enzyl)-5 -ph enethy 1-4 H -1, 2,44 az ol48}yl)-2-(1 H- ndo1-3 - yoethyl)
-2- amino -2-methylpr opanamide , compound

4- -5 t
HASN S A S A s

12 am[n 2-me Ipropanamide,

c%{ﬁﬁ%@%qﬁ‘y 'be'E_Fe _?rg(ef?zﬁffﬁléﬂgé;ﬂm%%ﬁ’ggolrﬂ@uﬁﬂéﬂ%%%% 32 4-triazok-3-yl)-
2%% f’f%]ﬁ? hﬁ?@fﬂ' %/benzyl) 5-(3-phenylpropyl)-4H-1
c%ﬁﬂﬁ&()lﬁtyl) I - %%OX}W‘ ;‘?r'r%w-@?%' BethyiRrs- -yl)-2-phenylethy)-2-

opanamy e 5 gompoun 126(S)-N-(-
(Aiarf’)ln ¥/Bé) zy T -benzyl- 4H 1 2,4-triazol-3-y1)-2-(1H-indol-3-

comgsayb- ZﬁmInor%ymf{mm&q%%@n%@%m%ﬂ%4 2 4-triazol-3-y] 2—(1H—mdol 3-
%ﬁmh&& % 1‘1& nlt perrgzglg 5- Qhenethyl -4H-1,2,4-triazol-3-y1)-2-(1
H -

am| methylpropanamlde compound
coh@HimdN -2 ( R)-N-(1 (4_(3 4-dichiorobenzyl)-5-phenethyl-4H-1 2 4-triazol-3-yl)-2-(1H-indol-

( hoxybenz 4/1124tr|azol3y1)2(
1é gﬁﬁ@? 220 éz%gﬁgr% f IB %n;%?ﬂmethylpropanamlde compound

cohBRUmEN-(24(4- (me@hﬁ&ﬁﬂbﬁﬂz@?mm#4b|4ltnazoi—3~yl)-2 ~(1H-indol-3-
zyf}e'iﬂﬁﬁ aﬁ]%)z%ngthvgrl%%laﬁ\ Xgethyl) -2-amino-2- methylpropanamlde :

compound 131(R
cohtpndad - 3135) 1-(Syphenetyibeinthipaien-2cyisneiphbritldba, 4-4-triazol-3-yl)-2-(1H-

trigzQl=3; _\él_)agzmr}ge%mpotﬁ%gm@namlde 25compound
132(R)-

cohtfingied - 319&) 1- (Weqethy%@xyn@m@»&ba&ﬂwk}#&h%lr%wtsaﬂ)cm( 1H-indok-3-

SyReyD-Aaminaidn RiRpanamide, compound 133(R)-N-(2-(1
H-indo1-3-y1)-1-(5-phenethyl1-4-(pyridin-2-ylmethy1)-4H- ,2,4-triazol-

co@udatthy | {FP eridME3-tatidxdirobdezyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-(1 H-indol-3-
yhethyl)-2-amino-2-methylpropanamide, :

compound 128 (S}-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y1}-2-(1H-indol-3-
yljethyl}-2-amino-2-methyipropanamide,

compound 130 (R)-N-{1-{4-{4-methoxyphenethyl)-5-phensthyl-4H-1,2 4-triazol-3- yl)-2~ 1H-
indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 131 (R)-N~(2-(1H-indol-3-yl)-1-(5-phenethyl-4-(thiophen-2-yimethyl)-4H-1,2 4-
triazol-3-yl)ethyl)-2-amino-2-methylpropanamide,

compound 132 {R)-N-(2-(1H-indot-3-yl)-1~(5-phenethyl-4-(pyridin-2-yimethyl )4 H-1,2,4-triazol-
3-yhethyl)-2-amino-2-methylpropanamide, :

compound- 133 (R)-N-(2-(1H-indol-3-yl)-1-(5-phenethyl-4-(pyridin-2-yimethyl)}-4H-1,2 4-triazol-
3-yljethyhpiperidine-3-carboxamide, : '

compound 134 (S)-N-((R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4 H-1,2 4-triazol-3-y)-2-(1H-indol-3-

yhethyl)pyrrolidine-2-carboxamide,

compound 135 N~({R)-1-(4-(4-ethylbenzyi)~5-phénethy!-4H~1,2,4-triazol-3-yl)m2~(1H—Endol~3-
yl)ethyl}-2-amincacetamide,
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compound 134(S)-N-((R)-1 -(4-(4-ethylbenzyl)-5-phenethyl-4H-1
30yl)ethyl)pyrrolidine-2-carboxamide, compound 135N-((R)-1
-(4-(4-ethylbenzyl)-5-phenethyl1-4H-1.,20é-triazol-3-y1)-2-(1H-indo1-3-
yhethyl)-2-aminoacetamide, - 10k - compound
136N-((R)-1-(5-(2-(1H-indo1-3-yoethy1)-4-(4-methoxybenzyl)-4H-1,2,4-tri
cerapbdd )-1341 Hrndel 134 ﬂmjh&@Wb@tﬁyﬂM@ﬁ&F@ﬂ?%zﬁmBfﬂnazol—&yi

13/ 1’2,!3 né\él glgithgﬁplpgg{wlj‘pg Cle%]%ahenethyl -4H-1,2,4-triazol-3-y1)-2-

(1H- |ndoI 3 Ine- Soxamide compound

- colafiNAdR) 137(4-(Azsthyiben 2yl 3-RRABSTAN]-Siphdndthyl-4 H-1,2,4-triazol-3-yl)-2-( t H-indol-

4- grl I@F){l}%ﬂ% +1H- ér% Inzy)é{gethyl)picolinamide compound

139 4 -ethylbe 5-phenethyl1-4H-1,2,4-triazol-3-y1)-2-(1H-i

_ cdnakmtﬁxdy)attwl) 2raqrpapyrdiseybaaicxanaieen . QEoNIpOWaLD!-3-y))-2-(1H-indol-3-

1%@@?&“@& (94 (4-ethylbenzyl)-5-phenethyl-4H-1,2
‘4-triazol-3-y1)-2-(1H-indo1- 3-ypethyl)-2-aminopropanamide, compound

coi!ﬂﬂd\iP(t!R)’*19(4 (dvetRydbenzelhybepiagnatblydnethl i 2.4 AdanaleBa ) 2 (Akhdol-3-

Z%%WJ RRAicoinamyde, gempound
R) -2- (1 |nd01 3-y1)-1-(5-phenethyl-4-phenyl-4H-1,2,4-triazol-3-

conﬁ;d)wwl)[m)er|dm@-&«a?bb{mmmy[bemﬂbﬁfwanethyMH 1,2,4-triazol-3-y1)-2-(1H-indol-

1437y N A4Rindptd iRl 3-y1)-1-(5-phenethy1-4-phenyl1-4H-1,24-triaz
ol-3- 'yl)ethyl)pyrrolidine-2-carboxamide, compound

- cofnpoNn( R 4 (LHAMEGL 134 - B pimyt stiphbrdaiiiiedty-1 -2 il 2)43tyl p291+34ydol-3-

DetbynZonicotinamide,
compound 142 N-{(R)~2~(1H-indol-3-y})-1-(5-phenethyl-4-phenyl-4H-1,2 4-triazol-3-
 yijethyt)piperidine-4-carboxamide, )
compound 143 (2_8)-N—((R)—2-{1 H-indol-3-yi)-1-(5-phenethyl-4-phenyl-4H-1 2 4-iriazof-3-
\yt)ethyl)pyrrofidine-zucarboxamide, '
compound 144 N-{{ R)-2-(1H-indol-3-yi}-1-(5-phenethyl-4-phenyl-4H-1,2, 4-4riazol-3-ylethyi)-2-
aminoacetamide, ' ' '
compound 145 N-({(R)-2~(1H-indol-3-y1}-1 -(S—phenethyM—phényi—é’H—1 2. 4-triazol-3-yliethyl)-2-
{pyridin-2-yl)acetamide,

“compound 146 N-({R)-2-(1H-indol-3-yh-1-(5-phenethyl-4-phenyl-dH-1,2 4-triazol-3-

yhiethyl)picolinamide,
compound 147 N~((R)-1-(5—(2-(1H—indol-S—yI)éthyI)-4-(4~ethylphenyl)~4H—1_,2,4—triazol—3—y_l}~_2-
5 (1H-indol-3-yhethyl)picolinamide,
compound 148 N-(( R)—ff?(5~(2~(1 FH-indol-3-yhethyl}-4-(4-ethyiphenyl)-4H-1 ,2,4—triazoi-3—yl);2~
(1 Hmindol—s-yl)ethy!}~2—(pyridin'—2-yl)écetamide
compound 149 N-{(R)- -1- -(5-(2-{1H-indol-3- yi)ethyl)-4-(4—ethylphenyi)»AH-‘i 2 A-trizzol-3-yly-2-
( 1H-indol-3- yl)ethy[) -ammoacetamtde

compound 150 (28)—N-((R)-1—(5‘—(2—(1 H-indol-3-yljathyl)-4-(4-ethylphenyi}-4H-1 2,4-triazol-3-yl)-
2-(1H-indol-3-ylethyl)pyrrolidine-2-carboxamide,

.compound 152 N-({R)-1-{5-(2-(1H-indol- 3-yi)ethyl)—4~(4 -methoxybenzyl)-4H-1,2 4-triazol-3-yl)-

2-{1H-indol- 3~yl)ethyl) -2-aminoacetamide,
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aminoacetamide, ZObompound
145N-((R)-2-(1H-indo1-3-y1)-1-(5-phenethyl-4-phenyl-4H-1,2,4-triazol-3-

ypethyl)-2- (pyridin-2-yl)acetamide, comgpund
146N-((R)-2-(1H-indo1-3-y9-1-(5-phenethyl1-4- phenyl-4H-1,2,4-tr|azol-3-
ypethyl)picolinamide, compound

 cdBOInER) 155(5- (VR ingok-Brtpetibshd Srathutplieny -2 - $432B{4-indol-3-

223 de, compound
14@\}%&2{5@% éﬂ flgﬁgfr@o%g %{%%)@%%Qﬁ% 4-ethylphenyl)-4H-1,2,4-triazol-
canpbliAd (1484indokuwilethyd)etriippnelinspdiecetamioe, caaapreipg2-( 1H-indol-3-

14@&#&@&@5@3@%&Qg%§ yl)ethyl)-4-(4-ethylphenyl)4H-1,2,4- trlazol 3

H-indol-3-y1)ethyl)-2-aminoacetamide, 30compound
cdbffi2 - NtEER)- LESHE-{(E i eteBrypatiyij-dredettiaphenylra bt BAA2L1 H-indol-

iaz0n3 ? gMé%ﬁ%%le)pyrrohdme -2-carboxamide, compound
152N-((R)-1-(5-(2-(1H-indo1-3-y)ethyl)4-(4-methoxybenzyl)-4H-1,2,4-triaz

caByiy- 2158 H-indoI3-yliethylybernih datetarihideH-1 20 sieprhpolkael 1 H-indol-3-
1%@{ Bﬁ-gﬁﬁﬂ%r@@mbenzyl) -5-phenethy1-4H-1,24-triazol-3-y1)-2-(1

" H-indol-3- yhethyl)-2-trans-aminocyclohexanecarboxamide, compound
catftuadR)157(4- (AR BERRY I HBrphishelsp Iha-pHenyl-4H-1 2, 4-triazol-3-y1)-2-(1H-indol-
Syhatbrnsdadins3-yhacetamide, compound 155(35)- N-((R)-1
44-(4-ethylbenzyl)-5-phenethyl-4H-12,4-triazol-310-2-(1H-indol-
compayethy ! BRoeritinERB L& BbKdamnde):3-y)ethyl)-4-phenyl-4H-1,2 4-triazol-3+y1)-2-(1H-indol-

3-yhethyl)piperidine-4-carboxamide,

compound 159 N—((R}-2—(1H‘«indol~3-yl)-1-(4-(2,4—dimethoxyphenyi)—5—phenethyi~4H—1,2,4- '
triazol-3-yl)ethylpicolinamide, :

compound 160 N-((R}-2-(1H-indol-3-yf}-1 ~{4~(2,4«dimethoxyphenyl)-5~phenethy!-4H~1 2,4~
triazol-3-yhethyl)-2-(pyridin-2-yljacetamide, ' ‘

compound 161 N-((R)-2-(1 H-indol-3-yl}-1 ~(4~(2,4~dimethoxypheny!)—S—phenethy§-4_H~1 2A-
triazol-3-ylethy)pyrazine-2-carboxamide,

compound 162 N~({R}-2-(1H—indol-s-yIH-—(4—(2,4~dimethoxyphenyE)-S—phenethyMH—‘l 2,4~
triazoi-3»yf)e'thyE)-Z-’a_minoacetamide,

cdmpound 163 N~({R)-2-(1H-indol-3-yi}-1-(4-(2,4-dimethoxyphenyi)-5-phenethyl-4H-1,2 4-
triazol-3-yl)ethyl)piperidine-4-carboxamide,

compoithd 164 N~((R) 1 (5—benzyi-4-((pyr|d|n~2~yl)methyl)—4H 1,2,4-triazol-3-yl)-2-(1H-indol-3-
ylethylpicolinamide,

compound 165 N-({R)-1-(5-benzyl-4-((pyridin-2-y)methyl)-4H-1,2 4-triazol-3-y)-2-(1 H-indol-3-
ylhethyi)-2-amino-acetamide,

compound 166  N-{(R)-1-{5-benzyl-4-((pyridin-2-ylimethyl}-4/-1 \2,4-triazol-3-yl)-2-(1 H-indoi-3-
ylyethyhpiperiding-4-carboxamide,

compound 167 = N-((R)-1-(5-benzyi-4-({pyridin-4-ylymethyl)-4H-1,2 4-triazol- 3-yE)-2 ~{1H-indol-3-
yhethyl})-2-amino-2-methylpropanamide,

compound 168 N-((R)-1 -(5-(4-methoxybenzy[)—-4~phenethyi-4H-1 \2,4-triazol-3-yl)-2-( 1 H-indol-3-

yhathyl)-2-amino-2-methyipropanamide,
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15

20

25

30

compound

156N-((R)-1-(4-(4- ethylbenzyl) -5-phenethy1-4H-1,2,4-triazol-3-y1)-2-(1H-i
ndol-3- ypethyl)-2-aminobenzamide, 10eommpound 157N-((R)-1-(5-(2-(1
H-indo1-3-yDethyl)-4-phenyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-

yhpicolin ( ( . ] ] )
© Hllsridl%? Bh)%g:ethy'?gygp?le%ofg 4%:2(% éﬁ ?}éﬁ&agov%t@)%q(ﬁzﬁ frigzo-3-y1)-2-(14-indok-3

MW{S@W e-4-carboxamide, compound
J@%MRM%GH ' 3@4&&)& fsineihe r@hﬁ%k% QQ%?%WE‘{W indol-3-

g 15triazol-3- )picolinamide, compound 160N-((R
H ||)%M)%‘%715‘ (?é almethoxyphenyl) 5-phenethyl-4H-1, 2 4

Qhd- Yi‘ﬁthYD ﬁ%{{ F%ﬁ?ﬂé}%@@dﬂs HParhRBIROUNE. (1 H-indol-3-ylethyl)-4- 4-
2.4 dlrpethoxyphenyl) -5-phenethyl-4

15‘%&?&% %)'E)Filrzéoz"in )20 AASRamide, 20compound
coirﬁ;%lunﬁR)riz(leq@%l¢3cs\zéan%y(A; (@ﬁr&%ﬁﬁﬂ%&p@ﬂwﬂﬁﬁwgmyb‘tm indol-3-
-2-aming cetamlde compound
15@%% - ~a£n Tﬁ M lgr%ni"( -(2,4-dimethoxypheny1)-5-phenethyl-4H-
colpotmlfiagel-3-yhetrRyBningsidne-4reathxamice s cernUat 1O ANHERIhethyl)-2-

-( l)methyl)-4H-1,2,4-triazol-3-y1)-2-(1H-indol- 3-
gn?@[]r%y p|c’%’9¥§a%£d2 gompound 165N-((R)-1

corﬁﬁdﬂﬁ)ﬁzyfﬁdr ((Pyieight)-2-y Preidnd)y 3. AHNBZ0l 321 1 A060loBs-

-S-aming-acetamide, compound 166N-((R)-1
S%)mg 1§4 %(py%dln 2-yOmethyl)-4H-112,4-triazol-3-y1)-2-(1H-indol-3-

cowiﬁﬁkh@pmrldlm{@arw:mmﬁda@;pmﬁgmwenys-wq 2,4-triazol-3-y1)-2-(1H-indol-
1gzﬂb'é@}7)12(9599@%'&%%@5%? &)methyl)-4H-1,2,4-tr|azol-3-y9-2-(1H-|,
ndol-3- :
compound 176 N-((R)-1-(4-(4-methoxybenzy!)-5- phenethyMH-‘l 2 4-triazol-3-yl)-2~(1H-indol-3-
y!)ethy!)benzamude
compound 177 (R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2-( 1H-indoi- -

3-yli-N-phenyimethanesulfonylamine,

- compound 178 {R)-1-(4-(2 4-dimethoxybenzyl)-5-phensthyl-4H-1,2 4-triazol-3-yl}-2-(1H-indol-

' 3-yI}-N-tosylethanamine,

compound 178  N-((R)-1-{4-(2,4-dimethoxybenzyl)-5-phenethyl-4/-1,2 4-triazol-3-yl}-2-(1 H-
indol-3-yl)ethyl)-2-amino-2-methylpropanamide,

' compound 180 N-1-({ R}-1-{4-(2 4-dimethoxybenzyl)-5-phenethyl-dH-1,2 4-triazol- 3-y[)—2—~(‘iH—

indoh-3-ylethyl)ethane-1, 2—dlam:ne

compound 181 N-{(R)-1-( ~((furan-2-yl)methyi)-5-pha’nethyi—4H—1,2,4—triazof—3»yl)~2~(_1H-§ndol~
3-yhethyl)-2-amino-2-methyipropanamide,

compound 182 N—((R)-‘i -(4-((furan-2-y)methyl)-5-phenethyl-4H-1 ,2,4~triazoi-3-yl}-2-( 1H-indok
3-yl)ethyl)picollinamide‘

compound 183 N-({R)-1-{4-{{furan-2-ylmethyl)-5-phenethyl-4H-1,2 4-triazol-3-yl}-2-(1 H-indol-
3-yhethylpiperidine-4-carboxamide, '

compound 184  N-((R)-1-(4-(4-methoxybenzyl}-5-phenethyl-4+-1,2 4-triazol-3-yl)-2-(1H-indo}-3-

_yhethyl)-tetrahydro-2H-pyran-4-carboxamide,
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yhethyl)-2-amino-2-methylpropanamide, compound 168N-((R)-1
-(5-(4-methoxybenzyl)-4-phenethyl-4H-1,2,4-triazo1-3-y1)-2-(1H-indol-3-
yhethyl)-2-amino-2-methylpropanamide, - 10m - compound
169N-((R)-1-(5-benzyl1-4-((pyridin-4-yl)methyl)-4H-1,2,4-triazol-3-y1)-2-(1
H-indol-3- ypethyl)picofinamide, compowuRd -
170N-((R)-1-(5-benzy1-4-((pyridin-4-yhmethyl)-4H-1,2,4-triazol-3-y1)-2-(1
H-indol-3- ypethy92-amino-acetamide, 5compound
engy1-3 RO ' N B - thyl)-d-( 2 o
“i"?%éé?ﬁzx%%nz@%rfi%@?ﬂ%@%@ﬂ@fﬁgﬁ%ﬁﬁé@é&&%ﬁﬁﬁm fior30
LN Py PR SETIRN 4 H-1,2.4-trizol-3-y1)-2-(1

Rk 3- ety - RO & NETRMBIORSR AR R ARYIAHOD 4-triazol-3-yl)-2-(1H-

C
173N-((R)-1 _ .
-(A‘JB‘élgzK}’f-‘BYBﬁéﬂ‘é'ﬂ?ﬁ‘PM%Pé?R?{}?ﬂg?zs-yl)-z-(lH-indol-3-y|)ethy|)-2-
. inp- th i i " ~dime - <tri - ..A -
S 1o
SR et |
cobfpUH&R185(5- (Arfi-ind Q2 AaheHid)pénPEsihdidtily Redriinaahsl ben(o-(11-

1H-indol- 3-yQethyQ-2-amino-2-methylpropanamide, 15compound
1?%ﬁ{gig(%ﬁé’}?i%’aif}/ﬁa‘é%ﬁBi%’gﬁZy1)-5-phenethy1-4H-1,24-’tria_zo|-3-y1)-2-(

. cohipdiRe!-3syDethyRbenzade.(campiitlybenzyl)-5-phenethyl-4H-1,2, 4-triazol-3-yi)-2-

177(R)-1:(4-(2. 4-dimethoxybenzy1)-5-phenethy1-4H-1,24-triazol-3-y1)-2-(
1I1|¥@0E] {/%,t i-%W([enr%’llrnethanesulfonyl_amine,

compound 190 (28)-N-{{R)-1-{(5-(2-{1 H-indoi-3-yi)ethy!)-4—(4—methbxybenzy!MH1 ,2,4-triazol~
3-yl)-2-(1H-indol-3-yl)ethyl)-2,5-dihydro-1H-pyrrole-2-carboxamide.

In a third aspect, there is provided a pharmaceutical composition comprising a

pharmacologically active amount of at least one compound as defined in the second

aspect,

Description of the invention

The present inventic;n has the object to provide novel compounds which can be
employed for the treatment of physiological and/or pathophysioiogical conditions in

" mammals, in particular humans, that are mediated by GHS receptors. It is ancther ob-

ject of the undeﬁying invention to provide compourids for the above treatment where
the treatment is achieved by modulation of GHS receptors. A further cbject of the pre-
sent invention is to prdvide antagonists of GHS receptors for those treatments. It is yet
another object of the underlying invenfion to provide agonists of GHS receptors for
those traatments. '



compound
178(R)-1-(4-(2,4-dimethoxybenzy1)-5-phenethy1-4H-1,2,4-t1azol-3-y1)-2-(
1H-indol- 203-y1)-N-tosylethanamine, compound
179N-((R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethy1-4H-1 2
4-triazol-3-y1)-2-(1 H- indo1-3-yhethyh2&mino-2-methylpropanamide,
compound
180N-1-((R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethy1-4H-1,24-triazol-3-y
1)-2-(1H- indol-3-yhethyhethane-1 ,2-diamine, 25compound
181N-((R)-1-(4-((furan-2-yOmethyl)-5-phenethyl-4H-1,2;4-triazol-3- yl) -2-(

1H-indokr3s yGeily e riiRsr Raseikly FRARMRd GORP st by providing
182N g 1E§4ﬂ$°§r n-%-megg‘t )-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-(1
H-indol- 3- plcgllnaml ompound 183N-((R)-1

-(4-((furan-2- ylg@ethyb@ phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H- |ndoI-
303- yI)ethyI)plper}@ﬂ et4 oxgimige, compound

184N-((R)-1-(43&-me 1):5- ethy1-4H-1,2,4-triazol-3-y1)-2-(
1H-indol-3- . ypethﬂﬁetrahydro- -pyran-4-carboxamide, -10n -
compound R1

I
185N-((R)-1-(5-((1H-indo1-3-yOmethyl)-4-(3- n%%thoxybenzyl) 4H-1,2,4-tria
zol-3-y1)- 2-(1H-indol-3- ypethyl) -2-amino-2-methylpropanamide,

compoutiterein:
186(2S -1-(4-(4-methm eth 4- trlazol 3-y1)-2
-(1 IE| 51?1%(% ?ﬁéﬂa 4‘ agr%ltr??' I}B;z % &Fproséar%/taer%l e, %‘o s}éﬂ
oy rea b e A Gk
0l-3-y1)-aBAékiA- imde8rydikv-hetegdeytisin Aatereydpaliiyb utigisuifonyl, arylsulfonyi,
188N-((RoyaniAstiofiyflidiih ary/bsiariihy) setaiaratinvhe blkk HAbaRER cFoichiky-
2-(1H- talkyl, aryl, heteroaryl, arylalky!, heteroarylatkyl, heterocyclyi and/or heterocyciylal-
kyl group by up to 3 substituents independentiy selected from the group consisting
of *halogen, ~F, —=Cl, —Br, -, ~Nj, ~CN, ~NR7R8, —~OH, ~NO,, alkyl, aryl, arylalkyl,
—-O-alkyl, ~O-aryi, ~O-aryialkyl"; and preferably are selected from the group con-



indol-3-yDethyl)4-azidobenzamide, 10compound
189N-benzyl-(R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-
3-y1)-2- (1H-indol-311)ethanamine, compound
190(2S)-N-((R)-1-(5-(2-(1H-indol-3-yDethyl)-4
(4-methoxybenzyl)-4H-1,2,4-triazol-

33X 9)2001BMKdol-3-yDethyl)-2,5-dihydro- 1H-pyrrole-2-carbexanmietmos /007945
In a third aspect, there is provided a pharmaceutical composition
comprising a pharmacologically active ‘arount of at least one compound

as defineg. escripti f the invention  The )
present wg\?ﬁét})ﬁni‘ﬁé@sp %1%%%}%%@ ' %’2@%%8%&?3@8%5%8 iy Wi@ﬂnga?)“bw
be emploY&d R4S Pekbsibmnts %@m%‘%ﬁ?'ﬁﬁﬁ?&%%ﬁiﬁ%i%&%ﬁﬁ of
condition$#egammbnafd, MBpaktiddlardintRiRahatre\NDedistcdridy BBy, -
receptorHilisianntagl, objasiadhe underlying invention to provide
compounds for the above treatment where the treatment is achieved by
mGdulatiBRed RigFE bR Ratyiredessian: wherssshestiaridisationss

to providedertdgoriistgrofGhiSistrgaptysrigetaase Hiemtang isietbisyyaiylatkyl,
another okieganialaf, HadE0 HeNARIANAIR,PLaNSICAGONISIR bl -
receptor m - 100 - object of the invention has
been sur§ IMT%%/%%%@CFI 'i—r%ﬁ m:-eogé%%rg? 'B’IaiQ o\‘/m‘%%%ja?ﬁ%%%%g ording

to formulP IR HY B APrany. rebvRE e etk ConteRmam ~
infependéuthE Oftatercanditivgr -<dtgeHhaterpthelyly ralip-cihdiskng:afytalkyl, ~
hydrogenirfoaroatkasyatiengmcaim sl catiprl caymoaaralioy .- syl
heteroang el fipnAigladeisianield, MelRiearsial,
_alkylsulf%n}/r‘ a(%z\utf(?nyl aﬁﬁg_k Isu_ org_r which are opti allg substituted
in the allT SR Qs y"Y RGP e ra KN ryralky T NH-CINH)-
heteroar)fdkdikyirelerge ot ianicntmtioeytgrily Rityik§Halkgupyl- St ovBich
sll:msct:iltuambﬁdmeBmﬂﬁl&smmm&irmmmww'@ﬂwmmﬂ@%&-
alky1 g e ylh G A A oo
con- ik PR S o hleaen, 2l et oy oy BB -
being subiSetated By §/aie. sthatkberfsanideBervakyly snd errhiparaise-
group caesstingnaheigadamemsidhingGt,'aBaiky), NdBrodaiiky\ Rl&RSoyciPlatiyl, -
-H02, a'!ﬂ)(!(dmbrﬁrmw&);agn@ml~éﬂmh&émn—<§df(&i—0~heteroarylafkw, -
alkyl-O-heterocyclyl, alkyl-O-heterocyclylalkyl, ~alkyi-CO-aryl, ~alkyl-CO—
arylalkyt, ~alkyl-CO~heteroaryt, —alkyl-CO-hetsroarylalkyl, ~alkyl-CO—
heterocyclyl, alky-CO-heterocyclylalkyi, —alkyl-C(O)O-aryl, —alkyl-C({0)O~
arylaikyl, ~alkyl-C{O)O-heteroaryl, ~alkyl-C({O)O-heteroarylatkyl, —alkyi—C(O)O~
25 heterocyclyl, ~atkyl-C(O)O-heterocyclylalkyl, —alkyl-CO-NH,, ~alkyl~-CO—OH, -
alkyl-NHy, ~alky-NH-C(NH}-NH,,” optionally being substituted in the aryl, hat-
eroaryl, arylalkyl, heteroarylalkyl, heterocyclyl and/or heterocyclylalkyl group by up
to 3 substituents independently selected from the group consisting of "halogen, -F,
~Cl, =Br, -4, ~N;, ~CN, ~-NR7R8, ~OH, -NO;, aikyl, aryi, arylalkyl, ~O-alky, -O—
30 aryl, —~O-arylalkyl”;

RS is selected from the group consisting of “hydrogen atom, alkyl, cycloalkyl,
cycloatkylaikyl, aryl, heteroaryl, arylalkyi, heteroarylalkyl; heterocyclyl, heterocycly-
lalkyl, ~-CO-alkyl, ~-CO-cycloalkyl, ~CO-cycloalkylalkyl, -CO~aryl, ~CO-arylalkyl,
~CO-~heteroaryl, ~-CO-heteroarylatkyt, ~CO-heterocyclyl, ~CO-heterocyclylalkyl, —
35 CO-C*RIR10)-NH,, ~CO-CH~C*(ROR10}-NH,, ~CO-C*{RIR10}-CH~NH,, al-



5one of radicals R3 and R4 is a hydrogen atom, whereas the other radical
is se- lected from the group consisting of "hydrogen atom, alkyl, aryl,
heteroaryl, arylalkyl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl,
-alkyl-O-aryl, -alkyl-O-arylalkyl, - alkyl-0-heteroaryl, -alkyl-0-heteroarylalkyl,
-alkyl-O-heterocyclyl, alkyl-O-. heterocyclylalkyl, -alkyl-CO-aryl,
-atkyl20@e20ialkyl, -alkyl-CO-heteroaryl, - 10alkyl-CO-heterogylaBeshesno7945
-alkyl-CO-heterocyclyl, -alkyl-CO-heterocyclylalkyl, - alkyl-C(0)0-aryl,
-alkyl-C(0)0-arylalkyl, -aIkyI-C(O)O-heter"o1§r§/I, -alkyl--

C(0)0-he ialkyl, - -C(0)0-heterocyclyl, -alkyl-C(Q)0- .
heterocyﬁ%ﬁﬁéﬁ%@ﬁﬁ%&aﬁﬁﬁ%%‘%,a-rglﬂy@?ﬂq(%f ubstituted by up to
-alkyl-NH3GYRE M Bidepeprsmty ASIRCH fmdim AT ey Ransiringehiralogen, ~F, —
alkyl-S-alily/HRiky| DGR 7ES areHb plithadlins gt dotetyin-tDeatkpy | -O-arvt,
heterosryloaay}&ikw; Et@tigrs?rafda;l ledelaeiaraewrivt %&Eé}g&ﬁ&&ﬁ@%{%@ﬂ@én
graup by yp,io 3 sufijity n e rom rou
co%sistin é{&ﬁ"ﬁélo en, f%#ﬁgﬁﬂﬁ%%@ﬁé%ﬁ%%awgﬁ&ﬁ@m -
alkyt, ary L T e ORISR (RO Pl ot
selected foRPH18)gNblp-CENSIERARY! 61 Cirythiky| optisrsitycbgitalleyhstituted by up to
heterocyeclylaklients Gakpdrdeatlylsebitd-Boat walindup aindtng e rartdn, -, -
-k 1-0-Betainan/fier Ay Re Ao NElY L U NSHSHG YR oary,

-glkyl-CO-aryl, -alkyl-COarylalkyl, -alkyl-CO-hetéroaryl,
-3H§y|-co-§‘e¥é’r'%1é¥k%alkyl, alkyl-COheterocyclyl,

aIIrlzllféif@ﬂ&&bt@h’l@lﬁ%heédk&&%@&ﬂ@j&“?f?ﬁ%b‘ﬁ@lla&il %él)é’g)ugﬁloalkyl,
-alkyl- y 8V - -heteroar , -alkyl- -
25hitero%;§?é%?§éﬁ<% |§Q€?<%%Y%'§’g§c@néi’y é’%’i?{"‘%ﬁ’i‘él-co};u H2,
-alkyl-CQRDddd Ratllad itieiZndaiayl Sl b4 MitheNlgcteamsRNaLY B nsisting of
substituteg,n.5ag 6¢, Heje @@&Ikﬁrxﬁ!ﬁbﬁwgﬁaﬂ?émbgﬁ%%;%ﬁggﬁyém

a&id/or he‘grrnqcyclylalkyl group by up fo 3 substituents indep
selected oM the group consisting of "halogen, -F, ClI, -Br, -I, -N3, -ON,
-NR7R8 R&ird RO ZreaithentrhtgIof alie/ndthal kilecler RN o8 dAkeHg

R5 is sel ISHRY i o i
Sioaof BT R R ey

heterocy 2y HRE AR EWIRIR0F Beelsrafiy e LrsE fmdpe group consisting of
-CO-cycloutsgansternctiyiiyl, -CO-arylalkyl, CO-heteroaryl,

-6O-het y l, -CO- acyclyl -CO-heterocyclylalkyl, -
3%80-0%&%%?é?—%\ﬁflgﬁ%g%%%cg?ﬁew10)-NH2,
-CO-C*(ROB:HR)aCinzbmdttn af R ol coliilpedtnydhanysitdfonyl, .

- arylalkylsulfonyl" which are optionally substituted by up to 3 substituents
indepenti@hthi 6 63q e FPHBRMANIEFBIR LSerdirsg et Rtk Erainent ar proghy-
-1, -NBXIsORRhRIPGRS) a@Hhr dORatkyhgivalicangitialie/in riaatils tiieng medi-
-O-arytaday Grsddegiesably is selected from the group consisting of
"hydrogen 5atom, -CO-alkyl, -CO-cycloalkyl, -CO-aryl, -CO-heteroaryl,
-%%-aryiﬁ&?f?iem-meﬁwlW?U@}@%ﬁéﬁftﬂyelﬁh,ove formula (1) are provided,
-CO-@n¢RIR10)-NH2, -CO-CH2- CIR9R10)-NH2,
-00-C*(R9QR10)-CH2-NH2, optionally being substituted by up to 3

ubsti BT FHRSHEHRENAG ST o oA sMighpOmenigl,
F, - Cl, ay-EONGteroan) - NiRyFED-Brroalikyh halkyhGQ-tipedkytiyl, alkyl-
-é%;/%'kyl,m#brwmmmﬁfﬁeﬁﬁﬁmm&%m%%&m@i
“fydrog ylalkyl IS

. hydroge?égtgzjagyr}_k?? ' R ékR8 eréiy e{ﬂ Eg?]dgtn Cﬂ%ﬁ%@%@%’s@%&éd -
from the 9%; u géeﬁ%?gfﬁﬁa Tﬂq’gﬂb% nﬁﬂ’oﬁﬁ' RO RkyrNH~CINH)-NH,,
cycloalk kﬁ%ﬁﬂﬁ%ﬁeﬁaﬁy Heriefarablydeseiesigtbiam the group consisting of
“~alkyl-CO-arylalkyl, —alkyt-C{Q)O—arylalikyl, —alkyl-CO-NH;, ~alkyl~CO~-OH":



R9 and R10 are independently of one another selected from the group
consisting of 'hydrogen atom, alkyl, natural alpha-amino acid side chain,
unnatural alpha-amino acid side chain" and preferably are selected from
the group consisting of "hydrogen atom, alkyl"; 20mis 0, 1 or 2 and
preferably is 0; and * means a carbon atom of R or S configuration when
cRYR007/4R8eEan be used for the manufacture of a medicarrenteienthec7o4s
treatment or prophylaxis of phyS|oIog|ca|I and/or pathophysiological
conditions in mammals that are medlatea by GHS receptors. 25In a

preferre(ﬂh@%?@ﬂé@@&tfﬁﬂﬂmﬂﬁ%@ﬁ% M:EQ@&?Y&? o]} ﬂ%lék%gr}t %F%rophy

prow ere ssel cted from the group consisting

ko P SRR S5 SRRy RSP AER el rat oo
-alkyl%’@%éi@%@@ﬂ%l -alkyl-CO-heterocyclyl,
alkylCO-heterocyclylalkyl, -alkyl-C(0)0-aryl, -alkyl-C(0)0-arylalkyl,
-alkyl-C(0)O- 30heteroaryl, -alkyl- C(O)O heteroarylalkyl

-afkyl-C()BRERE RSRiSRRA eraliRgimert RsyoR ESREGII8 ADoxAdATENs. (raze
-alkylPO@ISHwhelky|-NH-C(NH)-NH2, aIkyI -S- aIkyI alkyl-$-H', and
preferab |s sel%%:ted from the group consisting of "-alkyl- CO -arylalkyl,
alkyl-c(Ojb ?&?r CO-NH2, -alkyl-CO-OH"; - 13- that can be

used for Hsesraasuasamare iy ipedisRingo! *fwdtb&H%Waﬂ§i%ﬁﬂ%ﬂ@v|aX's
of phys'%%&'@ﬂﬂl %WQPQQQ%S %%ﬁlg%ﬁg%‘%&%mg 'ﬂe@d%ﬂré‘? PeRALSES-

Srece tors. 5In anot rp m

diat
i 10 e AR A R S
hydrogeﬁ“&’dan‘?qiamb%@Md%ﬂ@ﬂﬂte@@ap’lc@@m@ewwﬂre@%

atom, alkylempqu;alkgzb@wéﬁ&wmkyl aryl, heteroaryl, arylalkyl,
'heteroarylalkyl heterocy |, heterocycly- 10[alkyl, alkylsulfonyl,

arylsulfofi§ ¢ ?ﬁ%ﬂ?ﬂ’é lsc@%yersmlaik@@mmyg Agildpicazote;
-CO- arylamto -arylalkyl, -CO-heteroaryl, -CO-heteroarylalke

Ohet lyl, -CO-het ith th iso that if R5 |
o nel TR S EHL o e Y TR BRE M P B
that if Ri9gen GO dchefelraerem eheltepstine aitesnmmemsrase sbntedigarin

atoms athbtetecpaitrasg that at least two nitrogen atoms are contained in
heteroe\éclyl and with the r1F§éjrowso that if RS is "-CO-heterocyclylalky!"

and "he %hfcﬁ/i‘"st?cfh?éif Syt Ry hanctelarRe aeatans
the caseotytiasorionNs sntreiguatersiet Robecewm thaited on tetiraeyciioms

120 nitrogencaktinds inOsitinnethRtrpoRitigsh hiteh B@bsitioned at position 1 of “het-
erocyclyl” that is the atom directly linking "heterocyclyl” to the carbony! group “~
Co-"
where “alkyl, cycloalkyl, cycloalkylalkyl, aryl, heteroaryl, arylalkyl, hetercarylalky!,
heterocyclyl, heterocyclylalkyl, alkylsulfonyl, arylsulfonyl, arylalkyisulfonyt, ~CO-
25 cycloalkyl, ~-CO~cycloalkylalkyl, -CO-aryl, ~-CO-arylalkyl, -CO~heteroaryl, ~CO-
heteroarylalkyl, ~CO-heterocyclyl, andfor ~CO-heterocyclylaikyl are optionally
substituted by up to 3 substituents independentiy selected from the group consist-
ing of “halogen, —F, ~Cl, -8, -1, =N;, ~CN, ~NR7R8, -OH, -NQ,, alkyl, aryl, arylal-
kyl, =O—alkyi, ~O-aryl, ~O-arylalkyl";

30 with the proviso that if RS is “~CO~cycloalkyl” or “~CO—cycloalkytalkyl”, R5 is not
substituted with NR7R8 at position 1 of “cycloalkyl”, that is the C atom directly link-
ing “cycloalkyl” to the carbonyl group “~CO-" in case of RS = “~CO—cycloalkyl® or
to the “alkyl” in case R5 = “~CO-cycloalkylalkyl”; and



erocyclyr that is the atom directly linking "heterocyclyr to the carbonyl
group "GO-"; where "alkyl, cycloalkyl, cycloalkylalkyl, aryl, heteroaryl,
arylalkyl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl, alkylsulfonyl,
arylsulfonyl, arylalkylsulfonyl, -CO- 25cycloalkyl, -CO-cycloalkylalkyl,
-CO-aryl, -CO-arylalkyl, -CO-heteroaryl, -CO- heteroarylalkyl,

-G betessoyslyl, and/or -CO-heterocyclylalkyl" are optionallysastitidifsh.s
by up to 3 substituents independently selected from the group consisting

of "halogen, -F, -Cl, -Br, -1, -N3, -CN, -NR¥R8, -OH, -NO2, alkyl, aryl,
arylalkyl, -0-alkyl, -Q-aryl, -O-arylalkyr; 30with the proviso that if RSis

- C0-cy IR RIPVEE BaL SR IS RAIRGRTH95 TS Ro PSRN ERECPMP NR 7R
at positioPMengfoRizatRANgristenly syhpiiuEdwE tlredtitiakintjsmeciobidyetbis
the carbafmyl-yrRIRS;"-CO-" in case of R5 = "-CO-cycloalityr or to the "alkyl'

in case R5 = "-CO-cycloalkylalkyr; and - 14 - with the proviso that if R5 is
"-CO-arylR%P & B8N AN and "aryl" is phenyl/benzene and is only

substituteg Mm%eﬁhm&ﬂﬁy m'éng Qﬁoﬂé@g‘.gfé@% A% NR L F\égﬁsll?s g of
a hydrogghn tom; ?R? a}ncii R8 are 1|ndei endently of one ano Ref sefected
from the GroLiy coRSILtAE bFYRE RIS g IT s HR KTk andyelBmay fre a hydrogen
cycloalky38Ry#2thd preferably are a hydrogen atom; and in is 0, 1 or 2,

and more.RL fqrabéyéﬁé)&me élpe%rgg]%ﬁs_used for the manufacture of a

medicament for the'treatment or prophy10 !axis of physiological and/or
pathophytsittegisalsatfditisnmanueaoenalsrba arRmBeindeddmdatdSorophy-

regentS of pHR RIS S8R P R MG INGEL b HARARY BRI hAS that are medi-
surprlstlerég%/lggjsn ac ieved by providing compounds according to formula

), where IS €81&Cted from the group consisting of "hydrogen,
methyl, (2-methoxyphenyl)- methyl, (3-methoxyphenyl)-methyl,

-meth - - ) - ethyl .
(4-met %XWUWQSB&%{,W}%égﬁe'q%ng%géhrﬁ@[%&%ﬁhrérrils)i/;i]_gé%ﬁﬁﬁn(ighxevad by

(4-metho_xyphenyl -ethyl, pheny

t ,
ethyl BRI OSTH ?‘Eﬁéﬁ%ﬁ%ﬁ%ﬁ}‘-%w@tﬁﬁ?@-ﬂuorophenyl)-m_ethyl, (4-
bremophenyidreid/irg ﬁe@%@%&h& W%‘&%@W |methyf, {2-methoxyphenyl)-
%X

3,5-dimet 1)- 20meth ,2-diphenyl-ethyl,
Elaphtha in%%gl -"r'ﬁ% Yy F%WY c%%lé@éf%ggl flé %—Qﬁ%%%l@@%}ﬁ?’%ﬁﬂ?}l’?ﬁ'
3-(1H-in§E-EnsthaphermEwh phpme Ae Rl Reay-sib k1,
(3,4-dichitnintieaviiyetiathighr@bsitherpheriintefugkophenyl)-methyl, (4-
(pyridirulneb&rybbmamyhe(ﬁw@i.aaiﬁe&ﬂbﬂmﬂmh-ésafﬁ}djlgtﬁséamtm)ﬁ}métnysy
iophepgs2-y1); -3- v1)-methyl,. (furan-2-yl)-methy],
E%Eraﬁ-g.,”@%’ ST SN S e SR
1H-indol‘§- '?ﬂgr}‘!gﬁ%W SRt PP ety P RIS M b RIS heHopry |
2-phenyheth{3 3-ginderpppeayimeshidrigtoliorpheryirattovy (piiding g Hmdihyl,
3-methotpyriinersimeibyill 4omatheoxyt-methyl, (thiophene-2-yl)-methyl, (thiophene-3-

yi)-methyl, (furan-2-yl}-methyl, (furan-3-yl)-methyl";

25 R2 is selected from the group consisting of “methyl, 1H-indole-3-yl-methyl, 2-(1H-
© indole-3-yly-ethyl, 3-(1H-indole-3-yl}-propyl, 2-phenyl-ethyt, 3-phenyl-propyl, 4-
phenyl-butyl, 2-methoxy-phenylmethyl, 3-methoxy-phenylmethyl, 4-methoxy-
phenylimethyl, 2-methoxy-phenylethyl, 3-methoxy-phenylethyl, 4-methoxy-
phenylethyl”;

30 R3 Is selected from the group consisting of "hydrogen atom, methyl, propan-2-y, 2-
methyl-propan-1-yl, butan-2-y, butan-1-yl, -CH~SH, ~{CH,),~S~CH,, 1H-indoie-3-
yl-methyl, phenyl-methyl, 2-phenyl-ethyl, ~CH~0O-CHy-phenyl, ~<CH~CO~CH~
phenyl, «(CHz)z~-CO-CHy-phenyl, ~CH-C(O)O-phenyl, {(CH,)~C(O)0-phenyl,



phenylmethyl, 2-methoxy-phenylethyl, 3-methoxy-phenylethyl,
4-methoxyphenylethyl"; 30R3 Is selected from the group consisting of
"hydrogen atom, methyl, propan-2-yl, 2- methyl-propan-1-yl, butan-2-yl,
butan-1-yl, -CH2-SH, -(CH2)2-S-CH3, 1H-indole-3- yl-methyl,
phenyl-methyl, 2-phenyl-ethyl, -CHr-O-CHr-phenyl, -CH2-CO-CHrphenyl,
-(EPIRTLOIEH2-phenyl, -CH2-C(0)0-phenyl, -(CH2)2-C(0)scphiemyds/oohas

- hydroxy-methyl, 1-hydroxy-ethan-1-yl 1;5CH2 -CO4JH2,

--(CH2)2-CO-NH2, (1 hydroxy -benzene-4- yl) methyl -CHT-CO-OH,

-(CH2) 2@k 2 ng;o Iﬁ'H OYH-HZ Nt (1-

CH2)3-NH- 2)3- H
p(refer;b IS sé%l ?e Rk fro tgfa% consisti h'a)%l'f{ %&e‘@ '?“ NHz,
5methyl,1ELPETS- wznﬁ%ﬂcﬁ@INﬂZ%WbWHzﬁﬁﬁéw{Hz ~CH,)s~NH~
-CH2-C(OY®-heranid preBirid)RisE) Gadiemitie &du;smrh}edrggmm a‘tmeﬁ@
'(SG"TG'G“%‘“‘MG“‘WH?@Z"???J e S AT -

resi eta-Ala residue

(D- yand/gy—?%—é)(a%&gﬁgreadue) -00-(pyrrolidine-2-y1) (D- and/or L-Pro
residue) R2-amhyarigesatiranyl-propane (2-amino-isobutyric acid/Aib
residue) , 4-carbonyl-1H-piperidine, 3-carbonyl-1H-piperidine,
R-(3-Car88r‘ﬁﬁeiel—qt?5{f58ﬁdﬂ‘?@f°§’ E8ne e AT NTAFI9E el fe-CH-NH (Gly
2-carborigtidiaipiperiGhe CR-(HFadbblariyf- fisidpp e itdREHCH~NH, (D- andfor L-
342-carbpredibtraes)tiag) - dyasniie-2-FA QAP £1%E Riidue), 2-amino-2-

b t idin
o B LD R S R

4-propioRVEBIPiHE PiRgng W%é’ﬁﬂ@g ega{ﬁ‘éar(@”ﬂ‘éﬁ’ﬂno) 2-
carbonyRWélBﬂe&ﬁﬁéO'Mcmwimkﬁtf%mwé RigindsimglBHimebonyl-
3-carboriydpipitifres) 4-aatbeayamyginenzana oineod cBrtRY iRy BoiBgy -

b [
earony, gﬁgfﬁ%mw oS P ormnt

m
1-carboRy I L amiRGE Féﬁ” "ﬁﬁé aﬂh@?rﬁ?é‘lﬁ?)l e dhdiane, (81 -amino)-2-
carbonyia@%ﬂﬂé‘i%ﬁ‘féﬁez @@ambﬂw@dszahwm@mm 3-carbonyl-
2-carbomytigipe rézanmng-paition d-dinpyrcaliding pi@naiedbang-pyrazine, 2-
Cargﬁ;‘g&ﬂ?@&)‘?ﬁ@-ﬁy@ﬁﬁﬁ{ h%ﬁbﬂﬁg{@ztmﬁﬁn?ﬁ{ BARYABZIBRexane, methyk-
T —
be usedcﬂ’SP% ﬁ?ﬁﬂﬁﬁ%ﬁﬁ%ﬁo? ‘éa R thevreaenbe-
prophylaiieresinshgsiksyiddHamadidipat Repinmeibing catteomyibarsmén 2-
mammadarbaaypieabiRiBRéambdy irising aaiaiBayifRacyciohexans, 4-methyl-
phenylsuifonyl, phenyimethyi-suifonyl”;

25 RE is a hydrogeh atom; and
mis(;
that can be used for the manufacture of a medicament for the treatment or prophy-
laxis of physiological and/or pathophysiclogical conditions in mammals that are medi-

ated by GHS receptors.
30

In a preferred embodiment compounds according io above formula (I} are provided,
where



- 16 - R3 is selected from the group consisting of "--CH2-CO-CH2-pheny1,
-(CH2)2-COCH2-phenyl, --CH2-CO4IH2, -(CH2)r-CO-NH2, -CH2-CO-OH,
-(CH2)2-CO-0OH, -(CH2)3-NH-C(NH)-NH2, -CH2-SH, -(CH2)2-S-0-13";

that can be used for the manufacture of a medicament for the treatment or
prophy5 taxis of physiological and/or pathophysiological conditions in
mepmaisihasare mediated by GHS receptors.  In anotheppref@sietoaross
embodiment compounds according to above formula (1) are provided,
where 10R5 is selected from the group'c@risisting of "hydrogen atom,

methy'S“E Lpht Gﬁ's%fon hecarbon Lf?’%ﬂ%%rledﬂ,—phenw ~(CHg)-CO-

(R-1-amino)- -ca e ane
s 2 b 2 S
4- carbonjpﬁy)adﬁhbpmamubpw&wm 3aegbybemigtine, 4-acetyl-pyridine,

2- propion r|d|ne 3-propionyl-pyridine, 4-propionyl-pyridine,
2-amino-§¥%£|%' &,W&ﬁ'@n 8&%8{1@%0&{@%%%3 ireatment or prophy-

2-(%rmwmmhercﬁwbwmmmﬂo@amywrmaexmammalsthatta;amdaﬁx
used taedlve ErBYetRpibiEe of a medicament for the treatment or prophylaxis
of physiological and/or pathophysiological conditions in mammals that are

mediated bX qﬁs rs, 2 In a further aspect, the object of the
invention Ma%° sﬁfﬁnsﬁﬁé%&b@ &S SOBRCHYAS ASH RV gypa (1) are
compB{S’r‘ﬂﬁgdsé'I%?ed from the group con5|st|ng of: compound

(B)-N-( fleth I_) / (2 4 ethox benz
19 tr.i“}gjsge;%%.’%ﬁﬁ*ﬁa@‘ i o e e o e
25 _17 Y!EL&‘HH ﬁ?faonyl-cyclohexane (R— wammo}-z-carbonyi-cyc ohexane, (S-1-
2(R)-N-(BrEg22(eabanlccyBigretioy B-capbmheyhigine/ddsdriRpdtoaizined4-
y1)-2-(1 wmﬁhwﬂayb}—&awmdmm!ﬂr@maami%wpwwQd
3(R)-N-(L %&m .amg%l %y@m%%&%%ﬁ&@é Shathe d;‘m%'& Qarbonyl-

53:y1)-2- indo1-3- -2-amino- ana
%y ) éyn ine Z-Ga%g/ e!- :dazole 2-carbony1~pyrazxne 4-carbonyi ~1H,3H-

diazacyclohexane”,

that can be used for the manufacture of a medicament for the treatment or prophy-
taxis of physiological and/or pathophysiological conditions in mammals that are medi-
ated by GHS receptors.
20

In a further aspect, the object of the invention has surprisingly been achieved by
providing novel triazole compounds selected from the group consisting of:

compound 1 (R)-N-{1-(5-(2-(1 H-indol-3-yl)ethyl)-4-(2,4-dimethoxybenzyl)-4H-
1,2,4-triazol-3-yl)-2-(1H-indol-3-yl)ethyl)-2-amino-2-methyipropanamide,

s
N Q

FoNH

25



compound
4(R)-N-(1-(5-benzyl-4-(naphthalen-1-ylmethyl)-41-1-1,2,4-triazol-3-y0-
2-(1H-Indol-3-ypethy0-2-amino-2-methyipropanamide, 10 compound
5(R)-N-(1-(5-(2-(1H-indo1-3-ypethyl)-4-(naphthalen-1-ylmethyl)-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-y1)ethyl)-2-amino-2-methylpropanamide,

- Ip20¢6MpYand PCT/EP2006/007945
6(R)-N-(1-(5-(2-(1H-indol-3-yOethyl)-4- q';]methoxybenzyl) -4H-1,2,4-
triazol-3-s4)-2-(1H-indol-3-yflethyl)-2-amino-2-methylpropanamide, 5
compg, il A .
i RS e e e
(1H-Indof*3¢ pet'ﬂy 'é‘fﬁyiE) YRICRATRIEY%2 NH compound

8(R)-N- (5 (2-(1H- mdol 3 ypethyl) -4-benzyl-4H-1,214-triazol-3-y1)-
2-(1H-rdol-3-yflethyl)-2-amino-2-methylpropanamide, - 19 - compound
9(R)-N; m;g—%mdol -3-yOpropyl)4.benzyl-4H-1,24-triazol-3-
y1)-2-(J}\H ethyl)-2-amino-2-methylpropanamide,

compound 3 {R)-N-(1-(5~(3~(1H-indol-3-y!)propyl)-4-phenethyl-4H-1 2, 4-triazol-
5 3-yl)-2-(1H-indol-3-yhethyl)-2-amino-2-methylpropanamide,

Hz
H .
Gl
N
N
ne

7 NH

compound 4 (R)-N-{1-(5-benzyl-4-(naphthalen-1-yimethyl)-4H-1,2, 4-triazol-3-y)-
2-(1H-indol-3-yl)ethyl)-2-amino-2-methyipropanamide,

fz
N
! N
10 compoundS . {RyNA{1-(5-(2-(1H-indol-3-yl)ethyl)-4-(naphthalen-1-yimethyl)-4H-
1.2,4-tfriazol-3-yl)-2-(1H-indoi-3-yethyl)-2-amino-2-methylpropanamide,



5 compound
10(R)-N-(1-(5-(3-(1H-indol-3-yOpropyl)-4-(3-methoxybenzyl)-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-y1)ethyl)-2-amino-2-methy4propanamide,
compound
11(R)-N-(1-(5-(3-(1H-indoi-3-yl)propyl)-4-(naphthalen-1-ylmethyl)-4H-

1,24 thiezolesry1)-2-(1H-indol-3-y1)ethyl)-2-amino-2-methylpgeRanamidfross
- 20 - compound
12(R)-N-(1-(5-(2-(1H-inclo1-3-y1)ethyl)-48@#-methmbenzy1)-4H-1,2,4-
triazol-3- 'Jr)-2-(1H-indoI-3-y1)ethyl)-2-amino-2-methylpropanamide, NH2

0 N, N-NH?*5 compound
13(R)-Nzd(A- (#-methoxybenzyl)-5-benzy1-4H-1,2,4-triazol-3-y1)-2-
(1H-in(§)ol- -YDE -amino-2-methylpropanamide, compound
14(R)-N— -(5-(3-(TH-inc101-3-y9propyl)-4-(4-bromobenzyl)-4H-1,2,4-
triazol-3 -indol-3-yflethyl)-2-amino-2-methylpropanamide, -21-

w

compound 6 {R)y-N-{1-{542-(1H-indol-3-yl)ethyi)-4-(3-methoxybenzyl}-45-1,2,4-
triazol-3-yt)-2-(1H-indol-3-yhethyi}-2-amino-2-methyipropanamide,

.

NH

5 compound 7 (R)-N-(1-(4-(3-methoxybenzyl)-5-benzyl-4H-1,2,4-triazol-3-yi)-2-
(1H-indoi-3-yh)ethyl)-2-amino-2-methylpropanamide,

)
~Q)

o

compound 8 {R)-N-(1-{8-2-{1H-indol-3-yl)athyl)-4-benzyl-4H-1,2,4-triazol-3-yl)-
2-{1H-indol-3-ylJethyl)-2-amino-2-methyipropanamide,



compound
15(R)-N-(1-(5-(2-(1H-indo1-3-yOethyl)-4-hexyl-411-112,4-triazol-3-y1)-2-
(1H-indol-3-yOethyl)-2-amino-2-methylpropanamide, 5 compound
16(R)-N-(1-(5-(3-(1H-indo(-3-yl)propy1)-4-hexyl-4H-1,2,4-triazol-3-y1)-
2-(1H-indol-3-ynethyl)-2-amino-2-methylpropanamide, compound
1MRRIONFA29¢155-bis(2-(1H-indol-3-Aethyl)-4H-1,2,4-triazol-3 8c)A22006/007945
(1H-indol-3-ypethyl)-2-amino-2-methyl_p{ panamide, - 22 - compound
18(S)-N-(1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(2,4-dimethoxybenzyl)- 4H-
1,2,4-trig@ol-3-y1)-2-(1H-indo1-3-yOethyl)-2-amino-2-methApropanamide,

5 com d _
19(R)-Methu{4-(B-prethoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-
2-(1H- FyIethyl)-2-amino-2-methylpropanamide, compound

E\methoxybenzy0-5-phenethyl-419-1,2,4-triazol-3-y1)-
‘ﬂ’ [)-2-amino-2-methylpropanamide, - 23 -

compound 9 (R)-N-{1-(5~(3-{1H-indol-3-yl)propyl)-4-benzy-4H-1,2 4-triazol-3~
yI}2-(1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide,

5 compound 10 (R)-N-(1-{5-(3-(1H-indol-3-yl)propyl)-4-(3-methoxybenzyl)-4H-
1,2,4-triazol-3-yl}-2-{ 1H-indol-3-yl)ethyl}-2-amino-2-methylpropanamide,

Hz

5
X

FNH

compound 11 (R}-N-(1-(5-(3-(1H-indok-3-yl)propyl)-4-(naphthalen-1-yimethyl -4 H-
1.2,4-triazol-3-yl)-2-(1H-indol-3-yfJethyl)-2-amino-2-methyipropanamide,



compound
21(R)-N-(1-(5-(2-(1H-indol-3-ypethyl)-4-(3,5-dimethoxybenzyl)-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-ypethyl)-2-amino-2-methylpropanamide,

5 compound
22(R)-N-(1-(4-(4-methoxybenzy1)-5-(3-phenylpropyl)-4H-1,2,4-triazol-

3% 0)200(Akbarsdol-3-y1)ethy9-2-amino-2-methylpropanamidepcagipp@ngross
23(R)-N-(1-(5-(3-(1H-indol-3-yl)propy1)-4-(4-methoxybenzy1)-4H-
1,2,4-triazo|-3-y1)-2-(1H-indol-3-ypeth3fl)2-%:amino-2-methylpropanamide,

- 24 - campound

24(R)- -(4-(®-(1H-indol-3-yl)ethyl)-5-(3-(1H-indol-3-yl)propy1)-4H-
1,2,4-t -3 -(1H-indol-3-yOethyl)-2-amino-2-methylpropanamide,
NH2 N tompesnd

- (1H4ndol-3-yljethyl)-4-(2-methoxy)benzyl)-4H-1,2,4-
11)-2 -indol-311)ethyl)-2-amino-2-methylpropanamide,

compotwd
26(R)-N-@1-14-(2-methoxybenzy1)-5-phenethyl4H-1,2 4-triazol-3-y1)-
2-(1H-in -ypethyl)-2-amino-2-methylpropanamide, - 25 -

compound 12 (R)y-N~(1-{5-(2-(1H-indol-3-yl)ethyl)-4-(4-methoxybenzyh)-4H-1,2,4-
triazol-3-yi}-2-(1H-indal-3-yl)ethyf)-2-amino-2-methylpropanamide,

NH,
T

N
5 1y
N\ N\_O/O\
= “NH

5 compound 13 (R)—N~(1-{4—(4-mefho'xybenzyi}-5-benzyl-4H~1,2.4—triazol-3-yi)—2—
{(1H-indol-3-yi)ethyl}-2-amino-2-meathylpropanamide,

o

-

compound 14 {R)-N-{1-(5-(3-( 1 H-inclol-3-y! )prupyi)-H4—bromabenzyl)—4H—1 2,4~
triazol-3-yi}-2-( 1 H-indoi-3-yl)ethyl)}-2-amino-2-methylpropanamide,



compound
27(R)-N-(2-(1H-indo1-3-y1)-1-(4-(naphthalen-1-ylmethyl)-5-phenethyl-
4H-1,2,4-triazol-3-ypethyl)-2-amino-2-methylpropanamide, 5 compound
28(R)-N-(1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(3,4-dichlorobenzyl)-4H- .
1,24-triazol-3-y1)-2-(1H-indol-3-ypethyl)-2-amino-2-methylpropanamide,
cOYRP8RTR30013 PCT/EP2006/007945
29(R)-N-(1-(5-(2-(1H-indol-3-yOethyI)_—%i(_4-fIuorobenzyl)-4H-1,2,4-
thazol-3-y1)-2-(1H-indo1-3-ypethyl)-2-amino-2-methylpropanamide, WO

2007/02@9Q13PCT/EP20061007945 - 26 - compound

BO(R)ﬁ-@- fluorobenzyl)-5-benzyl-4H-1,2,4-triazol-3-y1)-2-(1H-
indol- h}%nino-2-methylpropanamide, 5 compound
31(R)-N-(2+5-(2 -indo)-3-yOethyl)-4-(2,4-dimethoxybenzyl)-4H-

-(2-(1H-Indo1-3-yl)ethyl)-4-(2,4-dimethoxybenzyl)-4H-

1,2,4-trid%olf 3-y1)-2-(1H-indol-3-y)ethyl)piperidine-3-carboxamide, - 27 -

compound 15 (R)-N-(1-(5-(2-{1H-indol-3-yl)ethyl)-4-hexyl-4H-1,2,4-triazol-3-yl)-2-
{(1H-indol-3-yl)Jethyl}-2-amino-2-methylpropanamide,

NH;

e

‘Ne-w,
¥

5 compound 16 (R)—N~'{1—(5-(3—(1H—indoi~3-yi)propyl)—4-hexyl—4H—1.2,4—triazcl-3-yl)-
2-(1H-indol-3-yi)ethyl)-2-amino-2-methylpropanamide,

Sy

g"v

compound 17 (R)-N-(1-{(4,5-bis(2-(1H-indol-3-yl)ethyl}-4H-1,2, 4-triazol-3-yl)-2-
(1H-indol-3-yl)ethyl)-2-amino-2-methyipropanamide,

F



compound
33(R)-N-(1-(4-(4-methylbenzyl1)-5-(3-phenylpropyl1)-4H-1,2,4-tnazol-3-
y1)-2-(1H-indol-3-y9ethyl)-2-amino-2-methylpropanamide, 5 compound
34(R)-N-(1-(5-(2-(1H-indo1-3-yDethyl)-4-(4-methylbenzyl)-4H-1,2,4-
triazol-3-y1)-2-0H-indo1-3-yflethyl)-2-amino-2-methylpropanamide,
conepmarnekoo3 PCT/EP2006/007948
36(R)-N-(1-(5-(2-(1H-indo1-3-yOethyl)-4-(2,4-dimethoxybenzyl)-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-ypethylygiperidine-2-carboxamide, - 28 -

methylbenzy1)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2- (1
* 2-amino-2-methylpropanamide, 5 compound

@ -4-(pyrid in-2-ylmethyl)-4H-1,2,4-triazol-3-y1)-2- ( 1
=2-am i no-2-methylpropanamide, - 29 - compound

compound 18 (S}-N-(1-(5-(2-(1H-indol-3-yl)ethyl}-4-(2,4-dimethoxybenzyl)- 4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-yl}ethyl)-2-amino-2-methyipropanamide,

+
H
NH |
}L_
& ?&
4
H

5 compound 19 {Ry-N-(1-{4-(3-methoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-
2-{1H-indol-3-yl)ethyi)-2-amino-2-methylpropanamide,

fz
| O H %
Nt
-
o—

compound 20 {R)-N-{1-{4-(4-methoxybenzyl)-5-phenethyl-4H-1,2 4-iriazol-3-v1)-
2-(1H-indol-3-yl)ethyl)-2-amino-2-methyipropanamide,



triazol-3-y1)-2-(1H-indol-3-ypethyl)-4-hydroxypyrrolidine-2-c,arboxamide,
5 compound
41(S)-N-((R)-1-(4(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-
0)-2-(1H-indol-3-ypethyl)piperidine-3-carboxamide, compound
42(R)-N-OR)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-112,4-triazol-3-
yWR2z@ MM 1-3-ypethyl)piperidine-3-carboxamide, - 30 - PCarBpPmanoh7945
43(R)-N-(1-(444-ethylbenzyl)-5-phene_t5§/!-4H-l,2,4-triazo|-3-y1)—2-
OH-indol-3-yOethyl)-2-amino-2-methylpropanamide, 5 compound
44(R)-Nxd-(4-(4-methoxybenzy1)-5-phenethyl4H-1,2,4-triazol-3-y1)-
2-(1H-mgel-3-y1hethyl)piperidine-4-carboxamide, compound

45(R)- 1;,.(ncIo1-3-yl)ethyl)-4-(4-methoxybenzyl)-4H-l,2,4-

triazol-3-y 1) tlo1-3-yflethy4)piperidine-4-carboxamide, -31 -

compgunio o
46(S)-M -a-methoxybenzyl)-S-phenethyl-4H-1,2,4-triazo|-3-
y1)-2-(3H-indol-3-y1)ethyppyrrolidine-2-carboxamide,

compound 21 {R)-N-(1-{5-(2-( 1H-indal-3-yl)ethy!}-4-(3,5-dimethoxybenzyl)-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-yl Jethyl)-2-amino-2-methylpropanamide,

5 compound 22 (R)-N-{1-{4-{4-methoxybenzy!}-5-(3-phenylpropyl}-4H-1,2 4-triazol-
3-y1)-2-( 1 H-indol-3-yl}ethyl)-2-amino-2-methylpropanamide,

\_Q,o\

compound 23 {R)-N-{1-{5-(3-(1H-indol-3-yl)propyi}-4-(4-methoxybenzyl)-4H-
1,2,4-triazol-3-yt)-2-(1 H-indol-3-yt)ethyl)-2-amino-2-methylpropanamide,



5 compound
47(R)-N-((R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,24-triazol-3-
y1)-2-(1H-indol-3-y1)ethyl)pyrrolidine-2-carboxamide, compound
48(S)-N-((R)-1-(4-(4-methoxybenzy1)-5-phenethyl-4H-1,2,4-triazol-3-
y1)-2-(1H-indol-3-y1)ethyl)piperidine-2-carboxamide, - 32 - compound
498 pdd7akth s (4(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-trig2eled006/00 7945
y1)-2-(1H-indol-3-y1)ethyl)piperidine-2-carboxamide, 5 compound
50(R)-N-(1-(4-(4-methoxybenzy1)-5-phedfethyl-41-1-1,2,4-triazol-311)-
2-(1 H-indo1-311)ethyl)-2-arninoacetamide, compound
ethoxybenzy1)-5-phenethyl-4H-1,2,4-triazol-3-y1)-
[)-2-(pyridin-2-y1)acetamide, - 33 - compound
oxybenzy1)-5-phenethyl1-4H-1,2 4-triazol-3-0)-

[-3- yI)-2-(pyridin-4-y1)acetamide,
‘< §"K

o NH

compound 24 {Ry-N-(1-{4-(2-(1H-indol-3-yhethyl}-5-(3-(1 M—Endoi—3—yl)‘prop),'i)-m‘-:L
1,2, 4-triazol-3-yi}-2-( 1 H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide,

NH;
H
N

b

N\
4 > ‘ |
HN
R
N

M

5 compound 25 (R)-N-(1-(5-(2-(1 H-indol-3-yl)ethyl)-4-(2-methoxy)benzyi)-4H-1,2,4-
triazol-3-yl)-2-{ 1H-indol-3-y!Jethyl}-2-amino-2-methylpropanamide,

fz
X “f%
N ™
NN
FNH

compound 26 {R)-N-{1-(4-(2-methoxybenzyl}-5-phenethyl-4+-1,2,4-triazol-3-y!)-
2-{(1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide,



5 compound
53(R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-
2-(1H-indol-3-yhethyl)cyclohexanecarboxamide, compound
64(R)-N-(1-(5-(2-(1H-indo1-3-yOethyl)-4-benzyl-4H-1,2,4-triazol-3-y1)-
2-(1H-indol-3-y1)ethyl)piperidine-4-carboxamide, - 34- compound
SHRAWNQAEL (2-(1H-Indol-3-yljethyl)-4-benzyl-4H-1,2,4-triaP ORER2E)6/007945
2-(1H-indol-3-yOethyl)piperidine-3-carbgxamide, 5 compound
56(R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-

2-(1H-inglgl-3-ypethyl)-3-arninopropanamide, , compound
57(8)%@ 1-¢@-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-
y1)-2 ci%hyl)-z-aminopropanamide, - 35 - compound
$8(R)-N- (Puede(4- oxybenzy1)-5-phenethyl-4H-1,2,4-triazol-3-y1)-

2-(1Hndpl-3 thyl)-2-(pyridin-3-yl)acetamide, 5 compound
$9(R)-N-(1= ethoxyoenzy1)-5-phenethyl-4H-1,2,4-triazol-3-y1)-

compound 27 (R)-N-(2-{1H-indol-3-y)-1-(4-(naphthalen-1-yimethyl)-5-phenethyl-
4H-1,2,4-friazol-3-yl)ethyl}-2-amino-2-methylpropanamide,

“%»b

5 compound 28 (R)-N-{1-(5-(2-(1H-indol-3-yhethyl)-4-(3,4-dichlorobenzyl -4 H-
1,2,4-triazol-3-yl}-2-( 1 H-indol-3-yl)ethyl}-2-amino-2-methylpropanamids,

Fﬂz
@ )&3
N N¥Q’Ci
Cl
7 NH

compound 29 (RyN-{1-(52-(1H-indol-3-yl)ethyl)-4-(4-fluorobenzyl)-4H-1,2,4-
triazol-3-yl)-2-( 1 H-indol-3-yl)ethyl)-2-amino-2-methyipropanamide,



241H-indol-3-yOethyl)-3-(pyridin-3-Apropanamide, compound
60(R)-N-(1-(5-(2-(1H-indol-3-yl)ethyl)-4benzyl-4H-1,2,4-triazol-3-y1)-
2-(1H-indol-3-0thyl)-2-(pyridin-211)acetamide, - 36 - compound
61(R)-N-(1-(5-(2-(1 H-indo1-3-y9ethyl)-4-(2,4-dimethoxybenzyl)-4H- 1
,2,4-triazol-3-y1)-2-(1H-indol-3-y)ethyl)-2-(pyridin-2-yOacetamide, 5
COVIOOULIAIL0013 PCT/EP2006/007945
62(R)-N-(1-(4-(2,4-dimethoxybenzyl)-5-phenethy1-4H-1,2,4-triazol-3-
y1)-2-(1H4ndol-3-ypethyl)piperidine-4-t Poxamide, compound
63(R)-N;{(R)-1-(4-(2,4-dimethoxybenzy1)-5-phenethyl-4H-1,2,4-

triazol= )-2-(1Kl-indol-3-y1)ethyl)piperidine-2-carboxamide, - 37 -
compo H

64(R)-N-(15(4- ,thoxybenzyl)-5-phenethy1-4H-1,2,4-triazo|—3-
y1)-2-(IF¥indol=3-ypethyDpicolinamide, 5 compound

‘ @ imethoxybenzyl)-5-phenethyl14H-1,2,4-triazol-3-
y1)-2-04-indol-3-yljethylysonicotinamide,

compound 30 (R)-N<(1-(4-(4-fluorobenzyl)-5-benzyl-4H-1,2 4-triazok-3-yl)-2-(1H-
indol-3-ylathyi)-2-amino-2-methylpropanamids, '

ity

NH y)
Wy,
N QF

5 compound 31 {R)-N-(1-(5-(2-(1H-indal-3-yl)ethyl)-4-(2,4-dimethoxybenzyl)-4H-
1,2,4-riazol-3-yi}-2-( 1 H-indol-3-ylethylipiperidine-4-carboxamide,

compound 32 {(Ry-N-(1-{5-(2-(1H-Indol-3-yl)ethyl}-4-(2 4-dimethoxybenzy|}-4H-
1,2,4-triazol-3-yl)-2-(1H-indoi-3-yl jethyi)piperidine-3-carboxamide,



compound
66(R)-N-(1-(4-(2A-dimethoxybenzyl)-5-phenethyl1-4H-1,2,4-triazol-3-
y1)-2-0H-indol-3-yuethyppyrazine-2-carboxamide, - 38 - compound
67(R)-N-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-
y1)-2-(1H-indol-3-y1)ethyl)piperazine-2-carboxamide, 5 compound
68SIORAARIL - (4-(2,4dimethoxybenzyl)-5-phenethyl-4H-1, PET/EP2006/087945
- triazol-3-y0-2-(1H-indo1-3-y1)ethy9pyrrelidine-2-carboxamide, compound
69(R)- N -(1-(5-(2-(1H-indol-3-yl)ethyl)-4- 24- -dimethoxybenzyl)-4H-
1,2,4-tpiagol-3-y1)-2-(1H-indo1-3-y1)ethy0-2-aminoacetamide, - 39 -

R)-%(8=(2-(1H-indo1-3-yeethyl)-4-(24-dimethoxybenzyl)
4H-1,2.4-thaz0 @ -2-(1R-indol-3-yOethApyrrolidine-2-carboxamide, 5

71(R)-NI-(1*= -(i.H-indol-3-ypethyl)-4-(2,4-dimethoxybenzyl)-4H-
3 )-2-(1H-indol-3-y1)ethyOpyrazine-2-carboxamide,

compound 33 (Ry-N-(1-{4-(4-methylbenzyl}-5-(3-phenylpropyl)-4H-1,2,4-triazol-3-
yi}-2-{(1 H-indol-3-yl)athyl}-2-amino-2-methylpropanamida,

5 compound 34 (R}-N-ﬁ-(5~(2—(‘EH—indol-3~yl)ethy!)-4—(4_—methy!benzyl)4H—1,2,4—
triazol-3-yi)-2-(1H-indol-3-ylJethyl}-2-amino-2-methylpropanamide,

B

compound 36 {R)y-N4{1-(5-(2-{1H-indol-3-ylethyl)-4-(2,4-dimethoxybenzyl)-4+-
~ 1,2,4-triazol-3-yl}-2-{1 H-indol-3-y))ethyl)piperidine-2-carboxamide,



compound
72(R)-N-1-(5-(2-(1H-indol-3-ypethyl)-4-(2,4-dimethoxybenzy1)-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-yflethApiperazine-Z-carboxamide, - 40-
compound
73(R)-N-(1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(2,4-dimethoxybenzyl)-4H-

1 @@ znarnledsyl)-2-(1H-indol-3-ypethyl)picolinamide, / \ -N N bRos/007945
compound
74(R)-1-(5-(2-(1H-ind01-3-yl)ethyl)-4-(2,%P-dimethoxybenzyl)-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-yl)ethanamine, compound
(4-(2,4dimethoxybenzy1)-5-phenethyl-4H-1,2,4-triazol-3-
y1)-2-(1Ki-indol-8-y1)ethyl)-2-aminoacetamide, - 41 - compound
hoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-
yl)pyrazine-2-carboxamide, 5 compound
fifsthoxybenzy1)-5-phenethyl-4H-1,2,4-triazo1-3-y1)-

compound 37 (R)—N—(1-(4~(4-methylbenzy£)~5~phenathyl-4H—1,2,4—triazol-3-yi)-2—
{1H-indol-3-yt)ethyl)-2-amino-2-methylpropanamide,

HoN

O
HN

O
o

5 compound 38 (R)-N-(1-(5-(2-(1H-indol-3-yl)ethyl)-4-(2,4-dimethoxybenzyl}-4H-
1,2,4-triazol-3-yl)-2-(1 H-indol-3-yl)ethyh)-2-aminchenzamide,

N

N-N
()
N

e

compound 39 {R)-N-{1-(5-benzyl-4-(pyridin-2-yimethyl)-4H-1,2, 4-triazo}-3-yi}-2-
(1H-indol-3-yl)ethyl)-2-aminc-2-methylpropanamids,



2-(1H-indol-3-y1)ethyl)isonicotinamide, compound
78(R)-N-1-(4-(4-methoxybenzy1)-5-phenethy1-4H-1,2,4-triazol-3-y1)-2-
(1H-Indol-3-yhethyl)piperazine-2-carboxamide, - 42 - compound
79(R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyk4H-1,2,4-triazol-3-y1)- 241
H-indo1-3-ypethyppicolinamide, 5 compound

SH RIS (2-(1H-indo1-3-ypethyl)-4-(4-methoxybenzy|) BCIHEPLRG AN 7945
triazol-3-y1)-2-(1H-indol-3-ypethyl)picoljpamide, compound
81(R)-N-1-(5-(2-(1H-indo1-311)ethyl)-45(4-methoxybe nzy1)-4H-1 ,24-.
triazol-3yl )-2-(1H-indol-3-ypethyl)piperazine-2-carboxamide, - 43 -
compo H

82(R)- 4(4-epybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-
(1/14ngol-3-yd)e 2-(pyridin-2-ypacetamide, 5 compound
83(R)xN-(144 thythenzy1)-5-phenethyl-4H-112,4-triazol-3-y1)-2-
(1H-in ?ﬁy&gpriperidine-4-carboxamide,

compound 40 {28,4R)-N-{(R}-14{4-(4-methoxybenzyl)-5-phenethyi-4H-1,2,4-
triazol-3-yl}-2-( 1H-indol-3-ylJethyl)-4-hydroxypyrrolidine-2-carboxamide,

HO’-<: i
S

5 compound 41 (SFN-{(R)y-1-{(4-(4-methoxybenzyi}-5-phenethyl-4H-1,2,4-riazol-3-
yl)-2-(1H-indol-3-yl)ethyi)piperidine-3-carboxamide,

( M n
HiN— N

NH !

Ny N
5 0
\

compound 42 (R)-N-((R)-1«(4«-(4-meth0xybenzy!)-5-phenethyi~4H-1.2.4—tr§azol-3~
yi)-2-(1H-indol-3-yhethyi)piperidine-3-carhoxamide,



compound
84(R)-N-1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-(1 H-
indol1-311)ethyl)piperazine-2-carboxamide, - 44 - /Th FINNH

compound
85(R)-N-0-(4-(4-ethythenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-
(Wwbingoleryik)ethyl)pyrazine-2-carboxamide, 5 compound per/ppaeosonToss
86(R)-N-(1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(2,4-dimethoxybenzyl)-411-
1,2,4-triazol-3-y1)-2-(1H-indol-3-yOethy§%2-cis-aminocyclohexanecarboxa
mide, pound

87(8)-HN-( -(5-f2-(1H-indo1-3-y1)ethyl)-4-(4methoxybenzyl)-4H-

1,2,4-triazol-88y1)- H-indol-3-ypethyl)piperidine-3-carboxamide, - 45 -
compoun@-88(K)- )-1-(5-(2-0

H-indol- -4-(4-methoxybenzy1)-4H- ,2

4-triazo fndol-3-y1)ethyl)piperld in e-2-carboxamide, 5

compound 43 (R)-N-{1-(4-(4-ethylbenzyl}-5-phenethyl-4H-1,2 4-triazol-3-yi}-2-
{1H-indol-3-yNethyl )-2—aminoéz-methyipropanamide,

HaN H
N
D
JN.-" .”'

N\N

5 compound 44 {R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-dH-1,2 4-triazal-3-yi}-
2-1H-indol-3-yljethy!)piperidine-4-carboxamide,

H
N
(\; .
N
i
.N-r8
=
0
\

NN

compound 45 {R)-N-{1-(5-(2-(1H-indoi-3-yl)ethyl)-4-(4-methoxybenzyl }-4H-1,2,4-
triazol-3-y)-2-(1H-indol-3-yl)ethyl)piperidine-4-carboxamide,



,2,4-triazol-3-y1)-2-(111-indol-3-ypethApyrrolidine-2-carboxamide,
compound
90(R)-N-((R)-1-(5-(2-(1H-indo1-3-ynethyl)-4-(4-methoxybenzyl)-4H- 1
,2,4-triazol-3-y1)-2-(1H-indo1-3-ypethyOpyrrol id ine-2-carboxam ide, - 46
- compound

O RIoRF/20¢53(2-(1H-indo1-3-ypethyl)-4-(4-methozybenzyl) #i47p2dbs/007945
triazol-3-y1)-2-(1H-indol-3-yflethyl)-2- (pqudm -2-yOacetamide, 5
compound
92(R)-N-(1#(5-(2-(1H-indo1-3-yOethyl)-4-(4brotrobenzyl)-4H-1,2,4-
triazol-3- % -(1H-indol-3-ypetyl)-2-amIno-2-methylpropanamide,
compounvgg

93(R)-N-(1o dol-3-yl)ethyl)-4-(4-methozybenzyl)-4H-1,2,4-
triazol-3- ym; p en hyl)-2-amino-2-methylpropanamide, - 47-
compounds

94(R)-N- (1c§ y1)-1-(5-phenethy1-4-(thiophen-2-ylmethyl)-
4H-1, 2 triazol-3-y1)ethyDpiperidine-4-carboxamide, HN N_N HN

compound 4§ '(S)-N—({RM-(4-(4—methoxybenzy!)«S-phenethyi—4H—1,2,4-tra’azof—3-
yl)-2-{1H-indol-3-yl)ethyl)pyrrolidine-2-carboxamide,

D
N\H

\

O

5 compound 47 (R)-N4{{R)-1-{4-(4-methoxybenzyl}-5-phenethyl-4+-1,2,4-triazol-3-
y1)-2(1H-indol-3-yl)ethyl)pyrrolidine-2-carboxamide,

o
)
\—Q-

compound 48 (8)-N-({R)-1-{4-{4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-
yl)-2-(1H-indol-3-yi)ethyl)piperidine-2-carboxamide,



HN 5 compound
95(R)-N-(1-(4-(2-(1H-indol-3-yljethyl)-4H-1,2,4-triazol-3-y1)-2-(1H-
indol-3-14)ethyl)-2-amino-2-methylpropanamide, compound
96(R)-N-(1-(54(1H-indo1-3-yOmethyl)-4-methyl-4H-1,2,4-triazol-3-y1)-
2-(1H-indol-3-yOethyl)-2-amino-2-methylpropanamide, - 48- compound
OWBRON 4204 (2-(1H-indol-3-ypethyl)-4-methyl-4H-1,2 4-thazok@neb)e/007945
2-(1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide, 5 compound
98(R)-N-(1-(5-((1H-indo1-3-y9methyl)-4¥-1,2,4-thazol-3-y1)-2-(1 H-
indol1-3- yl)-2-amino-2-methylp ropanami de , compound

99(R)- N@b (11-1-indo14-Amethyl)-4-(2,4- dlmethoxybenzyl) -41-1-

1,2,4-triazd|%3-y1)-0H-indol-3- -yljethyl)-2-amino-2-methylpropanamide, -
49 - confpo
100(R)- Nb( 1442 ethoxybenzy1)-5-methyl-4H-1,2,4-thazol-3-14)-

2-(1H- ind J??{-yp%yl) -2-amino-2-methylpropanamide,

compound 49 {R»-N-((R)-1-(4-(4-methoxybenzy})- 5—phenethyl~4H—1 2,4-triazol-3-
yi)-2-(1 H-indol-3-yl)ethyl)piperidine-2-carboxamids,

5 compound 50 (R)}-N-(1-{4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-yi)-
2 1H-indol-3-yi)ethyl)-2-aminoacetamide,

HaN H
l N
NH a

0

compound 51 (R)—N-(1-(4-(4~me£hoxybenzyi) 5-phenethyl-d4H4-1,2 4-triazol-3-yi)-
2-(1H-indol-3-yl)ethyl}-2-(pyridin-2-yl)acetamide,



5 compound
101(R)-N41-(54(1H-indo1-3-yOmethyl)-4-(4-methoxybenzy1)-4H-1,2,4-
thazol-3-y1)-2-(1H-indol-3-yOethyl)-2-amino-2-methylpropanamide,
compound 102(R)- N-(1 -(4-(2 ,4-dimethoxybenzy1)-5-benzyl-4H -1,
2,4-triazol-3-y1)- 2-(1H-indo1-3-yl)ethyl)-2-amino-2-methylpropanamide, -
580 ¥8rBMEhd 103(R)-N-(1-(5-(3-(1 PCT/EP2006/007945
H-indo1-3-Apropyl)-4-(2,4-dimethoxybenzyl)-4H-
1,2,4-triazo|-3-y1)-2-(1H-indol-3-ypeth§/B§2-amino-2-methylpropanamide,

(64(1H-indo1-3-yl)methyl)-4-phenethyl-4H-1,2,4-tilazoi-3-
yl)-2-(1H-'ndoI-SﬁyDethyI)-2-amino-2-methylpropanamide, compound
105(R)- Nb-lhenzyl-4-phenethyl-4H-1,2,4-triazol-3-y0-2-(1H-indol-3-
yl)ethyl)-2xgmirio-X-mpethylpropanamide, -51 - compound

106(R)-Ns(&-(5-henzyl-4-(2,2-diphenylethyl)-4/1-1,2,4-triazol-3-y1)-2-
(1H-indp}43- &2-amino-2-methylpropanamide, 5 compound
107( -(1-(5-(2-(1H-indo1-3-ypethyl)-4-(2,2-diphenylethyl)-4H-1,24-
compound 52 (R)-N-(1-{4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-yi)-
2-(1H-indol-3-yhethy!}-2-(pyridin-4-yi)acatamids,
7N

H
N
O7NH |l

'l
5

5 compound 53 (R}FN-(1{4-(4-methoxybenzyl)-5-phenethyi-4H-1,2,4-triazol-3-yl)-
2-{1H-indol-3-yl)ethyl)cyciohexanecarboxamide,

9
o NH §

.NN
h<>—D
\

compound 54 (F?)—N-(T-(S—(Z-ﬁ H-indol-3-yljethyl)-4-benzyl-4H-1,2,4-triazol-3-yl)-
2-(1H-indol-3-yl)ethyi)piperidine-4-carboxamide,



triazol-3-y1)-2-(1H-indol-3-yOethyl)-2-amino-2-methylpropanamide,
compound
108(R)-N-(1-(4-(3,5-dimethoxybenzyl)-5-benzyl1-4H-1,2,4-triazol-3-y1)-
2-(1H-indol-3-ypethyl)-2-amino-2-methylpropanamide, - 52 - compound
109(R)-N-(1-(4,5-dibenzyl1-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-yOethyl)-
2vedrisio/zanathylpropanamide, 5 compound PCT/EP2006/007945
110(R)-N-(1-(5-benzyl1-4-hexyl-4H-112,4-thazol-3-y1)-2-(1H-indol-3-
y1l)ethyl)-2-amino-2-methyipmpanamid¢,” compound
111(R)-N-(1-(4-(2-(1H-indo1-3-yl)ethyl)-5-benzyl-4H-1,2,4-triazol-3-y1)-
2-(1H-indo=8-y)ethyl)-2-amino-2-methylpropanamide, - 53 - compound
112(S)-N*&-(4-(Z4-dimethoxybenzyl)-5-benzyt-4H-1,2,4-triazol-3-y1)-
2-(1H-inda Nye thyd)-2-amino-2-methylpropanamide, NH2 NH | 5
compoundv_

113(R)- -NY t(_@ dimethoxybenzy1)-5-phenethy1-4j1,2,4-biazol-3-

=2

HN

compound 55 (R)-N-(1-(6~(2-(1H-indol-3-yhethyl)-4-benzyl-4H-1,2 4-triazol-3-yl)-
2-{1H-indol-3-yi)ethyl)piperiding-3-carboxamide,

5 compound 56 {R}-N-(1-{4-(4-methoxybenzyl}-5-phenethyl-4H-1,2 4-triazoi-3-yi)-
2-(1H-indol-3-yl)ethyl)-3-aminopropanamide,

Hz@
NH

_compound 57 (S} N-{{R)-1-{4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-iriazol-3-
Wir2-{1H-indol-3-yhethyl)-2-aminopropanamide,



y)-2-(IH-indol-3-yOethyl)-2-amino-2-methylpropanamide, compound
114(R)-N-(1-(4-(4-bromobenzy1)-5-benzyl-4/-1-1,2,4-triazol-3-y0-2-(1H-
indol-311)ethyl)-2-amino-2-rnethylpropanamide, - 54 - compound
115(R)-N-(1-(4-(2-methoxybenzyl)-5-benzyl-4H-1,2,4-Mazol-3-y1)-2-
(1H-indol-3-yOethyl)-2-amino-2-methylpropanamide, 5 compound

1Y K H%(ﬁ -(2,4-dimethoxybenzy1)-5-phenethyl-4/-1-1, 24 RER 607945
y1)-2-(1H-indol-3-yuethyl)-2-amino-2-mejhylpropanamide, compound
117(R)-N-(1-(4,5-diphenethy1-4H-1,2,4-Mazol-3-y1)-2-(1H-indol-3-

y)ethyl)-2-gfino-2- methylpropanamlde - 55 - compound

118(R)- g -dichlorobenzyl)-5-benzy1-4H-1,2,4-triazol-3-y1)-2-
(1H-indol %mmo -2-methylpropana mide, 5 compound -
119(R)- < 2 1H-#do1-3-ypethyl)-4-(2,4-dimethoxybenzyl)-4H-1 ,2,4-
triazol- 3- -|ndoI 3-yl)ethanamine,

compound 58 (R)—N-(?~(4—(4—mathoxybenzyl)»5-phenethyt-4H—1,2,4—tﬂ'azol-3-yl)—
2-(1H-indol-3-yl)ethyl }-2-(pyridin-3-yljacetamids,

7 Yy

H

N
oFkat
N\

N

O
\

5 compound 59 (R)-N{1-(4-(4-methoxybenzyl}-5-phenethyl-4H-1,2, 4-triazol-3-yl)-
2-( 1H-indol-3-yl)athyi)-3-(pyridin-3-yl}propanamide,

Ty
N ™
N'\H

=

|

G
\

compound &0 (R)—N-(‘i-(5-(2—(1H-Endo£~3-yi)ethyl)-d»-benzyMH-1 2,4-trigzol-3-yl)-
2-(1H-indol-3-yi)ethyl)-2-(pyridin-2-yl Yacetamide,



compound 120(R)-N-(1-(4-(4-methoxybenzyl)-5-benzy1-4H-1
,2,4-triazol-3-y1)-2- phenylethyl)-2-amino-2-methylpropanamide, - 56 -
compound
121(R)-N-(1-(4-(4-fluorobenzyl)-5-phenethyl-414-1,2,4-thazol-3-y1)-2-
(1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide, 5 compound

1 2PPRYON0ee0{a-(3,4-dichlorobenzyl)-5-phenethyl-4H- 1,2, 4-trecok@¥007945
2-(1H-indol-3-0)ethyl)-2-amino-2-meth¥IQggpanamide, compound
124(R)-N-(1-(4-(4-methylbenzyl)-5-benzyl-4H-1,2,4-triazol-3-y1)-2-(1H-
indol-3-yDethyh-2-amino-2-methylpropanamide, - 57 - compound
12$(S)-N-(144;(4-methoxybenzy1)-5-(3-phenylpropyl)-4H-1,2,4-thazol-
3-y1)-2-(1H4ndol-3-@ethyl)-2-amino-2-methylpropanamide, 5 compound
126(S)-N-(d4(an- xybenzyl)-5-benzyl-4H-1,2,4-triazol-3-y1)-2-
(1H-indol-3nwmethyl)- ino-2-methylpropanamide, 4,110LNH

N\N

el

HN
compound 61 (R)»-N~(1-(5+(2-(1H-indol-3-yi)ethyl)-4-(2,4-dimethoxybenzyl}-4H-
1,2,4-triazol-3-y1)-2-( 1 H-indol-3-y)ethyl)-2-(pyridin-2-ylJacetamide,
7N

=N

H

O
2N
; > O\.
-0

N

HN

§ compound 62 (R)-N-(1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-
yi)-2-(1H-indol-3-yi)ethyl)piperidine-4-carboxamide,

H
N
LB .
N
Q
8]
A

NN

o

compound 63 (R}-N-{(R)-1-(4-(2,4-cimethoxybenzy!)-5-phenethyl-4H-1,2,4-
triazol-3-yl}-2-( 1 H-indol-3-yl)ethyl)piperidine-2-carboxamide,



compound
128N-UM-1-(4-(4-nitrobenzyl)-5-phenethyl-4H-1,2,44iazol-3-y1)-2-
(1H-indol-311)ethyl)-2-amino-2-methylpropanamide, - 58 - compound
129(S)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl1-4H-1,2,4-triazol-3-y1)-2-
(1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide, 'NH 5 compound

136 B NP 44-methoxyphenethyl)-5-phenethyl-414-1, 2, PETERSNB007945
yl)-Z-OH-indol-3-yoethyl)-2-amino-Z-megpylpropanamide, compound
131(R)-N-(2-(1H-indo1-3-y1)-1-(5-phenethyl-4-(thiophen-2-yImethyl)-
4H-112,4-tqazol-3-yl)ethyl)-2-amino-2-methylpropanamide, - 59 -

compound NH -

132(R)-N-(R- iH i 01-3-0)-1-(5-phenethyl-4-(pyridin-2-ylmethyl)-4H-
1,2.4.-tria90I- - )-2-amino-2-methylpropanamide, 5 compound
133(R)-\N-(2-(1H-indig1-3-0)-1-(5-phenethyl-4-(pyridin-2-ylmethyl)-4H-

N

1,2,4-tria f"-y hyl)piperidine-3-carboxamide, compound
134(S)N-((R)-1 4°JethylbenzyI)-5-phenethyI-4H-1,2,4-triazo|-3-y1)-
o]
N

compound 64 (R)-N-(1-(4-(2,4-dimethoxybenzyl}-5-phenethyl-4H-1,2, 4-triazol-3-
yl)-2-(1H-indol-3-yl)ethylpicolinamide,

7 N
=N

H
N
D

F-4
—0O. i
/O

5 compound 65 (R)-N«{1-(4-(2 4-dimethoxybenzyl)-5-phenethyl-4+-1,2,4-triazol-3-
yi}-2-(1H-indol-3-ylethyllisonicotinamide,

7

H
N
s
\Y

compound 86 (R)}-N-(1-{4-(2 4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-friazol-3-
y)-2-{1H-indoi-3-yl)ethyl)pyrazine-2-carboxamide,



2-(1H-indol-311)ethyl)pyrrolicline-2-carboxamide, - 60- compound
135N-((R)-1-(444-ethylbenzyl)-5-phenethyl-41-1-1,2.4-triazol-3-y1)-2-
(1H-indol-3-ypethyl)-2-aminoacetamide, 5 compound
136N-((R)-1-(5-(2-(1N-indol-3-ypethy0-4-(4-methoxybenzy0-4H-1,2,4-
triazol-3-y0-2-(1H-indol-3-yflethy0-2-(pyridin-4-yOacetamide, compound
138F2M/M(R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2,4-twazalp3oydiha7o45
2-(1H-indol-3-y1)ethyOpipeddine-2-carboxamide, -61 - compound
138N-((R)-1-(4-(4-ethylbenzyl)-5- pherTe?ﬁ‘]yI 4H-112,4-thazol-3-y1)-2-
(1H-indol-3- 1)ethy|)p|collnam|de 5 compound

139N-((R)-&- (4 ethylbenzy1)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-
(1H-indol-3- thylgtz aminopyridine-3-carboxamide, compound

140(2,5)-M¢ Iz)1%)-Zethylbenzyl) -5-phenethyl-4H-1,2,4-triazol-3-y1)-
2-(1H- |nd0l- et -aminopropanamide,
\

compound 67 (R)-N-1-{4-(2,4-dimethoxybenzyi}-5-phenethyl-4H-1,2, 4-triazol-3-
vi}-2-(1H-indol-3-yilethyl)piperazine-2-carboxamide,

5 compound 68 (SIN-((R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-yi}-2-( 1 H-indol-3-yl)ethyl)pyrrolidine-2-carboxamide,

compound §9 (R)N~{1-(5-(2-(1H-indol-3-yi)ethyl}-4-(2,4-dimethoxybenzyl)-4H-
1,2,4-triazol-3-yl}-2-( 1 H-indoli-3-yl Jethyi)-2-aminoacetamide,



- 62 - compound
141N-((R)-1-(4-(4-ethylbenzyl)-5-phenethy1-4H-1,2,4-triazol-3-y1)-2-
(1H-Indol-3-yl)ethyl)isonlcotinamide, 5 compound
142N-((R)-2-(1H-indo1-310-1-(5-phenethyl-4-phenyl-41-1-1,2,4-triazol-
3-0)ethyppiperidine-4-carboxamide, compound

135138 IRIAR) -2-(1H-indo1-3-y1)-1-(5-phenethyl-4-pheny kK BEEER26/007945
triazol-3-ypethyl)pyrrolidine-2-carboxamjgle, WO 2007/020013 NN H N
~~compound 144N-((R)-2-(1

/-1-indo ) -1- (% phenethyl-4-phenyl-4H-1,2,4-triazol-

3- yI)ethy) [ p tamide, NH2

\-Q

HRN

compound 70 (8)-N-{{R)-1+{5-(2-{1H-indol-3-yi)ethyl}-4-(2, 4-dimethoxybenzyl)-
4H-1,2 4-triazol-3-yl)-2-{ 1H-indol-3-yl)ethyl)pyrrolidine-2-carboxamide,

H
N

[)~
LQ

N

5 compound 71 (R)y-N-(14(5-(2-(1H-indol-3-yl)ethyl}-4-(2,4-dimethoxybenzyl)-4H-
1,2,4-triazol-3-yl)-2-( 1 H-indol-3-ylJethyl)pyrazine-2-carboxamide,

compound 72 {Ry-N-1-< 5—(2—(1 H-indal-3-yhethyl)-4-(2,4-dimethoxybenzy! - 4H-
1,2,4-trazol-3-yl)-2-( 1 H-indol-3-yl}ethyl)piperazine-2-carboxamide,



H N N 5 compound
145N-((R)-2-(1H-indo1-3-y1)-1-(5-phenethyl-4-pheny14H-1,2 4-triazol-
3-yl)ethyl)-2-(pyridin-2-0)acetamide, compound
146N-((R)-2-(1H-indo1-3-s4)-1-(5-phenethyl-4-phenyl-4H-1,2,4-triazol-
3-yOethyl)picolinamide, - 64 - compound

15N (§R)2081(5-(2-(1H-indo1-3-ypethyl)-4-(4-ethylphenyl)-4Hpd@ed2006/007945
triazol-3-y1)-2-(1H-indol-3- yI)ethyI)plcotlnamlde 5 compound
148N-((R)-1-(5-(2-(1H-indo1-3-ypethyl)- =40 ¥(4-ethylphenyl)-4H-1,2,4-
triazol-3- y1)-g;§LH -indol-3-yflethyl)-2-(pyridin-2-y1)acetamide, compound
149N-((R)-1¢(5-§2-(1H-Indo1-3-ypethyl)-4-(4-ethylpheny1)-4H-1,2
triazol-3-y1)-g-MiH-indo1-3-ypethyl)-2-aminoacetamide, - 65 - compound
150(2S)-N-¢fR .- (b- H-Indo1-3-ypethyl)-4-(4-ethylphenyl1)-4H-

1,2,4- trlazo I%ndol 3-y1l)ethyl)pyrrolidine-2-carboxamide,

\

compound 73 (R)y-N~{1-{5-(2-(1 H-indol-3-yl)ethyl)-4-(2,4-dimethoxybenzyl)-4H-
1,2,4-triazoi-3-y1)-2-{ 1H-indol-3-yl)ethyl)picolinamide,

7N
=N
QNHi

H
N

5 compound 74 {Ry1-(5~(2-{1H-indo!-3-yl)ethyl}-4-(2,4-dimethoxybenzyl-4H-1,2,4-
triazol-3-yl}-2-(1H-indol-3-yl)ethanamine,

H

L0
\N@%
/NH

compound 75 (R¥N-(1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2, 4-triazol-3-
yi)-2-(1H-indol-3-yl)ethyl)-2-amincacetamide,



,N 5 compound
152N-((R)-1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(4-methoxybenzyl)-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-y1)ethyl)-2-aminoacetamide, compound
163N-((R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-yly
241H-indo1-3-yflethyl)-2-trans-aminocyclohexanecarboxamide, - 66 -
cErRpeiraees PCT/EP2006/007945
154N-((R)-1-(4-(4-ethylbenzy1)-5-phen 1ttlyl -4H-1,2,4-triazol-3-y1)-2-
(1H-indol-3-yOethyl)-2-(pyrldin- 311)acetam|de 5 compound
155(3Nc((R)-1-(A-(4-ethylbenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-

2-(1H-in -,yz%piperidine-s-carboxamide, NH o NH compound

Ibenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-
-3y)ethyl)-Z-aminabenzamide, - 67 - compound
157N-aR)F1X5- I—A-indol-3-yl)ethyl)-4-phenyl-4H-1,2,4-triazo|-3-y1)-
2-(1H-ifdol1-3- hyNpicolinamide,

compound 76 (R)-N{1-{4-{4-methoxybenzyl)-5-phenethyi-4H-1,2,4-triazol-3-yl}-
2-{1H-indol-3-yl)ethyl)pyrazine-2-carboxamide,

~
N “\Si'
H
N
O
“*2
igNes
5 compound 77 {R)-N-(1-(4-(4-methoxybenzyl}-5-phenethyl-4H-1,2,4-triazol-3-yl)-
2-{1H-indol-3-yhethyllisonicotinamide,

\_ s

R
NH
D

\

O

compound 78 {R)-N-1-(4-(4-methoxybenzyl)-5-phenathyl-4H-1,2,4-triazol-3-yl}-2-
{1H-Indol-3-yhethyl)piperazine-2-carboxamide,



5 compound
158N-((R)-1-(5-(2-(1H-indo1-3-yOethyl)-4-phenyl-4H-1,2,4-triazol-3-y1)-
2-(1H-indo1-3-4)ethyl)piperidine-4-carboxam ide, compound _
159N-((R)-2-(1H-indo1-3-y1)-1-(4-(2,4-dimethoxyphenyl)-5-phenethyl-
4H-1,2,4-triazol-3-yl)ethyl)picolinamide, - 68 - compound 160N-((R)-2-(
1M Gredonn2eesal)-1 -(4-(2,4-d m ethoxyp he nyl)-5-ph e n ethydeT/Epr2006/007945
4H-1,2,4-triazol-311)ethyl )-2-(pyridin-2-yl)acetamide, 5 compound
161N-((R)-2-(11-1-indo1-3-y1)-1-(4-(2,2%dimethoxyphenyl)-5-phenethyl-
41-1-1,2,4-triazol-3-yl)ethyppyrazine-2-carboxamide, compound
162N4(R)-2x{ 1H-indol-3-y1)-1-(4-(2,4-dimethoxyphenyl)-5-phenethyl-
41-1-1%riazol{?,-yOethyl)-z-aminoacetamidel - 69 - compound
163N-((Rg-2- H!I’—yﬁu@-&yl)-l-m-(z,4dimethoxyphenyl)-5-phenethy|-
4H-1,2,4-Mgz01-3-yBethy1)piperidine-4-carboxamide,

compound 78 {R)-N-(1-(4-{4-methoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yi)-
2-(1H-indol-3-yljathyl)picolinamide,

-
Y
H

D
Ny N
C O\

5 compound 80 (R)-N-(1-(5+2-(1H-indol-3-yl)ethyl}-4-(4-methoxybenzyi}-4H-1,2 4
triazol-3-yt)-2-(1H-indol-3-yl)ethyi)picolinamide,

compound 81 {R)-N-1-(5-(2-(1H-indol-3-yl)ethyi)-4-(4-methoxybenzyl)-4H-1,2 4
triazol-3-yl)-2-(1 H-indol-3-yi)ethyl)piperazine-2-carboxamide,



5 compound
164N-((R)-1-(5-benzyl-4-((pyridin-2-yOmethyl)-4H-1,2,4-triazol-3-y1)-2-
(1H-indol-3-Aethyl)picolinamide, compound
165N-((R)-1-(5-benzyl1-4-((pyridin-2-yOmethyl)-4H-1,2,4-tdazol-3-y1)-2-
(1H-indol-3-ypethyl)-2-amino-acetamide, - 70 - compound

1 BENEIRM 185 benzyl-4-((pyridin-2-yl)methyl)-41-1-1,2,4-thBEHEB2906/4B7945
(1H-indo|-3-0thy9piperidine-4-carboxamgj_e, 5 compound
167N-((R)-1-(5-benzyl-4-apyridin-4-yOmethy0-4H-1,24-thazol-3-y1)-2-
(1H-indo|-3-¥I etoO-Z-amino-2-methylpropanamide, compound
168A/4(R)-1-(5-(#methoxybenzyl)-4-phenethyl-4H-1,2,4-thazol-3-y1)-

2-(1H-indol-3-y thl_}/o- amino-2-methylpropanamide, - 71 - compound
169N-((R)-1-(5Qberz = yridin-4-yl)methyl)-4H-1,2 4-triazol-3-y1)-2-

(1H-ingq|-3-y yl)picotirfamide, 5 compound
170N <1-(5- @QE@;(Spyridin-4-y1)methyl)-4’H-1,2,4-triazo|-3-y1)-2-
! .
HN N

compound 82 (R)-N~{1-{4~(4-ethylbenzyl)-5-phenethyl-4H-1,2,4-triazol-3-yl)-2-
{1H-indol-3-yl)ethyi)-2-(pyridin-2-yl)Jacetamide, '

2y
P

H

N
O
. 'N_T‘)""
No N

5 compound 83 (R)-N-{1-(4-(4-ethylbenzyl)-5-phenethyl-4+-1,2,4-triazol-3-yl)-2-
{1H-indol-3-yl)ethyl)piparidine-4-carboxamide,

HN
% .
N

o
5 O

compound 84 (R)-N-1-{4-(4-sthylbenzyl)-5-phenethyl-4H-1,2,4-triazol-3-yi)-2-(1 H-
indol-3-yhethyl)piperazine-2-carboxamite,



(1 H-indo1-3-yl)ethy02-amino-acetamide, compound
171(R)-benzy1-3-(2-aminoisobutyramido)-3-(5-(2-(1H-indo1-3-ypethyl)-
4-(4-methoxybenzyl)-4H-1,2,4-triazol-3-y1)-propanoate, - 72 - compound
172N4(R)-1-(5-benzyl-4-((pyridin-3-yOmethyl)-4H-1,2,4-triazol-3-y1)-2-
(1H-indol-3-y1)ethyl)-2-amino-2-methylpropanamide, 5 compound
1PINERY29043-benzy1-5-phenethyl-4H- 1,2 4-triazol-3-y 1)-2 K¢ FEPmos:Br7945
yflethyl)-2-amino-2-methylpropanamide, compound
174N-((R)-2-(1H-ind01-3-y1)-1-(4-metﬁ)ﬁ45-phenethy1-4H-1,2,4-triazo|-
3-y1)ethyhpicolinamide, - 73 - compound

176N-(R)- -"(5 -(2-(1H-indo1-3-yOethyl)-4-phenyl-4H-1,2,4-triazol-3-y1)-
2-(1H-indo eethyl)-2-amino-2-methylpropanamide, 5 compound
176N- ((R)olﬁf}/ﬁir@oxybenzy') -5-phenethyl-4H-1,2,4-triazol-3-y1)-
2-(1H- md@ “yiethyibenzamide,

5\{%

compound 85 (R}-N-(1-(4-(4-ethyibenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-
(1H-indol-3-yljethyl)pyrazine-2-carboxamide,

éf@w

5 compound 38 (R}N-(1-(5<(2~(1H-indol-3-yl)ethyl)-4-(2, 4-dimethoxybenzyl)}-4H-
1,2,4-triazol-3-yl}-2-{1H-indol-3-ylJethyl}-2-cis-aminocyclohexanecarboxamide,

Q‘NHQ "
N
o ~NH

compound §7 {8)-N-({R)-1-(5~(2-(1H-indol-3-yl)ethyl)-4-(4-methoxybenzyi)-4H-
1,2,4-triazol-3-yl)-2-(1H-indol-3-yl)ethyt)piperidine-3-carboxamide,



compound
177(R)-1-(4-(2,4-dimethoxybenzy0-5-phenethyl-4H-1,2,4-triazol-3-y0-
2-(1H-indol-3-y1)-N-phenylmethanesulfonylamine, 10 - 74- compound
178(R)-1-(4-(2,4-dimethoxybenzy1)-5-phenethy1-4H-1,2 4-triazol-3-y1)-
2-(1H-indol-3-y1)-N-tosylethanamine, compound

179985184 (2, 4-dimethoxybenzy1)-5-phenethyl-4H-1,2 BCK{ERRG007945
5y1) -2-(1H-Indo1-3-y0Oethyl)-2-amino-2 methylpropanamide, compound
180N-14(R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-112 4-triazol-
3-y1)-2-(1H-i -3-yOethyl)ethane-1,2-diamine, 10 compound
181N-((R)- 1@@@@,2 Amethyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-

2-(1H-indol-3 sshﬁ f amino-2-methylpropanamide, - 75 -

L@

compound 88 (R)-Nu((R)J~(5—(2-(1H-indol-3~yl)et?xyl)-4-(4-methoxybenzy!)-4H—
1,2,4-triazol-3-yt)-2-( 1H-indol-3-yl)ethyl)piperidine-2-carboxamide,

NH o)
g H
G~ TNH

5 compound 89 {(S)-N-{(R)-1-(5-(2-(1H-indol-3-yhethyl}-4-(4-methoxybenzyl)}-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-yl)ethyl)pyrrolidine-2-carboxamide,

CNH(L} )

_N
D
,*‘L\-e""

Ny N

Q:/J \_Q‘o\
}
HN

compound 90 (R)-N-{(R)-1-(5-(2-(1H-indol-3-yl)ethyl}-4-(4-methoxybenzyi}-4H-
1,2,4-triazol-3-y1)-2-( 1 H-indol-3-yethyi)pyrrolidine-2-carboxamide,



compound
182N-((R)-1-(4-((furan-2-yOmethyl)-5-phenethyl-4H-1,2,4-thazol-3-y1)-
2-(1H-indol-3-ypethyl)picolinamide, 5 compound
183N-((R)-1-(4-((furan-2-yOmethyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-
2-(1H-indol-3-yl)ethy9piperidine-4-carboxamide, compound 184

N Rpariaegas methoxybenzyl)-5-phenethyl-4H-1,2,4triazol-Beyer2006/007945
2-(1H-indol-3-y1)ethyl)-tetrahydro-2H- pyran -4-carboxamide, - 76-
compound

186N-((R)-1- 1H-indo1-3-yl)methyl)-4-(3-methoxybenzyl)-4H-1,2,4-
triazol-3-0)-2; DtJndoL,B yflethyl)-2-amino-2-methylpropanamide, 5
compound 18

(23)-N-((R)-1- &A‘f[é@é\ wg’ybenzyl) -5-phenethy1-41+1,2,4-triazol-3-
y1)-2-(1H-ingpl- ethyl)-2-amino-3-phenylpropanamide, compound

187(R) 1-(5-(F 13- -yl)ethyl)-4-(2,4-dimethoxybenzyl)-4H-1,2,4-

@. - -(11 1 oI\3 -y1)-N-tosylethanamine, - 77 - compound

R)-1-(4-(2,4dimethoxybenzyl)-5-phenethyl-4H-1 ,2,4-triazol-3-
y1)-2-(1H-Indol-3-y1)ethyl)-4-azidobenzamide,

compound 91 (Ry-N-1-{5-(2-(1H-indol-3-yl)ethy)-4-(4-methoxybenzyi-4H-1,2,4-
triazol-3-yl)-2-(1H-indol-3-yhethyl)-2-(pyridin-2-yl)Jacetamids,

N
O)
e,
QNH

N
N

M
5 compound 92 {R)-N~1-(5~(2-(1H-indol-3-yl)ethyl}-4-(4-bromobenzyl}-4H-1,2 4-
triazol-3-yl}-2-(1H-indol-3-yi)ethyl)-2-amino-2-methylpropanamide,

I

%m

compound 93 {(RY-N-{1-(5-(2-(1H-indol-3-yl)ethyl)-4-(4-methoxybenzyl}-4H-1,2,4-
triazol-3-y1)-2-phenylethyl}-2-amino-2-methylpropanamide,

Z



5 compound 189
N-benzyl-(R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1
triazol-3-y1)-2-(1H-indol-3-yl)ethana mine, compound 190
(23)-N-aR)-1-(5-(2-(1H-Indol-3-y1)ethy1)-4-(4.methoxybenzyl)-4H-
1,2,4-triazo1-3-y1)-2-(1H-indo1-3-ypethyl)-2,5-dihydro-1H-pyrrole-2-carbo
x2RitIE7/02883.  For the avoidance of doubt, if chemical nHGEERII6/067945
chemical structure of the above iIIustre_ltgj“ compounds do not correspond
by mistake, the chemical structure is 5 regarded to unambigously define
the co und. In a preferred embodiment these compounds can be
used %ze mgaufacture of a medicament for the treatment or prophylaxis
of phygtotegic d/or pathophysiological conditions in mammals that are
mediazei%kyy S receptors. 10 In a further preferred embodiment all
triazok \rmﬁzde\as illustrated herein, i.e. generically (by above formula
(D ang’differe radicals) and explicitly, in the following referred to as the

comp of the (present) invention, can be used for the manufacture of
a medi ent for the treatment or prophylaxis of physiological and/or
patho- hysiological conditions in mammals that are mediated by OHS

receptors and where the treatment is achieved by modulation of OHS

receRifound ¥&t an@iew(ggiﬁﬂ&@aﬁmnqeisﬂEMI-&@ﬁg%%ng&nﬁ;-

invention nta ists of OHS receptors. 20More p
antagon?g?gr%ﬁéﬁ%ﬂ%&@%F(ng'%\%d'es’rﬁﬁﬂﬁmggIected from the group
consisting of: compound 1, 3, 12, 13, 14, 18, 20, 22, 23, 33, 36, 37, 38,
41, 48N47)48, 49, SO, 51, 52, 53, 57, 58, 59, ‘

5 compound 95 (R¥N-{1-{4-(24{1H-indo)-3-yhethyl}-4H-1,2 4-triazok-3-yi)}-2-( 1H-
indol-3-yl}ethyl)-2-amino-2-methylpropanamide,

compound 9§ (Ry-N-{1-{5-((1H-indoi-3-yl)methyl}-4-methyl-4H-1,2 4-triazol-3-yl)-
2-{1H-indol-3-yl}ethyl}-2-amino-2-methylpropanamide,



60, 61, 83, 64, 65, 66, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 79, 80, 82,

85, 86, 87, 88, 89, 90, 91, 93, 101, 102, 109, 114, 116, 119, 134, 135,

136, 137, 25 138, 139, 140, 145, 146, 147, 148, 150, 152, 153, 154, 156,

167, 159, 160, 161, 164, 171, 174, 178, 178, 179, 182, 184, 186, 188

and/or compound 190.
WO 2007/020013
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PCT/EP2006/007945
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S
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:-i/ iNH

compound 87 (RFN-1-{5-(2-(1H-indol-3-yl)ethyl)-4-methyl-4H-1,2, 4-triazol-3-yi)-
2-(1H-indol-3-yl)athyl)-2-amino-2-methylpropanamide,

jﬁz .

.

¢ ~NH

5 compound 98 {R)-N=(1-(5-((1H-indol-3-yl)methy!)-4H-1,2 4-triazol-3-yl)-2-( 1 H-
indol-3-yl)ethyl)-2-amino-2-methylpropanamide,

NH, '
T
\NH

ay

compound 99 {R)-N-(1-{5-{{1H-indol-3-yl)methyl}-4-(2,4-dimethoxybenzyl)-4H-
1,2,4-triazol-3-yl)-2-(1H-indol-3-yl)ethyl}-2-amino-2-methylpropanamide,



- 79 - Inyet a further preferred embodiment all compounds of the
invention are agonists of GHS receptors. More preferably, agonists of
GHS receptors are compounds selected from the 5 group consisting of:
compound 2, 4,5, 6, 7, 8,9, 10, 11, 15, 16, 17, 19, 21, 24, 25, 26, 27, 28,
29, 30, 31, 32, 34, 39, 40, 42, 43, 44, 45, 54, 55, 56, 62, 67, 78, 81, 83,
sWOFPIGRGE 99, 103, 104, 105, 106, 107, 108, 110, 111, PCHEPLMSAIBLS
121,122,124, 130, 131, 142, 155, 158, 163, 173, 175, 180, 181, 183, 185
and/or compound 187. 10 The terms ihdicated for explanation of the
above cgpounds of formula (I) always, unless Indicated otherwise In the
[ or In ghe claims, have the following meanings: The term

y m@aysthat the corresponding radical or group has one or 15
more subsji ere a radical has a plurality of substituents, and a

either ung 3 ituted or substituted by one or more substituents. 20 The
term "substituted by up to 3 substituents" means that the corresponding
radical or group is substituted either by one or by two or three

subsfitferfynd 14k ik (rtrinebtobtneybirpetob4i-tisiitiaesiion)-

acyclic sattvated-Bytisthyarbanshaviesfplogaharaasbon atoms, which may
be straight-chain or branched. The term 'alkyl" preferably stands for alkyl
chains 0 8, particularly preferably 1 to 6,

H .

TR

5 compound 101 (R)-N-{1-{5-({1H-indol-3-yl)methy!)-4-(4-methoxybenzyl}-4H-1,2,4~
triazol-3-yi}-2-(1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide,

NHg

o0
%

i

compounf! 102 (R)-N{1-(4-(2 4-dimethoxybenzyl)-5-benzyl-4+-1,2,4-triazol-3-yl)-
2-{1H-indol-3-yl)ethyl}-2-amino-2-methylpropanamids,



25 carbon atoms. Examples of suitable alkyl radicals are methyl, ethyl,
n-propyl, isopropyl, n-butyl, isobutyl. sec-butyl, tert-butyl, n-pentyl,
tert-pentyl, 2- or 3-methyl-pentyl, nhexyl, isohexyl, n-heptyl, n-octyl,
n-nonyl, n-decyl, n-undecyl, n-dodecyl. The term "cycloalkyr stands for a
saturated or partially unsaturated non-aromatic cyclic hydrocarbon
gNeOBAEdEREIE3CoNntaining 1 to 3 rings, including monocyclic atkylEBMes/ 007945
bicyclic alkyl and tricyclic alkyl, and contgining a total of 3'to 20 carbon
atoms forming the rings, preferably 3 to 10, most preferably

(C3-C8)ygygloalkyl. Examples of suitable cycloalkyl radicals are
cycloprﬁ, cycloputyl, cyclopentyl, cyclohexyl, cycloheptyl, cyclooctyl,
cyclodegyl, gyclghexenyl, cyclopentenyl, cyclooctadienyl. - 80 -  The
term "(S’/c 5 @ ers to a radical in which the cycloalkyl group is
linked M gioup, where the alkyl and cycloalkyl groups have the
mean defi rein, preferably a (C3-C8)-cycloalkyl-(C1-C4)-alkyl

radical.{Exampl&s thereof are cyclopropylmethyl, cyclohexylmethyl,
cyclopentylet clohexenylethyl. 5The term "alkenyl" includes for the
purposes-e#this invention acyclic unsaturated or partially unsaturated
hydrocarbons having C2-C12 carbon atoms, which may be straight-chain

or bradmam@9ntam.m@.@r(émm;%M@Jg)ae&%@mﬁm&%&%w
preferably siapds for Alkeny| ehauis of o o S, padliculadly profergply 210 6
carbon atoms, xanﬁ%e are vmyl’,{?z:)rof) Ao BB MY SRERET fexenyl,
and og;[gginyl and the 10like. The term "alkynyl" refers to acyclic
unsat d or partially unsaturated hydrocarbons having C2-C12 carbon
' r}%‘straight-chain or branched and contain one or more
triple t}@‘?ﬁ& "alkynyr preferably stands for alkynyl chains of 2 to
8, pamicularly, ably 2 to 6, carbon atoms. Examples are propynyl,
butynyf, 15 nyl; hexynyl. The term "aryl" refers to aromatic
hydrocaybon systems having 3 to 14, preferably 5 to 14, carbon atoms,
Qy.Aalso be fused to further saturated, (partially) unsatu- rated or

atomso

1,2,3,4-tetrahydronaphthyl. 20The term "heteroaryl" refers to a 5-, 6- or
7-membered cyclic aromatic radical which comprises at least 1, where
apprSSMARRRIY 3, (RGN HRAEISRErhS YRmeENAhPhavRSA! S Gedripzol-3-
and/or syl Witinsie- 3 diate-RoatinerS-mathidpmatisadradalifferent. The

number of nitrogen atoms is preferably between 0 and 3, and that of the
oxyge%d sulfur atoms is between 0 and 1. The term "heteroaryr also

includes; system Nin which the 25 aromatic cycle it part of a bi- or polycydic
%the aromatic cycle is fused to an aryl, cycloalkyl,
ete

systeng”s
hetero r clyl group as defined herein via any desired and
possiliie §ing member of the heteroaryl radical. Examples of "heteroatyl"

pyﬁﬁﬂ:@nyl, fury!, imidazolyl, thiazolyl, isothiazolyl, oxazolyl,
YoyHpyra , pyridinyl, pyrimidinyl, pyrazinyl, indolyl, quinolinyl,

isoxa
and isgesinolinyl. 30The terms garylalkyr and "heteroarylalkyl” refer to
radica hich the aryl or het- eroaryl radical is linked via an alkyl group,

where the alkyl, aryl and heteroaryl groups have the meanings defined

herein. Preferred "arylalkyl groups are phenyl-(Cl-C4)-alkyl radicals,
prefe?gmoﬁgézﬁzsor p@?&ﬁgﬁﬁ%‘bﬁggﬁéﬁﬁé&zﬁ’éf@f‘Bh:?WM?‘H'mo"3'
groups Yigthy)-aremingehmethgiprepanamidd. radicals, preferably
1H-indole-3-yl-methyl or 2(1H-indole-3-ylI)- ethyl.



The term "heterocyclyl" refers to a mono- or polycyclic system of 3 to 14,
preferably 5 or 6 to 14 ring atoms which may be exclusively carbon atoms.
However, the cyclic 5 system may also comprise 1, 2, 3, 4, 0r 5
heteroatoms, in particular nitrogen, oxygen and/or sulfur. The cyclic
system may be saturated, mono- or polyunsaturated but may not be
a3 e case of a cyclic system consisting of at leaSCHEPRINGIeS
rings may be fused or spiro- or otherwj%q connected. The "heterocyclyl"
radical may be attached at any carbon or heteroatom which results in the
creationypf,a stable structure. 10 Examples include pyrrolidinyl,
thiapyTrrehdinyl, piperidinyl, piperazinyl, oxapiperazinyl, oxapiperidinyl and
oxadiazaiy, | & -\ "heterocyclyialkyl" refers to radicals in which the
heteroCyclyl,grou s-@,» ked via an alkyl group, where the alkyl and
Tave the meanings defined herein. 15The terms
alkylstf8rylsardsulfonyl” and "aryialkylsulfonyr refer to radicals in
which the or aryialkyl group is linked via a -SO2- group, where
[ ar}l and”arylalkyl groups have the meanings defined herein.
Examples<&re methylsulfonyl and phenylsulfonyl. The term "halogen”,
"halogen atom" or "halogen substituent” (Hal-) refers to one, 20 where

apprepripiaura pls aligRpiviuesiBentl. £paraiargming- 4t pramol, shjgrne

(Cl. chquq)é,gg,L@%m\ﬂyﬂg%&?ﬁpgs%

ggl sigpations "dihalogen”,
“"trihalogen™ and "perha- logen re gcﬁ%%%fo two, three and four

substitugpgs, where each substituent can be selected independently from
the g onsistigg of fluorine, chlorine, bromine and iodine. "Halogen"
prefera 1s'a fluorine, chlorine or bromine atom. 25The term
"naturel alfj #o agid side chain" for the purpose of the present in-
sige chains of the known 20 proteinogenic
> well as to side chains of naturally occurring (i.e. in
ms) alpha-amino acids, such as for instance
stRin,HyNolysine, citrulline, omithine, homocysteine,
' N-acetyllysine, gamma-carboxyglutamate,
5-hydrox Ksine, 3- 30 methylhistidine and/or N,N,N,-trimethyllysine. In
this connection "side chain" refers to the residue that is attached to the
afpheooeard at&m, ¢R)-MiE(BVRI(I Gasiich deiiinside-ahaimasthenayin 4-
case oftdaie-pide aidol-3-Athy)) POFniRS B mdBiRHEahAHMLa amino acid
side chain" for the purpose of the present invention refers to all side
chains wiknown alpha-amino acids that are not proteinogenic nor are

alphayamjno ide chains, where a protection group such as Fmoc,
oe, trityl, acetyl and/or benzyl is directly attached/reacted
to atup @ tion (e.g. amino, hydroxy and/or carboxy residue). In this

functionalization (e.g. 10 amino, hydroxy and/or carboxy residues), such
as alkyl-CO-NH2, -alkyl-CO-OH, - alkyl-NH2,

-alk§PRPRE LPEN HE MO - Brdstmai paen 0 G e M- G RDRIBYANNA)-
-CO-CRIRNOPICHHbyINPaamecZanahgipidpananiggponyl-propane
(2-amino-isobutyric acid/Aib residue), may be protected with protection
groups as mentioned above. Such protection group carrying embodiments
are regarded as belonging to/ within the scope 15 and spirit of the
invention. All stereoisomers of the compounds of the invention are
contemplated, either in a mixture or in pure or substantially pure form. The
compounds of the present invention can have asymmetric centers at any
of the carbon atoms including any one of the R 20 radicals. Consequently,
compounds of the invention can exist in the form of their race-mates, in
the form of the pure enantiomers and/or diastereomers or in the form of
mixtures of these enantiomers and/or diastereomers. The mixtures may

have any desired mixing ratio of the stereoisomers. All these different
ctaranchemical forme and mivtiirae are within the cecone nf the nreaceant



of chirality and which occur as racemates or as diastereomer mixtures can
be fractionated by methods known per se into their optical pure isomers,
i.e. enantiomers or diastereomers. The separation of the compounds of

the invention can take place by column separation on chiral or nonchiral
phases or by recrystallization from an optionally 30 optically active solvent
omwitheuseoefzan optically active acid or base or by derivatizaen:psishs 8ho4s
optically active reagent such as, for example, an optically active alcohol,
and subsequent elimination of the radic&f Where possible, the

compou gs of the invention may be in the form of the tautom- -83 - Itis
likewi 2ssible,ior the compounds of the invention to be in the form of
any desje Mas such as, for example, esters, carbonates or
phospRate , INA @ ases the actually biologically active lam, is released
only tl h‘Metabetsm. Any 5 compound that can be converted in vivo

to provigéithe b jve agent (i.e. a com- pound of the invention) is a

prodrug withi scope and spirit of the invention. Various forms of
prodrugdarg wdll known in the art and are described for instance in:
(i) The Pras ce®f Medicinal Chemistry (Wermuth CG at al., Chapter 31,

Academic OPress 1996); (ii) Design of Prodrugs (editor: Bundgaard
1-1, Elsapiainkon: angNipiaTeaba M%mﬁ%%atgm@s.?1P.%el%@yrn&n;n.
(Krogsgg_a{ InIg Sor PE q,nd r%%% aard H, eds., Chapter 5: 113 - 191,
Harwood Academic B&?%%ers 91). Said references are incorporated
herein Qy,reference. 15It is further known that chemical substances are

conv in therpody into metabo- lites which may where appropriate
likewisgre/igit tife esired biological effect - in some circumstances even in
more pronbynce 6@ . Any biologically active compound that was
conveftel in vixqQ By metabolism from any compound of the Invention is a
metabgfiteswitginfthe scope and spirit of the inven20 tion. The

compga of the invention can, if they have a sufficiently basic group

such as !@ example, a primary, secondary or tertiary amine, be

converted with inorganic and organic acids into salts. The

p?armaceuticall acceptable salts of the compounds of the 25 invention

b TRTRRHT 131 hed R A BRI AS SR g bTERAIE Uil HecREkSic
sulfuric #sthyhRcxsphedonetidpwrsthammiesulfonic acid, p-toluenesulfonic
acid, carbonic acid, formic acid, acetic acid, sulfoacetic acid, trifluoroacetic
acid, tc acid, malonic acid, maleic acid, succinic acid, tartaric acid,
racemid acid, paglic acid embonic acid mandelic acid, fumaric acid, lactic
acid, 6tridaci cholic acid, glutaric acid, stearic 30 acid, glutamic
acid paftic aer. The salts which are formed are, inter elle,

ides, chlorided, hydrobromides, bromides, iodides, sulfates,
phosphates, methahesulfonates, tosylates, carbonates, bicarbonates,
formate etates, sulfoacetates, triflates, oxalates, malonates, maleates,
, tartrates, malates, embon- - 84 - ates, mandelates,
fumarates, lactates, citrates, glutarate, stearate, aspartates and
glutagremrsinha1dtoidibEty-(F (é isditsfo)stneil Sromzihar s o pataadsiaf)-
the inventionifaaysMRBAYLlRMaR-Htediabeadauiitegral multiple of one.




The compounds of the invention can, if they contain a sufficiently acidic
group such 5 as, for example, the carboxy, sulfonic acid, phosphoric acid
or a phenolic group, be converted with inorganic and organic bases into
their physiologically tolerated salts. Examples of suitable inorganic bases
are ammonium, sodium hydroxide, potassium hydroxide, calcium
hyfrésteezoard of organic bases are ethanolamine, diethanelemEpPmas/oor94s
triethanolamine, ethylenediamine, t-bu_tg&qmine, t-octylamine,
dehydroabietylamine, 10 cyclohexylamine, dibenzylethylene-diamine and
lysine. T stoichiometry of the salts formed from the compounds of the

' It

solvatestapfl hydrates. It is known that chemical substances form solids
which exist in different order states which are referred to as polymorphic
forms or modi i% ﬁfons. The various modifications 20 of a polymorphic
su bsfé’r%oPﬁ'é{/ 3 er(é?g%ifMﬁ%ﬁ‘éﬁpmﬁgﬁ‘éﬁf&!‘%é%ﬂﬁmd@'
of the indéHtiatanishebtraminvspblprsemaiiderms, and certain
modifications may moreover be metastable. All these polymorphic forms
of the ¢ Hﬁpoungls of the invention are to be regarded as belonging to the
invention. 25Theitriazole derivatives (compounds of the invention) as
illustratediner W» Aghrelin analogue ligands of GHS receptors. Thus, the
aforermeptio esdpounds of the invention are suitable for the treatment
F: iological and/or pathophysiological conditions
mediafed by receptors and/or physiological and/or
pathop lagical conditions which can be influenced by modulation of
these r tors, and thus prevented, 30 treated and/or alleviated. - 85 -
The term "ghrelin analogue ligand” or "ligand" is intended to refer for the

e G o OO SRS, 605
receptorg%ggﬁﬁ'ﬁd(?ﬁdcg§%$§%r“%%§ |3?glm#hﬂ%?8ﬁmgﬁd/or another

conceivablg,effect at this receptor. The term "ghrelin analogue 5 ligand” or
“ligand" t inclygles agonists, antagonists, partial agonists/antagonists,
inverse is%other ligands which cause an effect at the receptor
which is gugflarto effect of agonists, antagonists, partial
agonists/aAtagonists or inverse agonist.  For the purpose of the present
inventio *SHS receptor antagonist” or "antagonist of GHS

5 to compounds of the invention that bind to GHS recep-
ut do nwt elicit a proper activation of the receptors as assessed
by recording an increase of intracellular calcium which is characteristic for

actisuiaio0hd> IOt RIGOYDIR U SOARINEIPREeRS)- 41 DL AR A4 2-(11+-
properIm@&%yﬁﬁh%[%%gggﬁeﬁgg%&ﬁ%q dfor any compound of the
0

invention by comparing the degr activation (increase of intracellular
calcium) of OHS- 15 R la by the compound to be tested (at 1019 M
concentration) to the degree of activation (increase of intracellular
calcium) of GHS-R la by 104 M ghrelin (100%) and to the basal level
(0%). Such assessment can be readily performed by the skilled artisan
due to his expert knowledge. The output is a percentage value for each
compound to be tested. Any compound of the invention that does not
show a degree of activation (increase of




20 intracellular calcium) of GHS-R la of at least 20 % as assessed in
accordance with above specification is regarded as not eliciting a proper
activation and therefore as GHS receptor antagonist. Preferably such
compounds do show an antagonizing effect (counteraction/decrease) on
ghrelin and/or other GHS stimulated intracellular calcium increase,
pregent7ietestimulation or even act as inverse agonists (anpyeigeos/007945
agonists is an ligand 25 which binds to the same receptor binding-site as
an agonist or antagonist but causes ar ffriibition of the basal/constitutive
activity thhe receptor, in principle an agonists with a negative intrinsic
activit ch campounds may furthermore exhibit an inhibitory activity on
GH secpstj (10%r on other physiological or pathophysiological
conditions oy effe uch as food intake or lipogenesis. Their effects may
be diggGtiated. Thus, they 30 may have no impact at all on GM secretion
iNtTibiting otlpesphysiological effects. They may even stimulate other
physiolqgigal effécts. For the purpose of the present invention, the term
"GHS reor agonisr or "agonist of OHS receptors" refers to compounds
of the invention that bind to OHS receptors and WO
20071020013PCTXP2006/007945 - 86 - elicit a proper activation of the
receteMasuRssdtEed (- NlddidifrgeiforrbraadSdiantrbddiaa-atohdmiy-2-
which is(¢Heneatanhtith o2 antinaRone iy Brogaiainicepupled receptors.  Any
compound of the invention that shows a degree of activation (increase of
intracﬁﬂar calcium) of GHS-R la of at least 20 % as assessed in

accordance witinabove speci- 5 fication is regarded as eliciting a proper
hore as OHS receptor agonist. Such compounds may

mimic the hrelin and/or OHS on OH secretion and for instance
food mgenesis. Like for antagonists, the effects of agonist
comp vy’ be dissociated from the OH secretory effect. Such
compo may, even antagonize (counteract/decrease) ghrelin and/or

other timulated intracellular calcium increase. 10  The term 'OHS
receptor or "GHS-R" is intended to comprise for the purposes of the

' [ that bj least idyl and/
i s S R e S A P
also intefidfed %’%W?@gﬂh@@W@ﬂgtﬂﬁmP@m:in the various

tissues aHnd/or organs as illustrated 15 herein, that bind at least one known
peptidyf ahd/or pon-peptidyl OHS and/or ghrelin and which are probably
not yet e¥ized OHS-R subtypes.  Binding of a given known

pepti peptidyl OHS and/or ghrelin can be easily verified by
the s|dif 9 the basis of his expert knowledge, e.g. by

appropyi g assays which represent only routine experimentation.
20Suah OHS feceptors may be stimulated/activated by ghrelin (ghrelin
respongive) orymay not be stimulated/activated by ghrelin (ghrelin

non-r nsive) - with regard to both acylated and non-acylated ghrelin,
respetdvely. Stimulation/activation of such receptors may cause but does
not compulsorily have to elicit OH production and/or OH secretion and/or
increesadoih@lasma (eyalg1 b Reissathyisie DHSZ8CERIH A Adol-3-
selecte ,jémwy])lﬂgng;‘ggggn@%%%ﬂégﬁs type 1 receptor, GHS-R la,
OHS-R Ib, motilin receptor, motilin receptor la, neurotensin receptor, TRH
receptor, OPR38 (FM1), GPR39 (FM2), FM3, OHS binding site, OHS-R
subtype, cardiac OHS-R, mammary OHS-R". More preferably, such
OHS receptors are selected from the group consisting of 30 "OHS type 1
receptor, GHS-R la, GHS-R Ib" and most preferably are OHS-R la.




- 87 - As discussed herein, OHS receptors (including OHS binding sites
and GHS-R subtypes) are known to be concentrated in the
hypothalamus-pituitary area but also appear to be distributed in other
central and peripheral tissues. Furthermore, they are also expressed in
various tumoral tissues, even in tumoral tissues from organs that do 5 not
eXStedy a8 receptors under physiological conditions.  FRCtEP2006/007945
purposes of the present invention, all these OHS receptor (including OHS
binding sites and GHS-R subtypes) expressing organs and/or tissues are
intended to g comprised by the scope of the present invention.

Expressio OHS}teceptors (including OHS binding sites and OHS-R
subtypes) i aygivéngorgan and/or tissue can be 10 easily verified by the
skilled artig th sis of his expert knowledge, e.g. by appropriate

experime eferably, such OHS receptors are located in tissues
gans selected from the group consisting of "endocrine tissue,
exocrine tissue, peripheral tissue, adipose/fat 15 tissue, brain,
hypothalamus, thalamus, hippocampus, striatum, cortex, pituitary, central
nerv&ﬂ?gﬁgf@rﬁ,@pin@t%ﬂj Gl et icliprehenzylaprdetryrtit edritezsklingg-
gland, ni&iindalj-gathn)-Aemion2isutiipieiestmice. stomach, heart, liver,
pancreas, kidney, bile, gall, bladder, prostate, spleen, muscle, skeletal
muscle,favrta, artery, vein, immune cell, leukocyte, lymphocyte, T cell, B
cell, granulocytgy,monocyte, macrophage, dendritic 20 cell, mast cell, NK
cell, nettrgiphi ophil, basophil, lymph node, bone, bone marrow,
tonsil, iy ta, testes, ovary, uterus, lung, adipocyte,
tumotgamger, ircinoma cell, prostate cancer cell, thyroid cancer cell,

g of the Invention are ghrelin analogue ligands of OHS
> hey can be administered to various mammalian species,
including human, for the treatment or prophylaxis of physiological and/or
petheRysialaciea! CoRiilandn SHERIAMEIRIF. oA IR IRRSEAl e 2 o
preser)tt}p@@@ g{l mammalian s%fegues areregarde s bet g
comprls.e%lZ re r% §7m d éﬁ SR Ere selected from the group
consisting of "hLHnan, domestic animals, cattle, livestock, pets, cow,
sheep, pig, goat¥ horse, pony, donkey, hinny, mule, hare, rabbit, cat, dog,
guinea pi ,gg%rat, mouse". More preferably, such mammals are
humaps<88"- compounds of the invention being non-peptidic
inalog fands of GHS receptors are surprisingly characterized
by a gtrong g affinity to such receptors. Such compounds for

HS-R la. More preferably, such compounds may exhibit an 5
IC50 value of less than 500 nM, even more preferably of less than 300 nM

and gaafddRrRferably ohlRsE-thanAQRcaMiayRMEING ISR LA 5. ue

to their gLrbrsingly strong receptor binding, the compounds of the
inventio%éc&%%gaﬁgﬁg%égﬁ‘g@? r?%rrrﬁlg?éred at lower doses compared

to other less potent binders while still achieving equivalent or even
superior desired biological effects. In addition, such 10 a dose reduction
may advantageously lead to less or even no medicinal adverse effects.
Further, the high binding specificity of the compounds of the invention may
translate into a decrease of undesired side effects on its own regardless of
the dose applied. Furthermore, the compounds of the invention, being
of non-peptidic nature, are resistant to degradation by enzymes of the
gastro-intestinal tract. Hence, they offer the advan- 15 tage to be given by
oral route. They surprisingly display an improved metabolic stability and/or
an improved bioavailability. Hence, again an advantageous dose

reduction may be achievable which may cause less or even no side
effects.



The compounds of the invention can either be antagonists or agonists of
GHS recap-20 tors as illustrated and defined herein.  OHS receptor
antagonists of the present invention can for instance be employed for the
inhibition of OHS receptors stimulated by ghrelin and/or other GHS thus
decreasing and/or blocking OH production and/or secretion and/or OH
ptesmaieusls. In addition, such OHS receptor antagonists ragy;gisebes794s
employed for the inhibition or prevention of 25 physiological or
pathophysiological effects of ghrelin WhIZH are not related to OH
productiggzand/or OH secretion.  Therefore, OHS receptor antagonists
of the ent inyention are suitable for the treatment and/or prophylaxis
of vario rgi_r*\y f ical and pathophysiological conditions as disclosed
hereiny’in garti for the short-, medium- and/or long term regulation of
en- 30Nexdy bal the short-, medium- and/or long term regulation

atment of tumor cell proliferation. - 89 - In contrast, OHS
gonists of the present invention can for instance be employed
for the activation of OHS receptors and stimulation/increase of GH

prodygii 105,0H, segratiqr hu S| Ol o
I R Ll o e U SRl A
receptor@ﬁ%@'&"@ﬁh@'ﬁ?ﬂg@ﬂ RS RPara WRable for the treatment
and/or tsyphylaxis of various physiological and pathophysiological

condit as digclosed herein, in particular for growth retardation,
i tion, inflammatory effects, gastric postoperative ileus,

cachexj pfla

postoperajly d/or gastrectomy (ghrelin replacement therapy).
10Fo 'ﬁﬁg @ f the present Invention, all physiological and/or
hsisting of "acute fatigue syndrome and muscle loss following
on surgery, adipogenesis, adiposity, age-related decline of
thymic function, age-related functional decline ("ARFD") in the elderly,

aging SHATSGRT HRZOMBINQNANIRUCHINERPIRS DIERRRACH-ANOIRYiAz0t-3-yi)-
(e.g.assgﬂgﬁ%q‘wgm%%@%% ﬂdB—Q%%lﬁgééﬁ%iQAOOd pressure

(lowering), body weight ‘gain/reduction, bone fracture repair (acceleration),
bone &Pﬁdeling stimulation, cachexia and protein loss reduction due to

chron ess 20 such as cancer or AIDS, cardiac dysfunctions (e.qg.
assocjgteghwi ular disease, myocarial infarction, cardiac hypertrophy
gestiv, ailure), cardiomyopathy, cartilage growth stimulation,
catahQlid dis [Sein connection with pulmonary dysfunction and .
ventilorh‘%cy, catabolic side effects of glucocorticoids, catabolic
state of aging, ce tral nervous system disorders (in combination with
antidepkessants), 25 chronic dialysis, chronic fatigue syndrome (CFS),

i function improvement (e.g. in dementia, Alzheimer's disease),
complicated fractures (e.g. disctraction osteogene- sis), complications
associated with transplantation, congestive heart failure (alone/in
comiseiaRet it tord Eotvspiv-féteativiee ravich-tanerb bt f-iCrethdel)-2-(1H-
diseaseiraint3yettatpiiactits-Getsfipneparaymideome, dementia,
depressions, short-, medium- and/or 30 long-term regulation of energy
balance, short-, medium- and/or long-term regulation of food intake
(stimulation and/or inhibition), fraility (e.g. in elderly humans), gastrectomy
(ghrelin replacement therapy), gastric postoperative ileus, glycemic control
improvement, growth hormone release stimulation in the elderly, growth
hormone replacement in stressed patients, growth promotion in livestock,
growth retardation assodated with the - 90 - Prader-Willi syndrome and
Turner's syndrome, growth retardation in connection with Crohn's disease,
growth retardation, hair/nail growth maintenance, hip fractures, hunger,
hypercortisolism, hyperinsulinemia including nesidioblastosis,

hypothermia, immune deficiency in individuals with a depressed T4/T8 cell
ratin iMmMmiine racnnnep




5 improvement to vaccination, Immune system stimulation In companion
animals, Immune system stimulation, immunosuppresslon in
immunosuppressed patients, inflammation or inflammatory effects,
inflammatory bowel disease, insulin resistance in the heart, insulin
resistance in type 2 diabetic patients, insulin resistance including NIDDM,
daB ety iitiBetes type |, diabetes type Il, intrauterine growHCTatazostiom4s
irritable 10 bowel syndrome, Iipodystrqglgy (e.g. HIV-induced), metabolic
homeostasis maintenance, milk production increase in livestock, muscle
mass/stgagth increase, muscle mobility improvement, muscle strength
improve t_uscle strength/function maintenance in elderly humans,
muscular aH phy‘}I sculoskeletal impairment (e.g. in eld- erly), Noonan's
syndr, , 0D

t treatn#ent), physiological short stature including growth
hormone deft children, postoperative ileus, protein catabolic response
attenuation after major surgery/trauma, protein kinase B activity

enhapaapinG naschQspni@ﬂ-@anmmpaﬁmwQagﬂwag?.qw.@%mazo:.
Vent'|at%ﬂﬁﬂ?ﬂﬂﬁ?&)@ﬁ}é@,ﬂﬁ%}ﬁ;%[ﬁ%ﬁ, r%/[%grg}]/grm&nt, pulsatile 20

growth horimone release’induction, recov um patients and reducing

hospitajigation of burn patients (acceleration), renal failure or insufficiency
result rom gpowth retardation, renal homeostasis maintenance in the
frail eﬁ‘ nia, schizophrenia, sensory function maintenance
(e.q. r]@ lefaction and taste), short bowel syndrome, short
statusg asso cy\\/ith chronic iliness, skeletal dysplasia, skin 25
thickng¢ss nance, sleep disorders, sleep quality improvement,
thrombgcytopenia, thymic development stimulation, tooth repair or growth,
tumor c liferation, ventricular dysfunction or reperfusion events,

nection with AIDS, wasting in connection with chronic liver
disease, wasting in connection with chronic obstructive pulmonary disease
(GOR ingdn canngction with, multiple, sclerosi oer,ne-Sﬁ
rgdeaﬁgygféquﬁsor@rm_ s%?nggé"é%‘ggﬁ?gé”f %gﬁgzg{?f%i‘ \7?/’6%?@0 othZ
stimulafidi Y Lrads LA A AP WReeA874R M), wound healing delay”.
More p %ferably these physiological and/or pathophysiological conditions
are s ed fragn the group consist- ing of "growth retardation, cachexia,
ﬁgiu arand/or long term regulation of energy balance; short-,
angAsedony term regulation (stimulation and/or inhibi- 35 tion) of
- adi enesis, adiposity and/or obesity; body weight gain
and/op-Ng uc ton; diabetes, diabetes type I, diabetes type II, tumor
cell ploliferation; inflammation, inflammatory effects, gastric postoperative
ileus, perative ileus and/or gastreotomy (ghrelin replacement
therapy)™=5In a further aspect of the present invention, the compounds of
the invention may be used in combination with at least one additional
pharnmeolrgictiB ad(EslBtdntobenz@ibipatditigrial-pharmacbiogjcally
active sulstanceyRayipe SR LARRAMBsmahile present invention and/or
other "suitable therapeutic agents” useful in the treatment and/or
prophylaxis of the aforementioned physiological and/or pathophysiological
con- 10 ditions. The additional pharmacologically active substance may be
an antagonist of GHS receptors and/or an agonist of GHS receptors
depending on the purpose of the combined use Selection and combination
of the additional pharmacologically active substance(s) can be easily
performed by the skilled artisan on the basis of his expert knowledge and
depending on the purpose of the combined use and physiological 15
and/or pathophysiological conditions targeted. In a preferred
embodiment, the compounds of the invention are used for the treatment
and/or prophylaxis of the aforementioned physiological and/or
pathophysiological conditions in the form of a medicament, where such
medicament comprises at least one additional pharmacologically active
substance. 20In another preferred embodiment, the compounds of the

invention are used for the treatment and/or prophylaxis of the
Aaforeamentinned nhyveinlonaical and/ar nathonhveinloaical conditione in the




active substance. 25 The above mentioned "suitable therapeutic

agents" include: "GHS, anti-diabetic agents; anti-osteoporosous agents;
anti-obesity agents; anti-inflammatory agents; anti-anxiety agents;
anti-depressants; anti-hypertensive agents; anti-platelet agents;
antithrombotic and thrombolytic agents; cardiac glycosides;

chadesteraléipid lowering 30 agents; mineralocorticoid recepiFy/epaaos/007945
antagonists; phospodiesterase inhibitors; protein tyrosine kinase

inhibitors; thyroid mimetics (including th%did receptor antagonists);
anaboliqqugents HIV or AIDS therapies; therapies useful in the treatment
of Alz- ersrdlsease and other cognitive disorders; therapies useful in

the tre 2 - sleeping disorders; anti-proliferative agents;
anti- turp agén ti-ulcer and gastroesopheageal reflux disease

agents; ggg&u igeptor agonists ("PRA");estrogen; tes- tosterone; a
estr

selectiye n receptor modulator; a selective androgen receptor
modulator parathyroid hormone; and/or bisphosphonate, and preferably, a
"suita therapeutic agents" is selected of the group consisting of this
agent Examples of suitable GHS for use in combination with the

compounds of the present invention include GHRP-6, GHRP-1 as

describginid: Sg?at?j},ul_ﬁ g}g%&%%%%@%%}%ﬂ%g&\&?ﬁﬁ( Qali'sﬂ'?én -2-

and WO,89/07111 owth hormone releasing factor an
its analo‘gé3 o"rgg]lr]ca) ?ﬁqﬂ' %1%?1'3%%1@ Qﬁm&esomatomedms 10
includin ,JGF 1 and IGF-2 as well as GHS described in WO 01/96300.
Exam ?of suitable anti-diabetic agents for use in combination with the
compo 3 present invention include biguanides (e.g. metformin),
! $ (e.g. acarbose), insulins (including insulin
secretdg gue Qr u&s\rlin sensitizers), meglitinides (e.g. repaglinide),
glimepiride, glyburide and glipizide), 15

ma agonists, PPAR alpha/gamma dual agonists, SGLT2
inhibitd«s; inhibitors of fatty acid binding protein (aP2) such as those
disclosed in US patent 6,548,529, glucagon-like peptide-1 (GLP-1), and
dipepitchpqeaididase IW@R#}M&M&@@QE@&%@%&EWW% 4-triazol-3-
anti- OSt%WW%Hﬁt g%%gq ri M H;géé HQ the compounds of

the present invention include alen ronate, risedronat€, raloxifene,
caIC|ton|n non-steroidal progestin receptor agonists, RANK ligand
agoni i IC|um Bensing receptor antagonists, TRAP inhibitors, selective
estroge %ulators (SERM), estrogen and AP-1 inhibitors.

2’0f suitable anti obeS|ty agents for use in comblnatlon with the

chlorenyl)-1-(2,4-dich|oropheny1)-4-methyI-N-l-piperidinyl-,
monohydrochloride; CAS Registry Number 158681-13-1; SR-141716A,

us 41), |- dis Ios in U
pateprﬁ*%%"fs%‘s? @i i R SRR
odistat. 4 x%tﬁ’\tﬁ?ég 8fy§)ﬁ Bigs aé?iﬂﬁﬁé?ﬁm&@aaﬂﬁ% for use in
combination with the compounds of the present invention include

prednisone, dexamethasone, Enbrel, cyclooxygenase inhibitors (i.e.,
COX-1 and/or COX-2 inhibitors such as NSAIDs, aspi-



- 93 - rin, indomethacin, ibuprofen, piroxicam, Naproxen, Celebrex,
Vimot), CTLA4-19 agofists/antagonists, CD40 ligand antagonists, integrin
antagonists, alpha4 beta7 integrin antagonists, cell adhesion inhibitors,
interferon gamma antagonists, ICAM-1, tumor necrosis factor (TNF)
antagonists (e.g., infliximab, OR1384), prostaglandin synthesis 5 inhibitors,
bW &880 18l ofazimine, CNI-1493, CD4 antagonists (e.g., BeriiRieed)p7945
p38 mitogen-activated protein kinase inhibitors, protein tyrosine kinase
(PTK) inhibitors, IKK inhibitors, and th'e?glbies for the treatment of irritable
bowel syndrome (e.g., zelmac and Maxi-K openers such as those
disclos,;f?g UG Patent No. 6,184,231). Examples of suitable anti-anxiety

agents tor use in fombination with the corn- 10 pounds of the present
invengiceyift lgzépam, lorazepam, buspirone, oxazepam, and
hydr modte. EExamples of suitable anti-depressants for use in
combinatio W@é dnpounds of the present Invention include
citalopr% , flusxeting, nefazodone, sertraline, and paroxetine.

15Examples of suitable anti-hypertensive agents for use in combination
with = Nnd$.0f [ Qn | bet renergic
Plocke e o e
verapanlif-HifEaR5HE S MIcaRTIng 4R R PERRR R ediruetics (e.g.,
chlorothiazide, hydrochlorothiazide, flumethiazide, hydroflumethiazide,
bendridh thiazige, methylchlorothiazide, trichloromethiazide, 20
polythiazigheNae jazide, ethacrynic acid tricrynafen, chlorthalidone,
furosemigg, Musot , bumetanide, triamtrenene, amiloride,
spironolsgc e)Nrenln inhibitors, ACE inhibitors (e.g., captopril, zofenopril,
fosinopril fenalgprily ceranopril, cilazopril, delapril, pentopril, quinapril,
ramiprif; lisinopri);” AT-1 receptor antagonists (e.g., losartan, irbesedan,

] ), ET receptor antagonists (e.g., sitaxsentan, atrsentan and com-
25 powAts disclosed in U.S. Patent Nos. 5,612,359 and 6,043,265, Dual
ET/All antagonist (e.g., compounds disclosed in WO 00/01389), neutral
ehdopeppivast FSE P ARV indab By g Eptsmdtiyipisidie 2a) Ny HAGE
inhibitorg) etz aRANBlLeRe2BapalkHate, and nitrates. Examples of
suitable anti-platelet agents for use in combination with the com- 30
pounds-ekthe present invention include GPIIb/llla blockers (e.qg.,
abciximaby eptifibatide, tiroflban), P2Y12 antagonists (e.g., clopidogrel,
ticlopidiney CS-74R), thromboxane receptor antagonists (e.g., ifetroban),
aspirin, &hd >OR: ibitors (e.g., dipyridamole) with or without aspirin.
WO 200 0013P EP2006/007945 - 94 -  Examples of suitable

b [ for use in combination with the compounds of the
present-i clude digitalis and ouabain. Examples of suitable

inhibitors [e.g., 5 pravastatin lovastatin, atorvastatin, simvastatin, NK-104
(a.k.a.r%\tavas‘;a%iﬁ‘f or %isv '%in or ! nishastatinj and ZD-4522 (a.k.a.
rosuVAeRI Yo Hrav AARH ST HERE MR R RB AR Sy hthat 2k TArRIsaPs,
fibrates2biféiagehcodistwapureliginac aarienamiders, MTP inhibitors,
lipooxygenase inhibitors, choesterol absorption inhibitors, and cholesterol
ester transfer protein inhibitors (e.g., CP-529414). 10Examples of suitable
mineralocorticoid receptor antagonists for use in combination with the
compounds of the present invention include spironolactone and
eplerinone.



Examples of suitable phospodiesterase inhibitiors for use in combination
with the compounds of the present invention include POE Il inhibitors

such as cilostazol, and PDE V inhibitors such as sildenafil. 15Examples of
suitable thyroid mimetics for use in combination with the compounds of

the present invention include thyrotropin, polythyroid, KB-130015, and
dwoaeddranets Examples of suitable anabolic agents for usedero0s/007945
combination with the compounds of the present invention include
testosterone and SARMs, Examples of fBitable HIV or AIDS therapies for
use in combination with the com- 20 pounds of the present invention
mclude @a‘\'ﬂr sulfate, saqumawr saqumawr mesylate amprenavw

zidovudin®, Iat'iv inelzidovudine combinations, zaIC|tab|ne dldanosine,
s.tavudin%-,"‘l d megestfol acetate. Examples of suitable therapies for
treatment pfAlzhetper's disease and cognitive 25 disorders for use in
combing 'n&ﬁr@mmpounds of the present invention include

ex||, tacrine, revastigmine, SHT6, gamma secretase inhibitors, beta
@ inhibitors, SK channel blockers, Maxi-K blockers, and KCNQs
blockers. Examples of suitable therapies for treatment of sleeping

oSS S IR e sl

|nvent|on Inc ude melato eptor ant

ML1B aéy?’ﬁf‘é’l‘ﬁﬁfﬂe@)ﬂ)sﬁm‘ﬂmtﬂ%tor antago- nists. WO

2007/020013PCT/EP2006/007945 - 95 - Examples of suitable

anti- profﬁ"e ative agents for use in combination with the compounds of the

present i on ||n #ele cyclosporin A, taxol, FK 506, and adriamycin.

ExamplesN f.suitable_apti-tumor agents for use In combination with the

compounmglsy, - of the present invention include taxol, adriamycin,

epothilongs, d car-5 boplatin.  Examples of suitable a

selective estrog -\- ce ptor modulator for use in combination with the

ds of the present invention include tamoxifen and raloxifene.

S of suitable a selective androgen receptor modulator for use in

combination with the compounds of the present invention include such

di§clooauh i vat ds N3((RP1R5-62-HIH-Biol-dédth@ e rhetho:Qbenzyl)-4H-1,2 4-

1003'1%&&%}@@%@%&&%@-@%lnal~ﬁf§°c@iagra%m 12, '

210-212(1999). Examples of suitable a bisphosphonate for use in

combina,@gith the compounds of the present invention include MK-217
]

(alendro : "
N;“f@
O
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compound 137  (2R)-N-((R)-1-{4-(4-ethytbenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-
2+{1H-indol-3-yl)ethyl)piperidine-2-carboxamide,



The above other therapeutic agents, when employed in combination with
the corn-15 pounds of the present invention, may be used, for example, in
those amounts indicated in the Physicians' Desk Reference (PDR) or as
otherwise determined by one of ordi- nary skill in the art. In a preferred
embodiment, the compounds of the invention are used for the treatment
aNtfIGPHYBIRiAaxis of the aforementioned physiological and/BrT/Ep2006/607945
pathophysiological 20 conditions in the Enrm of a medicament, where such
medicament comprises as addi- tional pharmacologically active substance
an endoc binoid receptor antagonist, preferably a CB1 receptor
antagonisa@ preferably rimonabant (1H-Pyrazole-3- carboxamide,
5-(4-chloropheny9-

monohydroghlo 1d !
US patent g5=$f‘6'24,9
antagonist. %
invention

,4-dichloropheny1)-4-methyl-N-1-piperidinyl-,
Registry Number: 158681-13-1; SR-141716A,
and as compound of the invention a GHS-R

T anether preferred embodiment, the compounds of the
used g treatment and/or prophylaxis of the

edicament, where the medicament is applied before and/or
during and/or after treatment with at least one additional

pharreeepngiealys 30 aetiver sty eneHER,AEII9Nala 01 3-yi)-2-
pharmaQnggmgyy@f,H%ﬁ)égggﬁgge is an endocannabinoid receptor

antagonist, preferably a'CB1 receptor antagonist, most preferably
rimonaba H-Pyrazole-3-carboxamide, 5-(4-chlorophenyl)-1-(2,4-
dichlorop §1)-4-rrlg‘ethyl-N-1-piperidinyl-, monohydrochloride; CAS
Registry Nughber: WO 2007/020013PCT/EP2006/007945 - 96 -

158681-1391; R A; US patent 5,624,941) and the compound of
the inventigt{s a GHS=R antagonist. The compounds of the present
invention c3n'Ye inistered in a known manner. 5 The route of

jon m ereby be any route which effectively transports the
pound to the appropriate or desired site of action, for example
orally ' 6¥non-orally, in particular topically, transdermally, pulmonary,
rectally, intravaginally, nasally or parenteral or by implantation Oral
admiFREtRasHE i$3BreféHER: THdictinberaytS-ohehetinivihitiar snazoishyiized
into a foftH-induEtrtrthielacmipgidiR-tetatdaasigse mixed where
appropriate with pharmaceutically acceptable carriers or diluents. Suitable

excipient charriers are described for example in Ullman's
Encyclop o'f"‘l’e,;,:hnical Chemistry, Vol. 4, (1953), 1-39; Journal of

Pharmacey Mences, Vol. 52 (1963), 918 at seq.; H. v.
Czetsch-Lind nilfestoffe far Pharmazie and angrenzende
Gebiete";\Rharm. Ind. 2, 1961, 72 at seq.; Dr. H.P. Fiedler, 15 "Lexikon
der Hilfsst e\f_u@ir%nazie, Kosmetik and angrenzende Gebiete",
CantorLKXG, Aulendorf ih Wurttemberg, 1971.  Oral administration can

e for example in solid form as tablet, capsule, gel capsule,
coated tablet, granulation or powder, but also in the form of a drinkable

solutiop. COIRPO w_aﬁé? ] nff'i‘o can,for oral administration be
comB R BaM o SRy o
excipieAts Hitfei1ietdheAmieonsrasdmissle, gum arabic, talc, starch,
sugars such as, for example, mannitol, methylcellulose, lactose, gelatin,
surface-active agents, magnesium stearate cyclodextrins, agueous or
nonaqueous carriers, diluents, dispersants, emulsifiers, lubricants,
preservatives and flavorings (e.g. essential oils). The compounds of the
invention can also be dis- 25 persed in a microparticulate, e.g.
nanoparticulate, composition. Non-oral administration can take place for
example by intravenous, subcutaneous, in-




tramuscular injection of sterile aqueous or oily solutions, suspensions or
emulsions, by means of implants or by ointments, creams or
suppositories. Administration as sustained release form is also possible
where appropriate. Implants may comprise inert materials, 30 e.g.
biodegradable polymers or synthetic silicones such as, for example,
Sienrve7retobssr. Intravaginal administration is possible for exampte 06007945
means of vaginal rings. Intrauterine administration is possible for example
by means of diaphragms or other suitabfé intrauterine devices.
Transdermal gdministration is additionally provided, in particular by means
of WO 2007{020013pPCT/EP2006/007945 - 97 - a forrnulation suitable for
this purpose”am#oil syitable means such as, for example, patches. The
wide range depending on type and/or severity of

and/or additional pharmacologically active substance. Administration can

ok BRAEola J0pe 968 212 BLIGIN ol PRARLE (9pR0 3.0 00 SufaP'e

unit dos m mg to 100 active |ngr

ent, i.e. gtﬁe’é‘&)’%ﬁge M%Lﬁ?&"sﬂﬂ% invention and, where appropriate, at
least one ﬁddltlonal pharmacologically active substance, per kg of a
patient's hodyweight. In another aspect, the present invention relates to a
pharmaceutical confposition 15 comprising a pharmacologically active
amount of iazole compound selected from the group
consisting ¢ 1,2,3,4,5,6,7,8,9, 10, 11, 12, 13, 20 25

further pharmacologically active substance is an endocannab|n0|d

res:emmaaomst Pefea-A eSS pﬂ%ﬁ!ﬁé@ﬁﬁ@ﬁﬁ&@@ﬁﬁpﬁ-ﬁ@ﬁw
rimona f% g! dzf(]:»le _3 og?fg)éamlde 5-(4-chlorophenyl)-1-(2,4-
dichlorop - -metﬁtﬁ\? plperldlnyl- monohydrochloridej. - 98 -
Concernipg the pharmaceutical compositions of the invention, at least one
of the triazole compounds as listed above is present in a
pharmacologically effective amount, preferably in a unit dose, e.g. the

aforementiofiéfHunit , specifically and preferably 5 in an
administratiaqg for makes oral administration possible.
Furthermok ference may be made to that already said in connection

enéral/syntheses schemes 10The compounds of the present
may be prepared according to the follow-

with the pos ibses and administrations of the compounds of the

compound 143  (28)-N-((R)-2-{1H-indol-3-yI}-1-(5-phenethyl-4-phenyi-4H-1,2,4-
triazol-3-yljethyl)pyrrolidine-2-carboxamids,



ing general synthetic schemes, as well as relevant published literature
procedures that are known to the one skilled in the art (e.g. WO 00/54729
and cited references therein). Exemplary reagents and procedures for
these reactions appear hereinafter and in the working examples. Unless
otherwise specified, the various substituents (radicals) of 15 the
cHiRpYEHIEY Bave the meanings as defined for formula (1) h@EIEP2008408it9¢s
bond formation (peptide coupling) is cpg@_ucted under standard peptide
coupling procedures known in the prior art. Optimally, the reaction is
conducted iaa sol- vent such as dichloromethane (DCM) at room
temperatu N§1ng H
benzotriazol -MII-IOX Ns(dimethylamino)phosphonium-hexafluoorophospha
te (BOP) (@ast 0 0 Tetrahedron Lett. 1975, 14:1219-1222) and a
base, for e ple N-nyethyl-morpholine or diisopropylethylamine.
Thionation &fthe formed amide was performed using Lawesson's reagent
al., ahedron Lett 2000, 41: 4965-4968). Cyclisation: the
foa was then submitted to the conditions reported 25 by
agi et al. (Hitotsuyanagi Y. et al., J. Org. Chem. 2002, 67:
3266-3271) which were slightly modified (5 eq. of hydrazide and 1.1 eq. of
merctpgtyat ditdie iN-ACRBHIRCICyblibtiipmistbytriaztales-das Jenatally
achieveglyyihin-thaembedismiMéhen the hydrazide was not commercially
available, it was prepared by known methods from its acid or methyl ester
precursors. 89 - cyclisation PC 91Pdeprotection R3 -4 % R4 R3 Re
fig--c R2 HtS R4 H

3 compound 145  N-((R)}-2-{1H-indol-3-yi}-1-(5-phenethyl-4-phenyl-4H-1,2,4-triazol-
3-yllethyl)-2-{pyridin-2-yl)acetamide,
7}
=y n

D
\

No N

compound 148  N-((R)-2-(1H-indol-3-yi}-1-{5-phenethyl-4-phenyl-4H-1,2,4-triazol-
3-yjethyl)picolinamide,



R5 introduction "R ne N---r -2 R5-\NA R4 P: protecting group - 100 -

For R5 = -CO-alkyl, -CO-cycloalkyi, -CO-cycloalkylalkyl, -CO-aryl,
-COarylalkyl,-CO-heteroaryl,-CO-heteroarytalkyl,-CO-heterocyclyl,-CO-
heterocyclylalkyl,-CO-C*(R9R10)--NH2,-CO-CH2-C*(R9R10)-NH2,-CO-
CIR9R10)-CH2-NH2 (R): RIAs introduction R3-11- HIVR2 -N1) R -OH,
couptngirmagent 2) N-deprotection when necessary (e.g. R p@f&P2006/007945
N-protected-aa,p-aa...)  For R5 = alkyl, cycloalkyl, cycloalkylalkyl, aryl,
heteroaryl, arylalkyl, heteroarylalkyl, het%‘?ocyclyl, heterocyclylalkyl (R):

O

5

compound 147  N-((R)-1-{(5-(2-(1H-indol-3-yl)ethyl)-4-(4-ethylphenyl}-4H-1,2 4~
triazol-3-y1)-2-( 1 H-indol-3-yhethyl)picolinamide,

SO
.N¥”"
N\ N
H&j : z\ |

5 compound 148  N-((R)-1-{5-{2-(1H-indol-3-y))ethyl)-4-(4-ethylphenyl}-4H-1,2,4~
triazoi-3-yl}-2-(1H-indol-3-yi)ethyi)-2-(pyridin-2-yl)acetamide,

%?

compound 149  N-((R)-1-(5-(2-(1H-indol-3-yl)ethyl}-4-(4-ethylphenyl)-4H-1,2 4-
triazol-3-yi)-2-( 1H-indol-3-yhethyl)-2-amincacetamide,



For R5 = alkyl-S02-, aryl-S02-, arylalkyl-S02- (R = alkyl, aryl, aryialkyl):
RiAs introduction R202R3 1) R -S020,,S-N 2) N-deprotection when
necessaryRR4l 1) R -CHO, liaBI-bCN 2) N-deprotection when necessary
The compounds of the invention, especially compounds 1 to 190 were
named from the drawn formula using the Chem Draw Ultra 8 software
(CEBTEg¥SHt Corporation, Cambridge, USA). -101 - Brigfizeesiptiorrsas
the drawings Figures 1 -13 show th 5rpeasured competition plots of
the GHS-R la receptorligand binding assay with 12I-His9-ghrelin and
selecte pounds {, 31, 39, 45, 50, 5 62, 64, 71, 73, 74, 79,81 and 90
as describedg ) oe example section.  Figures 14 - 40 show the
calculated ?;?r,g;* plots of the in vitro intracellular Calcium release
assay with nN an GH3¥R la transfected CHO cells of the selected
compounds , 12, 20, 22, 31, 39, 41, 42, 45, 46, 47, 48, 49, 50, 51, 55,
62, 64, 67,7 4,79, 81, 90 and ghrelin as described in Ill) of the
well as 10 EC 50 and KI values for GHS receptor
IC50 and Kb values for GHS receptor antagonists. Figures
41 -46 s the effects of selected compounds 9, 38, 50, 64, 74, 81 on
the isoprorerenol-induced lipolysis inhibition curve of unacylated ghrelin

(UAGpingimens@dinesylegArans pice-Lnes 4iinduceduppsityias-.
deSC“be@b!m}(éua;-‘afﬁps.ﬁm4&@@8&%&%rﬂdsngiébc% otents of all cited

?xa i
references and patents are hereby incorporated by reference. The
invention }% @xplained in more detail by means of the following examples

without, ever, being restricted thereto. 20 WO

2007/0200 J%/OO?%S
N

2N
HN

5 compound 162  N-((R)}1-(5-(2-(1H-indol-3-yl)ethyl)-4-(4-methoxybenzyl)-4H-1,2,4-
triazol-3-yl}-2-(1H-indol-3-yl)ethyl)-2-aminoacetamide,

HaN

o258
N'Ef :Ne
Q) O
J
HN

compound 153  N-{(R}-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1 2, 4-triazal-3-yi)-
2-(1H-indol-3-yl)ethyl)-2-trans-aminocyclohexanecarboxamide,



- 102 - Examples I) Synthesis of compounds of the invention 5 Example 1:
(R)-N-(1-(5-(2-(1H-indol-3-yl)ethyl)-4-(2,4-dimethoxybenzyl)-4H-1,2,4-triaz
ol-3-y1)-2- (1H-indol-3-ypethyl)-2-amino-2-methylpropanamide
(Compound 1) Compound 1 was obtained from Boc-(D)-Trp (10 mmoles),
(2,4-dimethoxyphenyl)- 10 methanamine, 3-(1H-indol-3-yl)propane
hydragidezemd Boc-2-amino-2-methylpropanoic acid accordipgri@sties/eo794s
general synthetic schemes with a total yield after purification by HPLC of
35%. iFf NMR (400 MHz, 300K, DMSO-%: 1551.32 (3H, s, CH3 Aib),
1.36 (3/1, S..CHs Aib), 2.93 (2H, m, CH2-CHrindole), 2.97 (2H, m, -
[ ), 3.31 (1H, dd, J=14.5, J=6.1, 1H CH2 IMP), 3.38 (1H, dd,
9 3¢'1H CH24pTrp), 3.66 (3H, s, 0-OCH3), 3.72 (3H, s,
p-OCH3Y, MNd-l N =16.9, 1H CH2 o,p-dimethoxybenzyl), 5.10 (1H,
d, J=16.9,1HC 2”9@@ E;éthoxybenzyl), 5.23 (111, m, CaH Trp), 6.31
(114, dd, J=NQ'3 J=1.7, 0,p-dimethoxybenzyl), 6.45 (1H, d, 20 J=8.5,
H6 o,p-dimetho zyl), 6.59 (1H, d, J=1.7, H3 4p-dimethoxybenzyl),
6.88 (1H, t, J37.5; f@‘re 0.6.94 (1H, t, J=7.5, H6 indole), 7.04 (1H, t, H6

‘ , t, H6 In- dole), 7.08 (1H, s, H2 indole), 7.11 (1H, S. H2
Trp), A8 (1H, d, J=7.9, H4 Trp), 7.33 (3H, H4, H7 indole, H7 Trp), 8.05
(2H, s, NH2 Aib), 8.95 (1H, d, J=7.9, NH Trp), 10.80 (1H, s, NH indole),

%gli?gﬁkﬁfﬁdﬁﬂmolw-ﬁm @ﬁiS@viwﬁlﬁﬁﬁgﬂA%Wb) 25W4 L x0R)oR3AS-
[

(QH2- CCI(-|2|rI1doI%? ié@Y{%c @f'%%é &% 0,p-dimethoxybenzyl), 45.3

5.2 (p-OCH3), 55. 4 (oCHO 56.3 (Cqg Aib), 98.6 (Ces

, C7 mdcﬂe) 112 9 (Cs indole), 115.2 (CI 0,p- 30

H 1 7 . mdole) 117.9 (C4 Trp), 118.2 (Cs Trp, 06
indole), 120,9 \gs dole) 122.4 (C2 indole), 124.3 (02 TrP), 126.8
(Cs IndoIe)N 176.9 (Cs rP). WO 2007/020013PCT/EP2006/007945 -103-

127.5 (C6 ot 4 ybenzyl) 136.0 (C8 Trp), 136.2 (C8 indole), 154.6
(ZCq triazoley, 157 -dlmethoxybenzyl) 160.4 (C4

ed: 604.3 g|mpI 5 Example 2:
(R)-N-(1-(5-benzyl-4-(naphthalen-1-ylmethyl)-4H-1

54 -wrErEng 1155 (1 RMddB=Yethet)yibenaihb-ghenetiv it Pathtiarioles-yi)-
(CompoexitHandol-3-ylethylpiperidine-3-carboxamide,

\\_Q_\

compound 156  N-({(R)-1-{4-(4-ethylbenzyl)-5-phenethyl-4H-1,2 4-triazal-3-yi)-2-
{1H-indoi-3-wethyl}-2-aminobenzamide,



Compound 4 was obtained from Boc-(D)-Trp (10 mmoles),
naphthalen-1-yl- 10 methanamine, 2-phenylacetohydrazide and
Boc-2-amino-2-methylpropanoic acid according to the general synthetic
schemes with a total yield after purification by HPLC of 42%. 11-1NMR
(300 MHz, DMSO-d6, 300K): 15 6(ppm) 1.18 (311, s, CH3 Aib), 1.24 (3H,
W@FWA%’P% 17 (1H, dd, J= 14 Hz and 5 Hz, CH2 f3Trp), BGGEERRISHATO4S
J=14 and 9 Hz, CH2 PTrP), 4.05 (2H, g3, _CHrbenzyl), 4.90 (1H, m, CH
aTrp), 5.65 (1H, d, J= 18 Hz, CH2-naphty9, 5.81 (1H, d, J= 18 Hz, CH2-

naphtyl), (1H, d, J.= 7 Hz, H2 naphtyl), 6.38 (11-1, t, JO-= 7 Hz, H5
Trp), 6.4 , d, J0gz 8 Hz, H4 Trp), 6.85 (1H, t, .= 8 Hz, Hg Trp), 7.03
(1H, d,H W ¥ Trp), 7.05- 20 7.12 (5H, m, CHar benzyl), 7.15 (1H,

d,J=8 Hz H7Ir (1H, d, ..10= 8 Hz, H3 naphtyl), 7.58 (2H, m, H5
and H7 ngpliyl) 7.81 , d, J.= 8 Hz, H4 naphtyl), 7.89-8.01 (5H, m,
NH2 Aib, naphtyl) 8.92 (1H, d, ..I= 8 Hz, NH amide), 10.73
(1H, s,.NH indole NMR (75 MHz, DMSO-d6, 300K): 25 5(ppm)
23.5 Alb), 23. 6 (CH3 Aib), 29.2 (CH2 Iffrp), 30.5 (CHrbenzyl), 44.0
(CH2-"haphtyl), 45.6 (CH aTrp), 56.6 (Cq Aib), 109.7 (C3 Trp), 111.7 (C2
Trp), 117. 9 C4 T1P), 118. éCS Trp), 121.1 (C6 Trp), 122.1 (C2 naphtyl),
122 EERPHRE Y ‘1A S R Hnsiei3- ?@“ﬁ%mﬁﬁj‘v&%wtﬁazol 3-y1)-
naphtyl? ﬂt’@@q@dﬂmbyl)aﬂfﬁwg.naphtyl) 128.2 (C4 benzyl),
128.7-129.1 (C2, C3, C5 and Cg benzyl, C4 and C5 naphtyl), 129.9 (C9
naphtyl), G0°131.5 (C, naphtyl), 133.5 (C10 naphtyl), 136.2 (C, benzyl),
136.4 (C E’). 15442 (Cq triazole), 155.7 (Cq triazole), 171.9 (CO Alb).
WO 2007/ /EP2006/007945 - 104 - ESI-MS: found: m/z 543.4
[M+H]/ calc\‘(flt g/mol Example 3:

(R)-N- (1- (1H indol-3-yOethyl)-4-(naphthalen-1-ylmethyl)-41-1-1,2,4-t
riazol-3- yl F2-"5 -indo1-3-ypethyl)-2-amino-2-methylpropanamide
Apound 5 was obtained from Boc-(D)-Trp (10 mmoles),

schemes with a total yield after purification by 10 HPLC of 33%. 1F1 NMR

(400, K): 8P 5 (3H, s, I13A|b)128(3H
& 1%@”9 R PRI B e s
-indolef" %"Qjﬁpfﬁd@%iﬁﬂ%bwm'demz pirp), 3.40 (1H, dd, 15
3J=14. and 8.8 Hz, CH2 pTrp), 5.03 (1H, m, CH aTrp), 6.62 (1H, d, J=
18.0 HZ{ CN2- naphtyl), 5.76 (1H, J= 18.0 Hz, CH2-naphtyl), 3.36 (1H, d,
.10=7. htyl), 6.51 (1H, t, ..10= 7.4 Hz, H2 Trp), 6.72 (1H, d,
JO=7.9 Tip)6+/6 (1H, t, .10= 7.5 Hz, Ha indole) 6 92 (1H, t, J'=
7.5 Hz HQ_ T ) @ t, JO= 7.5 Hz, Hg indole), 7.02 (1H, d, J= 2.0 Hz,
.09:LH, d, J= 2.0 Hz, H2 Trp), 7.13 (1H,,d, .10= 7.9 Hz, H4
20 indole) 17.2 ,..10= 7.9 Hz, H7 Tip), 7.27 (1H, t, .10= 8.2 Hz, H3
.29 (1H, d, H7 indole), 7.58-7.64(2, m, Ha and H7 naphtyl), 7.88
8.2 Hz, Hp naphtyl), 7.93 (1H, d, '10.= 7.9 Hz, H2 naphtyl),
a, NH2 Aib), 8.03 (1H, d, J'= 8.2 Hz, Hs naphtyl), 8.96 (1H, d,
.10=7.9 Hz, NH Tip), 10.75 (1H, bra, NH indole), 10.77 (1H, brs, NH
indadenhigdund 159 N-({R}-2-(1H-indo}-3-y}-1-(4~(2,4-dimethoxyphenyl)-5-phenethyi-
4H-1,2 4-triazol-3-yl)ethylpicalinamide,




25 13C NMR (100 MHz, DMSO-d6, 300K): 5(ppm) 22.6
(CH2-CH2-indole), 23.1 (CH3 Aib), 23.2 (CH3 Mb), 25.3 (CHrCH2-indole),
28.8 (CH2 PTIP), 43.3 (CH2-naphtyl), 45.3 (CH aTrp), 56.2 (Cqg Aib),
109.4 (C3 Trp), 111.2 (C7 indole and C7 Trp), 112.9 (C3 indole), 117.5
(C4 Trp), 117.8 (C4 indole), 118.0 (Cs Trp), 118.1 (Cs indole), 120.7 (C6
T, 29B¢E6 indole), 121.6 (C2 naphtyl), 122.5 30 (C2 indule/Erdo@&m 7945
naphtyl), 124.4 (C2 Tip), 125.4 (C3 naphtyl), 126.3 (C6 naphtyl), 126.6
(C9 indole, C3 Tip and C7 naphtyl), 12")%‘(C4 naphtyl), 128.6 (Cs
naphtyl), 122.5 (C9 WO 2007/020013PCT/EP2006/007945 - 105 -
naphtyl), 131.4y(Cii naphtyl), 133.1 (C10 naphtyl), 135.9 (C6 Trp), 136.1
(C5 indole), T64.7(2 ¢f triazole), 171.4 (CO Alb). ESI-MS: found: m/z
596.4 [M+HFcafduldgteg—§95.3 g/mol 5 Example 4:

H<n -yflethyl)-4-(3-methoxybenzy1)-4H-1,2,4-triazol-
3-y1)-2-(1Hh A1)ethyl)-2-amino-2-methylpropanamide (Compound 6)

-amino-2-methylpropanoic acid according to the general
synthetic schemes with a total yield after purification by 11PLO of 25%.
1FI NeQRPIY NGz, DIER2 46 Y- n®Bphrhj4d 28-4B1eihoxdhB i) pHa Bhy-
(3)1, s, @B 2kyiaZoR2 fiPithyIRe-EreGHadeimiad. 98 (2)1, m,
CH2-CH2-indole), 3.33 (1H, dd, J=14.5, J= 6.2, 1)1 CH2 I13Trp), 3.40 (1H,
dd, J=14.5/35 8.8, 1H CH213Trp), 3.66 (311, s, OCH3), 5.09 (2)1, m, CH
2 m- meth enzyl), 5.22 (1)1, m, CaH Trp), 6.38 (1H, d, J=7.5, Hs
m-methoxybgenzyl), 6.89 (1H, S, H2 m-methoxybenzyl), 6.86 (1H, t, H5

Trp), 6.87 (12 Hif M-methoxybenzyl), 20 6.92 (1H, t, J=7.5, H5 indole),
7.03 (1)1, t, J=7)9,A8¢I1p), 7.05 (LH, t, Hel indole), 7.07 (1H, S, H2

indole), 7.15[\(3{1, 27TrP), 7.18 (1H, t, H5 m-methoxybenzyl), 7.19 (1H,
d, H4 Trp), 7 4 indole), 7.32 (2)1, H7 Tip, 117 indole), 8.00 (2)1,
s, NHZAip), £.96 (11, d, J=8.1, NH Trp), 10.78 (1H, s, NH indole), 10.80

(11-1} H indole Trp). 13C NMR (400 MHz, DMSO-d6): 25 8(ppm) 22.4
(CH2-CH2 indole), 23.1 (CH3 Aib), 23.3 (CH3 Aib), 25.4 (CH2-CH2

inioledmBuh C@1TIPN-{BR{EH A BYethquybeybinéRehéRa BipleRind-
(OCHS)450 2 {GaA) AB=arEBlakllhf T, C7 ndole), 112.0

(C2 m-methoxybenzyl), (C4 m- methoxybenzyl, C3 indole), 117.8
(C4 Tip, 06,m;methoxybenzyl), 118.0 (C4 indole), 118.2 (C5 indole), 118.3
(C5 Trp), 10,8 (C6 indole), 120.9 (C5 Tip), 122.4 (C2 indole), 30 124.3
(C2 Tip), 1267 (C5 indole), 126.9 (C5 Tip), 130,0 (C5 m-methoxybenzyl),
136.0 07 "hNH |

N\ N
@j -
Q
AY

compound 182  N-{{R)-2-{1H-indol-3-yI}-1(4-(2,4-dimethoxyphenyi}-5-phenethyi-
4H-1,2 4-triazol-3-yl)ethyl)}-2-aminoacetamide,



WO 2007/020013PCT/EP2006/007945 - 106 - (C8 indole), 136.1 (Cs Trp),
137.2 (C1 m-methoxybenzyl), 154.3 (2Cq triazole), 159.6 (C3
m-methoxybenzyl), 171.4 (CO Alb). ESI-MS: found: m/z 576.6 um+Fir
calculated: 575.3 g/mol 5 Example 5:
(R)-N-(1-(4-(3-methoxybenzyl)-5-benzyl1-4H-1,2,4-triazo1-3-y1)-2-(1H-ind
ol? -ﬁﬂ%@?ﬁ‘iﬂig’z- amino-2-methylpropanamide (Compound <TG 9ridIs7s
was obtained from Boc-(D)-Trp (10 mmégqs), (3-methoxyphenyl)- 10
methanamine, 2-phenylacetohydrazide and
Boc-2-aminas2-methylpropanoic acid according to the general synthetic
schemes with,a total yjeld after purification by EPIC of 30%. 'H NMR (400
MHz, DMS®d6)H19 5 ) 1.25(311 s, CH3 Aib), 1.29 (31-1, s, 01-43
Aib), 3.24 (1Mxdd, J= , J=5.8, 1H CH2 Dim), 3.38 (1H, dd, J=14.3,
J=9.1, 1H C¥ ), 3.61 (3H, s, m-OCH3), 4.04 (2H, m, CH2 benzyl),
507 (1H,d, )1 @ FCH2 m-methoxybenzyl), 5.13 (1H, d, J=17.4, 1H
CH2 @»~ oxym%nzyl), 5.14 (1H, m, CaH Trp), 6.32 (1H, d, J=7.8, H6
mmethoxybenzyl), 6.40 (1H, m, 1-12 m-methoxybenzyl), 6.82 (1H, t, H5
Trp), 6.83 (1H, gﬁ 20 J=7.8,114 m-methoxybenzyl), 7.01 (1H, t, J=8.2, H6
Ty PO, 85N R o (e 6 DB oryahen-Sonsneont
m, H2, HE-BaAAjaror3tdiety ripeidne B tensraideoxybenzyl), 7.20 (1H, m,
H4 benzyl), 7.24 (2H, m, Hs, H5 benzyl), 7.29 (1H, d, J=8.2, 1-12Trp),

7.99 (211 syNH2 Mb), 8.92 (1H, d, J=8.2, NH Trp), 10.77 (1H, s, NH
indole Trp}~25NMR (400 MHz, DMSO-c16): 8(ppm) 23.0 (C1-13 Aib),
23.3 (CH3 NHS, Trp), 30.1 (CH2 benzyl), 45 2 (Ca Trp), 45,6

("QH2- m-mﬂ.ﬁ%‘x e , 54,9 (m-OC1-13), 56.2 (Cq Aib), 109.4 (Cs
Trp), 111.2 Jrpn111.7 (C2 m-methoxybenzyl), 113.1 (C4
m-methoxyb nz?é’j}ﬁ’.g (C4 Trp, Cg Mmethoxybenzyl), 118.2 (C6 Trp),
p), 24.3 (C2 Trp), 126.6 (C4 benzY1), 30 126.8 (C44 Trp),
s, Cs beﬁzyl), 128.4 (C2, C6 benzyl), 129.9 (C6 m- WO
2007/020013PCT/EP2006/007945 - 107 - methoxybenzyl), 135.9 (C1
banZfMER 16437 MHEHHIRemyA herisin-g-Yastay(ckittiaddtiarot B4
(Cq triafBiehdeisoybef@Brincinatidybenzyl), 171.3 (CO Aib). ESI-MS:
found: m/z 523,3 [M+HTr / calculated: 522.3 g/mol 5 Example 6:
(R)-N-(%z;z-(lH-indo1-3-ypethyl)-4-benzyl-4H-1,2A-triazo|-3-y1)-2-(1H-i

ndol-3- lfﬁyl)-21¢1mino-2-methylpropanamide (Compound 8)

Compou W tained from Boc-(D)-Trp (10 mmoles),

phenyim%th namnt -(1H10 indo1-3-yl)propane hydrazide and
Boc-2-agnimio-2-metfylpropanoic acid according to the general synthetic

schemesith tal yield after purification by HPLC of 45%.
:5\ \ 7/

compound 165  N-{(R)-1+{5-benzyl-4-({pyridin-2-ylimethyl)-4H-1 .2 4-trigzol-3-yl)-2-
{1H-indol-3-yl)ethyl)-2-amino-acetamide,



11-1 NMR (400 MHz, DMSO-d6): 5(PP111) 1.29 (3H, s, CH3 Aib), 1.30
(3H, s, CH3 Aib), 2.88 (2H, m, ,C_1-J2-CH2-indole), 2.97 15 (2H, m,
CH2-02-indole), 3.37(2H, m, CH2 ftTrp), 5.11 (2H, s, CH2 benzyl), 5.21
(1H, in, CaH Tip), 6.86 (1H, t, J=7.4, HB Tip), 6.88 (2H, H2, HB benzyl),
6.92 (1H, t, J=7.6, H6 indole), 7.03 (1H, t, J=7.6, H6 Tip), 7.05 (2H, H6
ind&1800FA2208le), 7.09 (1H, d, J=1.8, H2 Tip), 7.17 (1H, d, JexTrapkidsMnp)4s
7.26 (2H, H3, HB benzyl), 7.27 (1H, H4 benzyl), 7.30 (1H, H4 indole), 7.32
(2H, H7 Tip, H7 indole), 8.03 (2H, brs, N2 Alb), 8.95 (1H, d, 20 J=8.1,
NH Tip), 10.44 (1H, S. NH indole), 10.81 (1H, s, NH indole Trp). 13C NMR
(400 MHz, Méo-( H6): 8(pPm) 22.4 (CH2-CH2 indole), 23.1 (CH3 Aib),
23.3 (CH3Ai)Y 25.4 H2-CH2 indole), 28.7 (Op Trp), 45.3 (Ca Tip,
CH2-benzNJ_ 6 Ib), 109.5 (C3 Tip), 111.3(07 Tip, 07 indole),
113.0 (03jndole), 117.8 (04 TM), 118.0 (C4 indole), 118.2 (C5 indole),
118.3 25 ( 5?@20.9 (C6 Tip, C6Indole), 122.4 (C2 indole), 124.3(02
Tip), 1 (02,%06/enzyl), 126.7 (C-3 Indole), 126.9 (C5 Tip), 127.6 (04
benz 8.8 (03, CB benzyl), 135.7 (C, benzyl), 136.0 (08 Tip), 136.1
(08 indole), 154.3 (Cq triazole), 154.5 (Cq triazole), 171.4 (CO Aib).

ESI'M%MQ: {Eéz 5@(%)M(Sﬁ%£@£ﬂL@P%ﬂ{-%l?m?étg{rm%—i .}gﬁri-azoi-?,-yl)-b

Example 7: L )

(R)-N-(L 6P P PR RG y A RONNSEI 4H-1,2, 4-triazol-3-y1)-2-(1H
-indol-3- Xfiethyl)-z-amino-2-methylpropanamide (Compound 9) 5
Compo@ was obtained from Boc-(D)-Trp (10 mmoles),

phenyl namine, 4-(1Hindol1-3-yl)butanehydrazide and
Boc-2-amifo-2-methylpropanoic acid according to the general synthetic
schemeswitR ield after purification by 1-PLC of 38%. 'H NMR (400
MHz, D “c16): (ppm) 1.29 (3H, s, CH3 Aib), 1.31 (3H, S. CH3
Aib), 1.9 TLCH2-Qt21 -CH2-indole), 2.61 (2H, m,
airCH2-CH2-indolg), 2.69m, CH2-CH2-CHrindole), 3.37 (211, m, CH2
pTrp) 9 (2H.S, CH2 benzyl), 5.20 (1H, m, CaH Trp), 6.85 (31-1, m,

H2, H6Benzyl, H5 Trp), 6.94 (1H, t, J=7.5, H5 indole), 7.01 (1H, s, H2
ingiole),'7.02 1H t,J=7.8, He Trp), 7.05 (1H, t, J=8, H6 indole), 7.08 (1H,
d 51=5% QY 1577 1 01452800 SR Foyf et k8- 1 Arrizphg-vi-2-
115 benytindoR3-ylathyth21e800; 27ethyinrope@anitel, d, J=8.0, H2 indole),
7.42 (1H, d, J=7.8, H4 indole), 8.03 (2H, s, NH2 Aib), 8.95 (1H, d, J=8.1,
NH Tr%% (14, s, NH indole), 10.80 (1H, d, J=2.0, NH indole Trp).

13C N Q0 DMSO-d6): 5(PPm) 23.1 (Cl-13 Aib), 23.3 (CH3
Aib), 238((3%—,1”2 H2-indola), 24.1 (CHrCHr 20 CH2-indole), 27.2
(CH2-CHYEf12-indofe}, 28.7 (CD Trp), 45.4 (Ca Trp), 45.5 (CH2 benzyl),

56.3 (Cq 15)) 4 (C3Trp), 111.3 (G2Trp, C2 indole), 113.6 (C3
indole 7.8 CN Trp), 118.0 (C6 indole), 118.2 (C4 indole), 118.3 (Cs
Trp), .8 (C6 indole, C6 TIP), 122.2 (02 indole), 124.3 (C2 Trp), 125.9
(C2, C6 benzyl), 126.8 (C9Trp), 127.0 (C9 in-dole), 127.7 (C4 benzyl),

nao) 8 (LA R S R ety

found: iy GBS Erfiay! é\@t’ﬂ?ﬂ%’ﬁ‘%ﬁ@f@@%‘ﬁ&xample 8:



- 109 - Compound 10 was obtained from Boc-(D)-Trp (10 mmoles),
(3-methoxyphenyl)- methanamine, 4-(1H-indo1-3-yObutanehydrazide and
Boc-2-amino-2-methylpropanoic acid according to the general synthetic
schemes with a total yield after purification by HPLC of 25%. 5 1F1 NMR
(400 MHz, DMSO-d6): 8()P1m) 1.27 (3H, s, CH3 Aib), 1.30 (31-1, s, CH3
A 2999281 m, CH2-CHrCHr indole), 2.62 (211, m, PCT/EP2006/007945
C112-CH2-CH2-indole), 2.68 (2H, m, CH2-CH2-g_21 -indole), 3.24 (1H,
dd, J=14.5, J=5.8, 1H 0112 Fro), 339(11I dd, J=14.5, J=9.0, 1H CH2

PTrp) 3 10 (3H, s, m-OCH3), 5.07 (2H, s, CH2 m-methoxybenzyl),
5.18 (1 n CaHiTrp), 6.35 (1H, d, J=7.5, H6 m-methoxybenzyl), 6.54
(1H, bs ybenzyl), 6.84 (1H, t, J=7.5, I-15Trp), 6.87 (1H, dd,

J=8.0, J ethoxybenzyl), 6.94 (11-1, t, J=7.3, Hs indole), 7.02
(11-1,t, N 02 (1H, 5, H2 indole), 7,05 (1H, t, J=7.8, H6 indole),
7.08 (1114 d, J= H2 Trp), 7.13 (1H, d, J=8.1,1-14 TIP). 7.17 (1H, t,
J=8. 1|n 15 mettroxybenzyl), 7.30 (1H, d, 117 Trp), 7.32 (1H, d, J=8,
H7 indeté), 7 42 (1H, d, J=7.6, 114 indole), 7.98 (2H, s, NH2 Aib), 8.93
(1H, 8’ J= 8 2, NH Trp), 10.71 (111, s, NH indole), 10.77 (1H, s, NH indole
Trp). 13C NMR (400 MHz, DMSO-d6): 8(ppm) 23.1 (CH3 Aib), 23.3 (CH

Aib), st d Gt 2163H2 k340 4 i
L e M it
45.4 (C rp’x‘) : ‘% BE?H‘?{" %.3 (Cq Aib), 109.5(03 Trp), 111.3 (02
Trp, OZ@Je) 111.8 (C2 m-methoxybenzyl), 113.0 (C4

)

m-meth enzyl), 113.8 (C3 indole), 117.8 (C6 m'methoxybenzyl), 117.9
(C4 TrP), 118.1 (5 indole), 118.2 (05Trp, C4 indole), 120.8 (06 Trp),
120.9 (i 1o .2 (02 indole), 124.3 (02 TrP), 126.8 (C9 Trp), 127.0
(Cu 25 |gtigle), 13820 (C5 m-methoxybenzyl), 136.0 (03 Trp), 136.2 (Cs
indole), 7 | tnmethoxybenzyl ), 154.3 (Cq biazole), 154.6 (Cq

triazo 59. m-methoxybenzyl), 171.4(00 Alb). ES1-MS: found: m/z
590. +Hr/ calculated: 589.3 g/mol 30 Example 9: - 110 - Compound
11 was obtained from Boc-(D)-Trp (10 mmoles), naphthalen-1-

ybnetbaiainael 0 Hviqeph-Syemylangieirazidemang)-4+-1,2,4-triazol-3-yi)-2-

Boc- 2‘%'”9&&-?\-—?}@[%' Emé%mdgccordmg to the general synthetic
schemes with a total ﬁeld after purification by 5 HPIC of 22%. 'H NMR

(300 Mjsz, DMSO-d8, 300K): 6(ppm) 1.20(3H, s, CH3 Aib), 1.25(3H, s,

CH3 Aibgb 93 ( rn, CH2-CH2-0112-indole), 2.66 (411, m,

C1i2-0HH 11y ‘* 3.25 (1H, dd, J= 14 Hz and 5 Hz, CH2 WirP), 3.40
10 (1H, dsd= 14 And 9 Hz) CH2 I3TrP), 4.95 (11-1, m, CH aTrp), 5.66
(111, d,

0=)7 Hz, H2 naphtyl), 6.43 (1H, t, Jo= 7 Hz, He Trp), 6.59
8 HzN114 Trp), 6.86 (3H, m, Hs and He indole, 116 Trp), 6.95
(1H, d73=2 Hz, 112 indole), 7.00 (111, d, 4=8 Hz, 114 indole), 7. 06 (1H,
d,J=2Hz, H2 Tr ) 720733§ H, m, H4 and H2 indole, H Trp, H
naptBMP6d 12 (21 PR AR AR RAPAT IR @i (&H.rasie@mefm
naphtyl¥;(#-98tierbenzyRii- Wald-triasledadHpr@naapdteyl), 8.95 (1H, d, J=8
Hz, NH amide), 10.70 (1H, s, NH indole), 10.77 (1H, s, NH indole Trp).
130 NMR (75 MHz, DMSO-d6, 300K):

EE’@CHZ-naphtyQ, 5.81 (1H, d, J= 18 Hz, C112-naphtyl),



5(PPm) 23.5 (01-13Aib), 23.6 (0113Aib), 24.1 (Hz-OHrOH2-indole), 24.5
(CH2-CH2- 20 CH2-indole), 27.6 (CH2-0H2-CH2-indole), 29.1 (CH2
ftTrp), 44.1 (QHrnaphtyl), 45.7 (CH a Trp), 56.7 (Cq Aib), 109.7 (03 Trp),
111.7 (02 indole and C2Trp), 113.9 (03 indole), 117.9 (04 Trp), 118.5(04
indole, Cs Trp), 118.6 (03 indole), 121.1 (06 TrP), 121.2 (Ce indole), 122.1
(CEOrapHiAp1122.7 (02 indole), 122.9 (06 naphtyl), 125.0 (0O2JrRp248m8 945
(C3 naphtyl), 126.8 (06 naphtyl), 127.0 ({0 indole), 127.1 (C, naphtyl),
127.4 (Co Trp), 25 128.5 (Co naphtyl), 129.2 (06 naphtyl), 129.9 (Co
naphtyly 131.6 (Cl naphtyl), 133.6 (Clo naphtyl), 136.4 (02, Trp), 136.7
(Co indet®), 1554 (Cgs triazole), 171.9 (CO Aib). ESI-MS: found: m/z
610.3 [M*Frcdlculateei 609.3 g/mol Example 10: 30
(R)-N-(1x5A2-(18-in -yl)ethyl)-4-(4-methoxybenzyl)-4H-1,2,4-triazol-
w%—gyl)ethyl)-z-amino-2-methylpropanamide (Compound

12) Compou 2 was obtained from Boc-(D)-Trp (10 mmoles),

(4-methgxyph )- methanamine, 3-(1H-indo1-3-y9propane hydrazide
inoe2=-methylpropanoic acid according to the general

emes with a total yield after purification by 5 HPLC of 28%.

'H NMR (400 MHz, DMSO-d6): 5(PPm) 1.30 (3H, s, CH3 Alb), 1.33 (3H, s,

CH3 Al , My, ! -GH2-indol 7. Q22 o
-mdo%‘?’g%?* ﬁ?‘@:@ ‘ﬁ%%?@s?ﬂ%ﬁ%@%ﬂéﬂ&%iﬁ%@%y&!&
p-methoXybah %y?)y DYhIA RO e HRSPRIIBIER -1, m, CHar
p-methoxypenzyl), 6.87 (1H, t, .J=7.5, 115Trp), 6.93 (1H, t, J=7.5, Hs
indoleﬁz’ié (1H, tgH6 Trp), 7.05 (1H, t, Eig indole), 7.07 (1H, s, H7
indole), %@9kH S L2 Trp), 7.21 (1H, d, J=8, H4 Trp), 7.32 (3H, H4
indole, HZ‘ Tr, .,.,e), 8.02 (2H, s, NH2 Aib), 8.97 (1H, d, J=8.1, NH
TM), 104/ 1H, s, NH indole), 10.80 (1H, s, NH indole Trp). 15 13C NMR
(400 MHz\DM 6): 5(PPm) 22.4 (CH2-CH2 indole), 23.1 (CF13 Aib),
23.4 Aib}}25.5 (cH2-CH2 indole), 28.9 (CO Trp), 44.9 (CH2

p-me benzyl), 45.3 (Ca Tip), 55.0 (OCH3), 56.3 (Cq At), 109.5 (Cs
Tip), 111.3 (C, Trp, C7 indole), 113.0 (C3 indole), 114.1 (C7, Cg
IOmemxbwwml17@(@4-@9&:12;}!-&&1@9@%9‘3@@0,Qk%ﬁagoﬂgisibllq lﬁ}shd053-
118.3 ( Tl@l _gm%%(_) 9 % 6 mdgle,mg Trp), 122.0 (C2 indole), 124.4 (C
Trp). 12 E}? indo ef T ?@r&?sn?rp , 127.3 (C7, C6 p-methoxybenzyl),
127.4 (C1 p-methoxybenzyl), 135.9 (Cs TIP), 136.1 (Ca indole), 154.2 (Cq
triazolé?,”§4.5 (Cqjtriazole),158.4 C4 p-methoxybenzyl), 171.4 (CO Alb).
ESI-MS: 12)56.3 [M+Hr/ calculated: 575.3 g/mol 25 Example 11:

(- (A=rriet enzyl)-5-benzy1-4H-1,2,4-triazol-310-2-(1H-indol
-3-yfteth @o-z-methylpropanamide (Compound 13) 30 Compound

om Boc-(D)-Trp (10 mmoles), (4-methoxyphenyl)-
, 2=phenylacetohydrazide and
ino-2-methylpropanoic acid ac- WO
2007/020013PCI1EP2006/007945
compound 174  N-((R)-2-(1H-indol-3-yl)-1-(4-methyl-5-phenethyl-4H-1,2, 4-triazol-
3-yhethyhpicolinamide,



- 112 - cording to the general synthetic schemes with a total yield after
purification by I-IPLC of 37%. NMR (300 MHz, DMSO-d6, 300K): 5 8(ppm)
1.24 (3H, s, CH3 Aib), 1.28 (3H, s, C1-13 Aib), 3.26 (1H, dd, 3Jr: 14 Hz
and 6 Hz, CH2 pTrp), 3.31 (1H, dd, 3.1= 14 Hz and 9 Hz, CH213TrP),
3.67 ﬁ{ 00H3), 3.99 (2H, s, CHrbenzyl), 4.99 (2H, s, C1:21

Rifok: ?16‘32;‘}%‘8nzy|) 5.12(11-1, in, CH aTrp), 6.67 (4H, m, CPIGF/EP2006/007945
p-methoxybenzyl), 6.80 (11-1, t, Jo= 8 kiz, Hs Trp), 6.98 (1H, t, Jd= 8 Hz,
H6 Tip), 7.02-7.06 (41-1, m, 112 and H6 benzyl, H2 and H4 Tip),

7.12-7. H, m, H3, Ho and 10 H5 benzyl), 7.26 (1H, d, Jo= 8 Hz, H7
Tip), 8. H, brsyNH2 Aib), 8.92 (1H, d, J= 8 Hz, NH Tip), 10.77 (1H, s,
NH indole, g R (75 MHz, DMSO-c16, 300K): 5(PPrn) 23.5
(CH3 Aib), 2 ib), 29.1 (CH2 pTrp), 30.6 (QH2-benzyl), 45.7
(QH2- p- me‘@ benzyl), 45.7 (CH alp), 55.5 (OCH3), 56.7 (Cq Aib),
109.8 (03 |p) 11.7 15 (C7 Tip), 114.5 (C3 and C5 p-methoxybenzyl),

0 Tip), 118.7 (CG Tip), 121.3 (C6 Tip), 124.8 (C2 Tip), 127.1 (C2
6 benzyl), 127.3 (CG lip), 127.6 (C7 pmethoxybenzyl), 127.8 (02 and
Cs p-methoxybenzyl), 128.8 (Cs, Cs and Cs 1)- methoxybenzyl) 136.3

(C,b (C @) &C E@% r I 159.1
(Co p(e' é}n%et %@Eéz Q 1. jé é§1 2% yf\jIL P Pou %% Bizph-3-¥)-
[M+H]*/%5|€’di§f’é8‘ 51@6 apgnamide,
(R)-N-(14542-(1H-indo1-3-ypethyl)-4-hexyl-4H-1,2,4-triazol-3-y1)-2-(1H-in
dol-3-yi l)- Z-ﬂmino-z-methylpropanamide (Compound 15) 25
Compou 145 as,ebtained from Boc-(D)-Trp (10 mmoles),

hexan-1- indol1-3-yl)propane hydrazide and

Boc-2-aly ethylpropanoic acid according to the general synthetic
scheme r}ﬁ)ﬁ@)tal yield after purification by HPLC of 28%. - 113 -
5(PPI1N 017(3K, t, J=7.2 (CH2)5-CH1), 1.01 (4H, m, 2CH2), 1.11 (2H, m,
Gl-Ir .14 (1H, m, 1H N-CH2-a,12), 1.33 (1H, In, 1H N-cH2-c12),
1.40(3K, 5, C1-13 Aib), 1.42 (3H, s, CH3 Aib), 3.05 (2H, in,-CH2-indole),

3 0(2K 41 do)337 1H, dd, J=14.2, J=7.6, 1H CH2
osemigpng 4751 IR RS S ah a3 g i )

N CHZ)Z‘SWI“G!?HE’ metmwqun@wﬁwl (1H, In, CaH Tip), 6.96(1K, Hs

Trp), 6.97 (1H, Hs indole), 7.06(2K, H6 Trp, H6 indole), 7.09 (1H, s, N2

Trp), H % H2 indole), 7.34 (2H, H7 Tip, H7 indole),7.48 (1H, d, H4
indol ,7 TrP) 8.14(2K, s, NH2 Alb), 9.08 (1H, d, J=7.8, NH

Trp), 1 1 : indole), 10.88 (1H, s, NH indole Trp). 10 13C NMR
(400 M O -d6): 8(PPM) 13.7 (CH2)5-0-11), 21.7 (CH2-CH3), 22.4

I
(CH2- d 23.1 (CH3 Aib), 23.3 (013 Aib), 25.1 (al2-CH2indole),
25.5 3- CH2 ©QH2-02), 29.1 (Cp Tip), 29.3 (NCH2-CH2), 30.4
(C1-}8<CH2-2.21) 42.6 (N-OrCH2),45.6 (Ca Trp), 56.3 (Cq Aib), 109.2
(Cs Trp), 111.4-111.5 (0 Trp, C7 indole), 112.8 (C3 indole), 117.7 (C4
Trp) pgmgqyr(¢§ T (R)-1-{4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-triazot-3-yi)-
2~(1H-indol-3-yl}-N-phenylmethanesulfonylamine,

d*



15 indole), 118.2 (Ca indole), 118.4 (C5 Tip), 120.9 (C6 indole, C6 Tip),
122.6 (C2 indole), 124.3 (C2 Trp), 126.8 (C9 Trp), 126.9 (C9 indole),

136.0 (C8Trp), 136.2 (03 indole), 154.0 (Cq triazole), 154.1 (Cq triazole),
171.4 (CO Aib).ESI-MS: found: m/z 540.3 [M+H] / calculated: 539.3 g/mol
20 Example 13:

(SYNOTEBR (1H-indol-3-yl)ethyl)-4-(2,4-dimethoxybenzy 1 PCT/EP2006/007945
4H-1,2,4-triazol-3-y1)-2- 74
(1H-indo1-3-ypethyl)-2-amino-2-methylpropanamide (Compound 18)

Com g8 obfaine ifethoxybe 1,2, A-triazol-3-yi)-
. omgongnen e e s PR A o
hydrazide 'and Boc- -)'amlng- -%‘%Tﬁrﬁpropanoic acid according to the

general thetic schemes with a total yield after purification by HPLC of
30%. B{30kMHz, DMSO-de, 300K): 30 o(ppm) 1.27 (3H, s, CH3
Aib), 1.31 (3HY'S. ib), 2.89 (2H, m, CI-J2CH2-indole), 2.93 (2H, m,

CH2CHiriny )."3.2¥£2H, in, CH2 pTrp), 3.62 (3H, s, 0-OCH3), 3.68 (3H,

N

H, d, 3J= 17Hz, CH2-0,p-dimethoxybenzyl), 5.06 (1H,

, 114 - o,p-dimethoxybenzyl), 5.18 (1H, m, CH aTrp),
d, Jp= 8+?z and Jp= 2Hz, H5 op-dimethoxyberizyl), 6.40 (111,
6 0,p-dimethoxybenzyl), 6.56 (1 d, Jp= 2Hz, H3
o,p-dimethoxybenzyl), 6.83 (1H, t, ..10= 7Hz, H5 Trp), 6.90 (1H, t, ..10=7
Hz, HOTRENEY 778 (MR- Ld-Gdydiraipofasnsy i RRRnstay - #0172 4 tiagol-3-
H2 indo) 27 B8indekt 39l athe )} 2r@yire-2-metigiptorhrapyid8 Hz, H4 Trp), 7.29
(3H, 114 and H7 indole, H7 Trp), 8.00 (3H, brs, NH2 Alb), 8.93 (1H, d, J=
8 Hz, NBhamide), 10.76 (1H, s, NH indole), 10.79 (1H, s, NH indole Trp).
13C NMR Eﬁl_l‘\/l A .DMSO-c16, 300K): 8(ppm) 22.9 (CH2CHrindole),
23.6 (Ol-fB b) H3 Aib), 25.8 (QH2CH2-indole), 10 29.2 (CH2
ftTrp), 43;4{CHro,p-dimethoxybenzyl), 45.7 (CaTrp), 55.7 (p-OCH3), 55.9

NS

(0-OCH3) (Cq Alb), 99.0 (C3 o,p-dimethoxybenzyl), 105.1 (C5
o,pdim ), 109.9 (C3Trp), 111.8 (C7Trp, C indole), 113.4 (03
indol 0,p-dimethoxybenzyl), 118.3 (04 indole), 118.4 (04 Tip),
118.6 Trp, 05 fhdole), 121.3 (05 Tip, C6 indole), 122.6 (02 indole),

124.4 (02 Trp), 127.2 (09 indole), 127.3 (Ca 15 Tip), 128.0

(060 FPARREROLEH e n T {(F36-U-{T5Tipsthead s (D) S iploks)yieE 102 (2t@gol-
triazole 3-#%Z-{1 KAiokBgiaminetyben 2/d)ahn6.9 (04 o,p-dimethoxybenzyl),
171.6 (CO Aib). ESI-MS: found: m/z 606.2 [M+H]/ calculated: 605.3 g/mol
20 Ex&mple 14:

(R)-N-(1-(5¥3-(FAsindo1-3-yftpropyl)-444-methoxybenzyl)-4H-1,2,4-triazo
I-3-y1)-27~(1 in ethyl)-2-amino-2-methylpropanamide (Compound
23) Comipaund 23 Was obtained from Boc-(D)-Trp (10 mmoles),

(4-methoXyph )- 25 methanamine, 441H-indo1-3-y9butanehydrazide
and Bgt-2- -methylpropanoic acid according to the general
@ scﬁemes%Nith a total yield after purification by HMS 01 25%. 1H
NMR 300 MHz, DMSO-d6, 300K): 30 8(ppm) 1.27 (311, s, CH3 Aib), 1.30
311, s, CH3 Aikg 1.84 (2H, m, CH2CH2CH2-indole), 2.58 (2H, m,
269PEHhd8le) 28R uEnBimes WS- RheoRkyistA B Tiaenk 3y
7 Hz, CHA kE3ndp)3-318Thy32-dnipp Q@kiB)iphefh{Risd,, 5,
CH2-p-methoxybenzyl), 5.19 (111, m,



- 115 - CH aTrp), 6.71 (4H, s, CH ar p-methoxybenzyl), 6.89 (1H, t, JO=7
Hz, H5 Trp), 6.92 (1H, t, JO=7 Hz, 1-13 indole), 7.02 (1H, s, H2 indole),
7.05 (1H, s, H2 Tip), 7.14 (1H, d, Jo= 8 Hz, 1-14 Tip), 7.33(3K, 1-14
indole, H7 Tm,112 indole), 8.02 (3H, brs, NH2 Aib), 7.90 (1H, d, J= 8 Hz,
NH amide), 10,73(1K, s, NH indole), 10.79(1H, s, NH indole Trp). 5 130
NVRL78 M, DMSO-d, 300K): 5(ppm) 23.6 (CH3 Aib), 2PE {ERISIEMTo4S
24.3 (CHZCHZQHZ indole), 24.8 (CH&LE2CH2- indole), 27.7
(QH2CH2CH2-indole), 29.1 (CP Tip), 45.5 (N-CH2-p-methoxybenzyl),
45.8 (Ca Tip), 55.5 (004-43), 56.8 (Cqg Aib), 109.8 (C3 Tip), 111.7 (C2 Tip,
02 indoﬁl@?‘i4 0 (C3Hindole), 114.5 (03, Cs p-methoxybenzyl), 118.3 (04
indole, 04gFiPNH 18.5%6¢ 10 indole), 118.8 (05 Trp), 121.3 (C8 indole, 05
TT), 127.3,(CQindG 7 4 (C9 Tra 127.6 (Ci p-methoxybenzyl), 127.9

f?;?Cq triazole), 155.1 (Cq triazole), 159.2 (C4

Pmethoyybenzyp+={171.9 (CO Alb). ESI-MS: found: m/z 590.0 [M+H] /

d: 5893 g/mol 15 Example 15:

(R)- 5-(2-(1H-indo1-3-yl)ethyl)-4-(2-methoxy)benzyl)-4N-1,2,4-triazol-
3-y1)-2-(1 Hindo1-3-yOethyl)-2-amino-2-methylpropanamide (Compound

25) 26 ps0Reuad stﬁ@m@mﬁ&fﬁ%@mgwa&mt@&m PRS2 013 yi)-

(2-methg: ) amin 3-(1H-indo1-3-yl)propane hydrazide
and Boc gﬂ?ﬁgé E%l E¥H prgsgr‘?agic acid according to the general

synthetic emes with a total yield after purification by HPLC of 28%. 25
1H NM \(30 MHz, DMSO-de, 300K): 8(PPrn) 1.27 (3H, s, CH3 Aib),
1.29(3K, 5;CH3 Aibj 2.90 (2H, m, CH2-CH2-indole), 2.96 (21-1, m,
CH2-CH fale); (2H, m, CH2 Fro), 3.65 (3H, s, OCH3), 5. 09 (3H,
m, CHAo [net oov}ge@and CH aTrp), 6.49 (1H, d, Jo= 8 Hz, H3 o-
methoxyRenzyl), 6.76 , t, .= 8 Hz, H5 Tip), 6.81 (1H, t, J.= 8 Hz, H5
indole), 6. , t, JO=7 Hz, H6 30 Tip), 6.96 (1H, t, Jo= 8 Hz, H6
indole), 8798 (1HTS, H2 indole), 702 (3H, m, H4, H5 and H6 o-

met enzyl?, 207 (1H, d, JO 6 Hz, H4 Trp), 7.18(1K, m, 114 indole),
7.29 - 116 - rn, H7 indole and H7 Trp), 8.07 (3H, brs, NH2 Aib), 8.97

(1H, d, J= 8 Hz, NH amide), 10.80 (1H, s, NH indole) 10.82 (11i, s, NH
'WO&JWL@%NMﬁ&?MM§W§ fin l%mﬁrml%%%tnazol-&yi)

Egﬂg %Oﬁ"‘i%'é C’;(%%I'ﬂe grrp é’&dfcmg nigtﬁoxybenzyl) 45.7

(CHa Tlm 55.8 (OCH3), 56.7 (Cq Aib), 109.8 (Cs Trp), 111.5 (Cs o-
methoxypenzyl), 111.8 (C2 indole and C7 Tip), 113.2 (Cs indole), 118.2
(CaTIP .4 (C4 indole), 118.7 (Cs indole and C5 Trp), 121.0 (Cs
indole), 121.3 (Cs T',gp), 121.4 (Cs o- methoxybenzyl), 123.0 (C2 indole
and C2 TgP)-{i23.8 ( 0- methoxybenzyl), 127.0 (C4 o- methoxybenzyl),
127.1 (Csindole), T2 (Cs 10 Trp), 129.8 (Cs o- methoxybenzyl), 136.4
(Cs mqué\) 36.6 (Cs Trp), 155.2 (Cq triazole), 171.9 (CO Alb).

Oz

compound 184 N—((R)-1-(4~(4»-methoxybenzyi)-5-phenethyi—4H—1.2,4-triazal-3—y!)*
2-{1H-indo-3-yi Jethyl)-tetrahydro-2H-pyran-4-carboxamide,



ESI-MS: found: m/z 576.1 [M+H]4 / calculated: 575.3 g/mol  Data on
further exemplary embodiments that were synthesized according to the
genl5 eral sysnthesls schemes are compiled below (please refer also to
Table 1):
(R)-N-(1-(5-(3-(1H-indol-3-yl)propy1)-4-phenethyl-4N-1,2,4-triazol-3-y1)-2-
(FL:a8a6928083flethyl)-2-amino-2-methylpropanamide (CompeanaRpot4o7945
NMR (300 MHz, DMSO-d6, 300K): 20 .5(ppm) 1.32 (s, 311,0113 Aib),

1.37 (s, 3H, CH3 Aib), 1.86 (2H, in, CHZ: “H2-CH2-indole), 2.38 (2H, m,
Ctia-CH2.CHgindole), 2.65 (4H, m, CH2-CHrCH2-indole and CH2-CH12-

phenyd! 21-18m, CH2-CHz-phenyl), 3.74 (1H, m, CH2I3TrP), 3.92
(A1H, m. CH2 pTr (111, m, CH aTrp), 6.78 (21-1, m, H5 indole and
o3 (1H, t

Hs Trp), =8 Hz, H6 Trp), 7.01 (3H, m, H6 indole, H2 and H6
phenyl), he8tH..d, J= 2 Hz, 1-12 TIP), 7.08 25 (1H, d, J= 2 Hz, H2
indole), 715 é@’HB, H4 and H5 phenyl), 7.29 (1H, d, 1.10= 8 Hz, H4
Trp), ' (1H, d7Jos 8 Hz, H7 Trp), 7.44 (1H, d, JO= 8 Hz, H7 indole),

7.46 (44.d, Jo= 8 HZz, H4 indole), 8.06 (31-1, brs, NH2 Alb), 9.05 (1H, d, 8
Hz, NH amide), 10.76 (1H, s, NH indole), 10.85 (1H, d, J= 2 Hz, NH indole

Trp). MKz, 22\ B KN s a4 CH2- = 1),
%W%j%@iﬁgé@g&&@é%?@%‘?vz*@re g
(C7 indo?e%,i .b( sinaoie) 18 F &8P of fépﬁ‘fg“i‘h%ole), 118.7
(Coindole), 118.9 (Cs Trp), 121.3 (C6 Trp), 121.4 (C6 indole), 122.8 (C2
indole dﬁuﬂ‘z)(%rP). 1{@7.1 (Co phenyl), 127.3 (Cs Trp), 127.5 (Cs indole),
128.8 (C2-aRdi@g phewd), 129.1 5 (Cs and C5 phenyl), 136.5 (C1

phenyl), 13@@86 7.2 (Cs indole), 154.7 (Cq triazole), 172.0 (CO
Aib). - N

(R)—N-(l-(5> 1N '030-3-y1)propyl)-4-hexyI-4H-1,2,4-triazo|-3-y1)-2-(1H
-indot-3-_yliethyl)-@ in0=2-methylpropanamide (Compound 16): 10 1H
NMR (g00\Hz, DMSO-c16, 300K): 8(PPm) 0.74 (3H, t, J= 6 Hz,

ClirCH2-¢ CHrCH2-CH2), 0.95 (4H, brs, CH3-C112-
C1-12-CERCH2-CH2), 1.06 (3H, m, C1-13-Cli2-CH2-CH2-CH2-CH2 and
1H N-CH2-Cii2), 1.38 (7H, s, CHs Mb and 1H N-CH2-C112), 1.97 (2H, m,
CHrGroamamng-1#§olej2 DM@ U 4rid-OeiloBbrE i phtokihy 3487 (214;tiazol-3-
CH2 pTm)2-3156riddk3-MeiNyl-2-ddthos LhéhifpBpadandiasl a,Trp), 6.91 (2H, m,
H5 indole and H5 Trp), 7.00(2K, m, Hg indole and 145 Trp), 7.07 (2H, s,

H2 indole@pd TrP), 7.29 (2H, d, Jo= 8Hz, H2 indole and H7 TrP), 7.45
(2H, @1 nHo 'E%lole and H4 TrP), 8.15 (3H, brs, NH2 Aib), 9.10 (1H,
d, J= z, NH ami 77 (11-1, 5, NH indole), 10.85 (1H, s, NH indole
Trp). 13C N,Qr?f (75 MHZ;DMSO0O-d6, 300K): 20 6(ppm) 14.2

(ChI3-CHrC g H2-CH2), 22.2 (CH3-CH2-CH2-CHrCH2-CH2 and
CHrCHrCHfindole .6 (CH3 Aib), 23.7 (CH3 Mb), 24.5
(H2-CH2¢€R2-indole), ?5_9 (CHrCH2-CH2-,QH2-CH2-CH2), 27.5 (CH2
P.m and 2-CH2-CH2-indole), 29.7 (N-CHr CH2), 30,8
(CH3-CHrCHrCH2-CH2-CH2), 43.2 (N-CH2), 46.1 (CH aTrp), 56.8 (Cq
Aib), dd@pbuiits 187), 11R)-8-(£(2-TiHindd-B-Y e HadplepidtBcyiEsnexe) 2 4-
118.1 (GR&IR)yRE A HBEdGS PNy kidhieo indole), 118.9 (Cs Trp),
121.3 (C6 indole and C6 Tip), 122.8 (C2 Indole and C2 Trp), 127.3 (Cs
Trp), 127.4 (Cs indole), 136.5 (C8 Trp), 136.8 (Ca indole), 154.7 (Cq
triazole), 172.0 (CO Mb).

—~



(R)-N-(1-(4,5-bis(2-(1H-indo1-3-y1)ethyl)-4/4-1,2,4-triazol-3-y1)-2-(1H-ind
ol-3-Aethyi 2- 30 amino-2-methylpropanamide (Compound 17): NMR (300
MHz, DMSO-d6, 3009K): - 118 - 5(ppm) 1.30 (3H, s, Chts Aib), 1.37 (3H,
s, CH3 Aib), 2.50 (2H, m, N-CHrCHrindole), 2.68 (2H, t, JO= 8 Hz,

Cv'v I—2|r0}_12-indole), 2.91 (2H, t, 4= 8 Hz, C-CH2-Chrindole), 3.34 (2H, m,
NERY B idole), 3.93 (2H, m, CH2 Frp), 5.25 (111, m, CIHERPPo@7915
6.94 (4H, m, 115 and H6 Trp,1-15 indolg, from C-CH2-CHrindole and Hs
indole from N- 5 CH2-CHrindole), 6.98-7.04 (4H, m, H2 Trp, H indole from
C-CH2-gHyindole, and H6 indole from N-CH2-CH2-indole), 711 (1H, s,
H2 indolefrorfoe- -CH2-indole), 7.19 (1H, d, JO= 8 Hz, 114 indole

from N-CHrC ':i 7.28 (311, m, H4 and 112Trp, H7 indole from
N-CH2-C1t¥esihdole),\#40(111, d, Jo= 8 Hz, H7 indole from C-C112-CH2
indole), 7.4% JO: 8 Hz, H4 indole from C-CH2-CH2-indole), 8.04

(31i, brs, X ), 9.69 (1H, d, J= 8 Hz, NH amide), 10.73 (11-1, s,
NH indoZ& froif CTHrCHr indole), 10.82 (1H, d, J= 2 Hz, NH indole Trp),
\ NH indole from N-CH2- CH2-indole). '3C NMR (75 MHz,
DMSO-d, 380K): 5(ppm) 22.7 (C-CHrCH2-indole), 23.6 (CH3 Aib), 23.8
(CHS Aib), 25.4éC-QH2-CH2- 15 indole), 26.0$-CH2-CH2-indole), 29.6
(CHEPIEYS BEN-CHECHE M iR threydeer-aphenets! gHd @ Atopzol-3-
109.5 (G8-Ad béndabihetDiA-@fdobandaide109.9 (Cs Trp), 111.7 (C2 Trp),
111.9 (C1 indole from N-C1-12-CH2-indole and C7 indole from
C-CHZ2:CH2- indole), 113.5 (Cs indole from C-CH2-CHrindole), 118.3 (Ca
indol m N-CHrCH2- indole), 118.4 (CB Trp), 118.5 (Cs indole from
C-CH2€Hrindple), 118.7 (CB indole from 20 C-CHrCHrindole), 118.9 (CB
Trp), (G 'Ie from N-CH2-CH2-indole), 121.3 (Cs Trp), 121.5
(CB indoleifskdm C-CHrCHrindole and Cs indole from N-CH2-CH2-indole),
122.8 ﬁt{ﬂp, C2 indole from C-CH2-CH2-indole and indole from

N-CH2- ingdle), 127.1 (Cs Trp), 127.2 (Cs indole from

C-CHrEHri @ 127.4 (Cs indole from N-CHr CH2-indole), 136.5 (CB
Tip apd C8 indgle from C-CH2-CH2-indole), 136.6 (CB indole 25 from
N-C Hrindole), 154.5 (Cq triazole), 154.8 (Cq triazole), 171.8 (CO

amide).

(R)-N-=(1-(4-(3-mgthoxyben -5-phenethyl-4H-1,2 4-triazol-3-y1)-2-(1H-i
n%oll-% gi )?%ue"fﬁy%%-ar%?]%qéﬁﬁiﬁﬁﬁ%ﬁgwggﬁ%%b (S devslel ”.“L’%‘“ZH (=
(300 MIFE2ERIBIs-HE- Aty ShE8HPAY 1.24 (3H, s, CH3 Aib), 1.27 (3H,
s, CH3 Aib), 2.82 (4H, m, CL12-CLI2-phenyl), 3.32 (21-1, m, CH2 Arm),
3.63 ~S, OCHH3), 5.08 (2H, m, CLIrm-methoxybenzyl), 5.18 m, CH
aTrp).®.35 ﬁ%@o: 8 Hz, He m-methoxybenzyl), 6.57 (1H, s, H2
mmethopyberzyl) \e.82 (1H, t, Jo= 8 Hz, H5 Tip), 6.84 (1H, d, JO= 8 Hz,

114 M-N thoxybenzyl), 6.99 (1H, t, J.= 8 Hz, Hs Tip), 7.08 (1H,
nyl

m, H4 1-7,16 (5H, m, H2 and H4 Trp, H2 and He phenyl, H5
m-m oxyl?en o 7.20 (2H, m, H3 and Hs phenyl), 7.27 (1H, d, Jo=8
Hz, ip), 8.01 (8H, brs, NH2 Alb), 8.96 (1H, d, J= 8 Hz, NH amide),
10.81 (1H, d, J= 2 Hz, NH indole).

compound 190  (28)-N-((R)-1 ~{5-(2-(1H-indol-3-yl)ethyl)-4-(4-methoxybenzyl)-4H-
1,2,4-triazol-3-yi)-2+( 1 H-indol-3-y!)ethyl)-2, -dihydro- 1 H-pyrrole-2-carboxamide,



5 130 NMR (75 MHz, DMSO-d6, 300K): 8(PPm) 23.5 (01-13 Aib), 23.8
(01-13 Alb), 26.4 (CH2-CH2-phenyl), 29.1 (CH2 6Trp), 32.7
(OH2-CHrphenyl), 45.7 (CH aTrp), 45.8 (CH2-m-methoxybenzy9, 55.5
(OCH3), 56.7 (Cq Aib), 109.8 (03 Tip), 111.8 (07 Trp), 112.5(03
m-methoxybenzyl), 113.5 (04 methoxybenzyl), 118.2 (C4 Tip), 118.4 (C6
niaatigieehzyl), 118.7 (C5 TM), 121.3 10 (06 Trp), 124.8p(O2¥PeM)s/007945
126.5 (04 phenyl), 127.3 (Ca Tip), 128.7 (C2, Cy, Cs and Cs phenyl),
130.5 (C5 m-methoxybenzyl), 136.4 (0“27 p), 137.7 (C1
m-methgxybenzyl), 170.9 (C1 phenyl), 154.6 (Cq triazole), 154.9 (Cq
triazolg%f.l (G mmethoxybenzy1l), 171.9 (CO amide). 15
(R)-N-(1-(4-(4-m enzyl)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2-(1H-i
ndol-3- y¥De y9§m-2-methylpropanamide (Compound 20): 1H NMR
(300 MH%{ DMSO-d6, 3001K): 8(ppm) 1.28 (3H, s, CH3 Aib), 1.32 (3H, s,
CH3 Aiby, 246 (2H, m, 0_112-CH2-phenyl), 2.82 (2H, m,
CH2-01-12“pheqyl), 3.35 (2H, d, Jr 7 Hz, CH2 OTrP), 3.68 (3H, s, OCH3),

20 5.02 (2H, s, _2-p-methoxybenzyl), 5.22-(1H, m, CH aTrp),
6.73-6.81 (4H, m=CHar pmethoxybenzyl), 6.84 (1H, t, Jo= 7 Hz, H5 Trp),
7.00(1 d=< 7 HQHs Tip), 7.05-7.11 (41-1, m, H2 and His phenyl, H2
and HiN .14-7.22 (3H, m, H3, H4 and H5 pherlY0. 7.29 (1H, d, J.=8

Hz, H7 Trp), 8.09 (3H, brs, NH2 Aib), 8.99 (11/, d, J= 8 Hz, NH amide),
10.83 (1H, s, NH indole Trp). 25 130 NMR (75 MHz, DMSO-d, 3001K):
8(PPm) 23.5 (CH3 Alb), 23.8 (CH3 Alb), 26.5 (QH2-CH2-phenyl), 29.1
(CH213Frp}haaveidet2e0dddbh iiehst)icdindme i@ chemieshsirodoes of thedbolve
(1CH Al S8 dieliidy R @%ﬁ&hﬁ%ﬂﬁ%&?}ﬂ@) E})ffénlﬂ;-%é(sﬁﬁxrrﬁ?)’ul 3
: s xyhen . ip), : rp), :
%4 @@%@Qﬂo&{%@n#gﬁ%z%gge( 30 d

(C5Trp), 124 anrap8§nphenyl), 127.3 30 (CI; Tip),
127.6 (Gl p-methoxybenzyl), 128.0(03 and Cep-methoxybenzyl), 128.7
(C3, 04 lrapEiepereybodipeuties Tampoudds 8afie plaetiph fheSrabuf@dure of a
triazatepickindft (2 eldtraanie)t dpPpnidiporpiRriodanzid)erlpathShfyiogical

AID). carkitifrs in mammals that diated by GHS
IN-(L-(A-(2-methoxybenzy 1) oo phanyIpropyA S a1-1-1,2,4-biazol-3-y1

)-2-(1H-indol-3- ypethyl)-2-amino-2-methylpropanamide (Compound 22):
1H NMPAN@Botharprefenadmbrsingmd )i e Ble pempounds @lilgsts@ihgrdth).e.
1.31 ¢BddricslyGbiGkit) folnids (AHndifS AR ridcid) andbipmoly, # 4% (Bkdwing
gHgl:]&e?'eﬁcldé %E@lfgn%ﬁg)é%f %%&:\r]@%hi ir@%ﬁo&.ggﬂb«e u§eg éor élla_e'a n;anufac-
ocHIj® ﬁé@%@?ﬁﬁg%ﬁﬁ% estng@é?&%xgawﬁeﬂ?weédmew-
d575 RAysiclegiesrapditinng iR GRaBsls et ere medigled byB3HS racenipes RRg)wheoD
(1H, e Jreatieritds kidnidve) bY 10ed 0341 EHS rddepard H8 10 phenyl, H7
and He Tip), 7.13-7.24(311, m, H3, He and H5 phenyl), 7.29 (111, d, Jo=
8 Hz, H7. || 1:1. bra, NH2 Alb)..8.96 (1H, d..Jr 8 Hz,, NH amide
10,80 (IR B e M Bt o s o
300KYSBBBS)PEHYIEBH3S Aib), 23.6 (CH3 Aib), 24.06
ROH2-CMaragrEterstyng2RBisy CfIGHEe@pibhs Gid 2opipomyd}, 29e2t¢E Fidn the
OTT &4 éotisiktiddti2-CH2-phenyl), 45.5 (CHrlomethoxybenzyl), 45.8

(CH aTgkmpaund 0.5 12) 13618 (8 %6)'2; 20354037 B) 4t 14624548, 49, 50,

51, 52, 53, 57, 58, 59, 60, 61, 63, 64, 65, 66, 68, 89, 70, 71,72, 73, 74, 75,76, 17, 79,
80, 82, 85, 86, 87, 88, 89, 80, 91, 93, 101, 102, 109, 114, 116, 119, 134, 135, 136, 137,

25 138, 138, 140, 145, 146, 147, 148, 150, 152, 153, 154, 158, 157, 153, 160, 161, 164,
171, 174, 176, 178, 178, 182, 184, 186, 188 and/or compound 1%0.



Trp), 114.6 (03 and C5 p-methoxybenzyl), 118.3 (Co Trp), 118.7 (C5 Trp),
121.3 (Cs Trp), 124.9 (C2 Tip), 126.2 (C2 and Ce phenyl), 127.3 (Cg Trp),
127.8 (C1 Pmethoxybenzyl), 127.9 (C2 and Cg p-methoxybenzyl), 128.7
(C3, Ce and C5 phenyl), 20 136.4 (Cg Trp), 141.7 (CI phenyl), 154.8 (Cq
triazole%, 159.2 (C4 p-methoxybenzA 171.9 (CO Alb).

(RPN HOE- (111-indol-3-yl)ethyl)-5-(3-(1H-indol-3-y1)proByHERRas/R0Z4s
iazol-3-y1)-2- (1H-indol-3-y1)ethyl)-2-amjino-2-methylpropanamide
(Compound 24): 25 'H NMR (300 MHz, DMSO-d, 300K): O(PP1r) 1.29
(3H, s, Clig Aib), 1.35 (3H, s, CH3 Aib), 1.78 (21i, m,

CH2-0:12- -indole) .2.34 (2H, m, C.1.112-CH2-CH2-indole), 2.48 (2H,
. BT B oot Fosteciads Sibe ratieh o anenit
m, NOEPRMAYSIe), 3.94 (2H, m, CH2 PTrp), 5.27 (1H, m, CH aTrp),
6.73-6.94of4 DreferabiySagonistd of TS Hbeirtois| aréranmisuadd Keistingeia apd
36 Heringaledramy GHrCH2-CH2-indole), 6.99-7.04 (SH, m, 112 Tip, 112

and He | - -Cl4- e d lig.indole from
CH2-C HH%?&S#I ﬁ%rgo?‘e ,’ %’o ﬁdb?ﬁj'\agéjéﬁzg 8 FlotloRhor 27, 26,25, 30,
N-CH2:CHAH PRSP D 433145 P AR5 R G275 T 5181, AelBhe BTOPR, R CIRL103,
-121 108 HARASR)107,408,1440,d,1 30118 12, HB,intipl2E s, 130, 131, 142, 155,
CH2488)268H23incre|ako/ 144, 43kl 165 dadist Eumblrdadle from
G#12-CH2-CHrindole), 8.05 (3H, brs, NH2 Aib), 9.07 (1H, d, J= 8 Hz, NH
amide), 10.75 (1H, S. NH indole from CH2-CH2-CH2-indole), 10.86 (1H,
s, NH indSIETHR 45168 oI BrenRiianAtbRahow mepids pf it 4) alvays,
13C MRS EicaiRd StMISTRAB: SBOIHIPNSIIRhE @876, (BMStHR ) o2 BiPBmean-
(CI-1i8géib), 24.5 (CHrCHrCH2-indole), 25.8 (CH2-CHr OH2-indole), 27.2
(CH2-Criz-ehi?-4nsialeb 2 ACHS Ad eﬁ’r}ei%%o@h%zﬁ%a'“”g?' Y

H aIrp). 52.9 (N-GH2-CH2-indole), 56.8 (Cq Aib). 100.7{CS Tip and C3
o Rl BT e 96p 125 byl ot A s s o
N-CRREQYSsHRIEN AR B Sereifiednthe euhslitreasizrauieceindemdotientiy 6706e
(Cs inndtherfandmed AeCid Ri€aHitaLiMhoteim Wi 4Eaadrdmad & the corrs-

N-Cngs@idpaglamkeb.aé-ﬁ@éﬂ&:ﬂeﬁtpbhe%%éﬁm@ﬂ@@o&mocH@én ¢ the
CHzGHERdRIE) 3 8 (e dole fam CHE GICHTIndole) T18 §7L8
TrP) 115%( ihdote from N- alﬁﬁjn%’ GREJIUISA BY QaOTRSe postiugnts-
dolENF ST CoMhetitytectiy 50 1R ASHOSHIUEIE (esanm BN SATesponding radical or
N-CBIRLUC i BUbRIbISY diar By @R by B2 ntobe Smuthe@2- 15 CHrindole
and Cz.mdple f;q ,,CH|2-CI—#2- H2-indole), 127.1 (Cs Trp), 127.4 (Cs
indole LS AR ERIE 05 G PLEPRRas e W5 T epionarsiesb o
136 SRRERSTEMNI L5601 3 castippiBrmsovhi e HRyCbiel Straipt-dhaiv he fyrar3668. (Ce
indotertreatiny (D4fkEi Qeimiscite Bk ehFrRoL 16 B palR AT b RERE,ANHAE).
2D carbon atoms. Examples of suitable alkyi radicals are methyl, ethyl, Or]pggﬁ I,_'és_oarﬁﬁm

(R)-Nx(1: 4-(L- ho> nzyh-s-phenethyl-4H-1.2 4-triaz

dor B e TR 2 e SR A N
(3od‘ﬁ%ﬂri§%m§dra%?tédbk°}¥'8'cmwﬁ D-depdr-andenrs rdeeay2o (3H, s,
CH3 A)e farfS- , -GlLi2- I 2H. m, CH2 IiTrP),
3.65,(3H, < oc%?%ﬁg%"ég lf%%rﬁmc{:é&ef@pﬂéﬁguéﬁ%raté‘g"’"'?mmaac
CHZ0-MEthoxy! ‘én?ﬂﬂ?f’%?g'ﬁgh ARG 019 Fness ine g, BRpRRYAIS Ak, 78
4 H bicvglicathylignd fecyqlisjalisig angisantginibe: tatet of BOT2R FaBX8amIB(BHing
|r7n,l QH:,% mﬁfaﬂmthmwma @-@(%ﬁ%?ﬁk&gm& Jfrﬂ)itamg)

: ! didaislareloycl S 1D),
8.94 (3t fh ﬁ%ﬂé" gg%%ﬁ ﬁe@idﬁ%ﬁ fg: | S,; N?-/F itr?giple ﬂ’p@é%%@
NMR (75 MHZ . BRSO -He 88T L HIBBIST YL RaeRORM) 23 7 (CH3
Aib), 26.3 (OH2-CHrphenyl), 29.0 (CH2 13TrP), 32.5 (CH2-CHrphenyl),
42.3 (CH2-0- methoxybenzyl), 45.7 (CH aTrp), 55.8 (OCH3), 56.7 - 122 -
(Cq Alb), 109,7 (C3 Trp), 111.5 (C7 Trp), 111.8 (C3 o-methoxybenzyl),
118.2 (C4 TIP), 118.7 (Ce Trp), 121.0 (Ce Tip), 121.3 (Ce :
o-methoxybenzyl), 123.2 (C1 omethoxybenzyl), 124.9 (C2 Tip), 126.6 (C2
and C6 phenyl), 127.2 (C9 Tip and C4 0- methoxybenzyl), 128.7 (C3, C4
and C6 phenyl), 129.9 (Ce o-methoxybenzyl), 136.4 (Ce 5 Tip), 140.6 (ClI
phenyl), 154.8 (Cq triazole), 155.2 (Cq triazole), 156.7 (C2
omethoxybenzyl), 171.9 (CO Aib).



(R)-N-(2-(1H-indo1-3-y1)-1-(4-(naphthalen-1-ylmethyl)-5-phenethyl-4H-1,2
,4-triazol-3- yOethyl)-2-amino-2-methylpropanamide (Compound 27): 10
IH NMR (300 MHz, DMSO-d6, 300K): O(PPm) 1.21 (3H, s, CH3 Aib), 1.25
(3H, s, CH3 Aib), 2.46 (2H, m, CHrCH2-phenyl), 2.88 (2H, m, CH2-C1:21
-phenyl), 3.26 (2H, dd, 3J= 14 Hz and 6 Hz, CH213Trp), 3.36(2K, dd, 3J=
1% P 208918z, CH2 PTrP), 4.99 (1H, m, CH carp), 5.65 (12dyap3isndBis
Hz, CH2-naphtyl), 5.78 (1H, d, 3J= 18 Hz, CL21-naphtyl), 6.29 (1H, d,

.10= 7 Hz, H2 naphtyl), 15 6.45(1K, t,"§= 7 Hz, H6 Tip), 6.62 (1H, d,

Jer- 8 Hz, t Jo= 8H e Tin), 7,04-7,00
and HY TlpU %@ %ﬁiﬁ%%ﬁ &]e é”ﬁapmylcyﬁ ﬁg’ig%’f’d ﬂ@ked
phenf§, 3%, Bﬁywﬁmrzﬁ‘em “Flé a"ﬁ?VH K arours bava hemseningsdsfingd
naphiiaiein. 9@8@&/@@3@8mmt&3{H@h§pha}KylmﬂdM|E)aﬁ;% (Adrledd ads

8 Hz,dybitmopiaiedtiy) FdAdilyimeMyl iclopentypin2QytRReldMRhgR MHZ,
'DMSO-d6, 3001K): 8(ppm) 23.5 (CH3 Aib), 23.6 (CH3 Aib), 26.3

(dH2c HTbN@HmSaw:ﬁ (Ttydes Taiheparecpes-1f s-ipvprtion dyyalis @isaturated or
(c_Hmeaitipyisad babe (Gt mip) b o6 Faibg @411 08661 GRMPILE kay(6e
IIZpS) Ogﬁla? ﬂt@ﬁn-lapﬁralé\%ﬁeé 5@%&&)&% drielorrteE doibre :b%%ld%'éfég éaﬁr? %@nyi
oo S G G L AR b 5e P et a7 g o
127. ff(éeﬁﬁaﬁﬂﬁwmyh r(teeeﬁﬂpwyr)w 1mt?nqt§e@maﬁamtpﬁem@nd the
180. 0!*(@9 naphtyl), 131 7 (C1 naphtyl) 133.6 (C10 naPhtY1), 136.4 (Ce

Tip), 14 Cl p 548 (C _triazole; 155.3 (C triazole), 171.9
(CO Alb re ers to acyc ic unsaturated or partial y unsaturated hydrocar-

~ (R)- r\mﬁs(f@\(rzg(@mﬁa@moyw&mﬁ)vnmcwmmméﬂm)owamwmm-
3-y1)tdin(dridionchodrd-yible tharis? Tnenierar 22Ryeit dirononataide (CaRYRREASINs of
28): "phdMR 30 bigre RM R @0e é@&#%}omslﬁﬁaméégam)pﬂ%%@ﬁ%@
3 Alﬁ%rﬁ %f—? I;é> m, CLI2-CH2- -indole), 2.96 (2H, m, CH in
gz ¢ Pbim), 5. 13 (3H, in, CH carp and
CH2-m, preigkroraipengs, tﬁaﬁar(alﬂclhﬁar&@?osnld;st&}ﬁsmbmnflﬁfeéw&)%éa@m v 5
6.85 Q‘H& EaAboZ %5%}?&% %@c‘yéfuge_? To fu%éﬁagl Q‘h&gl‘esfp

He indol

ST 5 At ot syl FicTips aro iy lixte a0 Peh bR
H7 iﬁﬁ@téhHLW"Tﬁﬂfﬁmﬁqﬂ Avliafdntersl sy, o 88,31 eldhgcoBaptah A4

Tip), 8 A 98 ( J=8 Hz NH amide), 1H
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(3H, bra, NH2 Aib), 8.97 (1H, d, J= 8 Hz, NH amide), 10.79 (1H, s, NH
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vention refers to all side chaing of the known 20 proteinogenic alpha-amino acids as
well as to side chains of naturally occurring (Le. in any biclogical systems) alpha-amino
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30 methyihistidine and/or NN N, -trimethyilysine. In this connection “side chain’ refers to
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chain or benzyl in case of a Phe side chain.



13C NMR (75 MHz, DMSO-d6, 300K): a(PPm) 21.0 (C1-15-
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and CH aTrp), 56.7 (Cq Aib), 109.9 (02 Trp), 111.8 (C, indole and C, Tip),
113.4 (C3indole), 118.1 (C4 Tip), 118.3 (C4 indole), 118.5 (C5 indole),
179 20829H3), 120.9 (C6 indole and C6 Tip), 121.3 (C2 ind BT ERd0@R07945
Tip), 126.3 (C3 and 06 p-methylbenzyl), 127.2 (Cs indole), 127.3 (C9 Tip),
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A b1 O] KT 8 R e S R Ry ors cotrs
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15 Tip), 118.6(05 Trp), 121.2(06 Trp), 121.7(03 o-pyridyl), 123.3 (Co
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T|p) 137.5 (04 o-pyridyl), 149.5 (06 0-PYri49, 154.1 (Cq triazole), 154.2
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- 128 - 8(ppm) 1.41 (m, 211, 113 and H5 piperldyl ), 1.54 (dd, 1H, J=13
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Hz, Ndtbgnmigi)si6s fdrisratsd, 1hdtindcteandivbrans eleartip) adpdtabd b ird gfo-

E”.pHéf%%f fo E‘Q%%"é‘% mw"%&“gﬁﬂ@%%ﬁ%ﬁﬁ
B TRy BB B SR & (L SSRCTAUPE PP s arrm) 453
(CH2-p- m@tmﬁym;wmé%@é%b@ A dMai. are)ufﬂclél& Heididle such

a d 4 n

e Sl e (%191&% SyrtA ks pradthir RS ABNRIR L oo
|ndoI§?”ieﬂe‘é"(l‘ftj”ﬂ53mi?§ g”@?é‘*frf&?&?é o dbr¥ gbvsRiRgt ‘iaﬂvtg‘e(féﬁd salts.
indol Exarles iGytatls IBPanic @Ees ATty ienAR PG (e, potassium
p-metyepaenesbiuh30dfokida 3R )ef bifamic(6Rd8 6 @)nakiorRiné; dibtirnelshine,

155. %r(e‘ﬁ%ﬂ%%) et}l?lgngo(%r% q@@%ﬁk@@%ﬂ l‘?’eodggﬁr@:mgﬁgmme

(RO) N}Sg (E'ng methoxybenz 12

R T B ok B S T
50) formed RSO RArPLURINGS thel 81 VBUDR pag (HpieH Ve P8 {Rinigers! @ Fort
-C1- RlegphenytipisolélH, dd, J= 14 Hz and 7 Hz, 0113 pTrp) 3 39 (m,
3H, CH2 pTrp and 0E21 -NH2), 3.65 (s, 3H, 00113), 4.95 (m,
CH2-PriBfERMsE P58 ffotfcﬁ]wm%ﬂﬁgfr%w (b‘%’ﬁ ftﬁfrf?é?fm of their
p-meshiyigisandyi) perBGigr, RBIrbEes 0ict7caIy beDEiInd 0% {SipibHy bt gsTizy-
49?2 {bnlidmIesoidnZorttton sRdedud @cliior I islheradvarin&s e fr bnd . & (ehree

111, ol% ZUHEeJ&éoD&é o? @ﬁefmo%abeéﬁo bR 41 & ?Jp§&n&9 oHn%

Je= ‘Zﬁ Cly, TRA salt), 9.20 (0. "TH 3=8 N
NH a‘HY%IEM‘B% (%"“fH’ ﬁ'?ii' Mﬁ‘@snp) 13C NMR (75 MHz, OMSO d6,

?ggK% Hﬂgﬁ(hma X%@éﬂ%&%ﬁgnﬁﬁgﬁﬂ G&M%gx&-@ F?i)ifé)?gn?order states

r en r me enz

oo} %ﬁh%fdé’ﬁf&??iaé%’(&@% SRR TR e

FmethBRglyaramic i‘@é*@"f@@ﬁﬁﬁﬂrﬁ%ﬂmtwpﬁ Vf"iaigmpi’?isﬁ(@@"ﬂp)

124 ¢4 RsTopihelid@BidCRarndsO6 ynows/BoRIBiCe s pnd Grtain @ddifica-

Egn etmmw}hog&wnﬁaas@% Qﬁm&e&ﬁa%@mm)m%%&% Q%ﬁ;ﬁp%@éﬂﬁ

p g triazole

(Cq t?l%go §e§ etdagi(% r@t}é?{é}% ]ﬁf‘&%égmlde) 5

(R)-N-(1-(4- (4 methoxybenzy1)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-i

ndol 3- X_Qethyl) -2-(pyridin-2- yl)acetamlde (Compound 512 'H NMR (300
Yajives ey d %%ﬂ%agwﬂ&m % jlugtry @ﬂ%mgnreim

3. 37 %mﬂagw l@H@a‘gﬂGﬁ}S BEAgEs, Brys. 10eEOBYNBTE Gampinds of the inven-

CH2 truré dyianib RHEe2imeft bAghphmeib erpienbghita Rt phtiddhyeiblogical

armp) e Gk el @5&9@@%bhgséﬁqgcaimx&Ppa%Aaﬁy&%nga)

7.01 2H, H2 6 H2
7 15 Carefiarsunyienbe e by rdkisien of heedfekcpRe i evaes
?QYW%CKWd@FF“F‘@Wp and 113 o-pyridyl), 7.58 (t, 1H, Jr 6 Hz, H5

o- pyndypd,fih%&kééa' othhe &ﬁ&t%@eﬂtﬂxrmg l?er% Q?eégﬁe]nw é?féb intended to.m

clude prophylactic treatment or alleviation.



15 5 Hz, H5 o-pyridyl), 9.17 (d, 1H, Jr 8 hz, NH amide), 10.81 (s, 1H, NH
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1H, J= Frrie romees of themseaentyiyertiop ths 186n(1GHE tdcefbt afagni& b8 an-
(dédgqhgoglﬂnfﬁmra@téﬁ‘ ot tdtorappuAiE TN BRI Nt @:Ault&‘é s—i'd*reéap-
i W?fﬁaq” SRSl re it Sl e agin
g
Hz rﬁ?eﬁﬂﬁs §R‘?)31 (m, 4H, H7 Trp, H3, H4 and H5 phenyl) 7.56 (t,
1H, J= 4 and H5 d 857 (d 5 1H,
Jos-s ﬁ?éﬁ%@ﬁ“ﬁ’é it e el TR B et e
B e e B A
éé H f‘ Gy R eprPPwe t8 keterted YT IR con@HRLIOH B> leceyide 48:0i(@HdR -
E)CIO dimetisexfineazyladaiGius)iof GRER BHE 10 WHRkIRP &%ﬂé)&%ﬁa@al
S A S
(ot st e R b
118.8 e(‘&’sp‘f‘ﬁ “f"ﬁa(@é’ W&ﬁf@)%%‘{@?ﬂ?ﬁ
126.7 (@Bhy oprsbine 1 e hanEA A 2ibed ﬁag&mr&g@@ obackivatkd J;te;se of

iz8. .ﬁﬁ%@&ﬁaﬂ%:ﬁ AWE gg&% %” 8 %%)3%3 g')%f g% 6-

Ple%J @“%40 2% en I 148. 8

155 2% g)g ?'5'&“&%3’8@)’ af%‘“'? @TE"E’ therefore as GHS receptor

0,p- anﬁe?ﬁ@kﬁb%ﬁzw sq@r@m@d@g@mmm@emm 4631 QctGiRramide).

(R)-Bor@lectaakd)brchmeithang/iromey BHS e indbbibia Aali{ Mbraasd) sl

1H- uv@@h&nx@awmamc@agm@@%% ;%ﬂme%ggd B840 THNMR
m S 5oneEn

d6, 300K): 6(13P
% 51 m“ZSﬂ%@ﬁ%ﬁiﬁm ’eé‘?g@ é %'PF) e g@ PRt S TP g Peses
1H, 3-rfbition @#ﬂemasafamtﬁwmﬂséw& t, OBe(eion 4, plinclbie Bz agonists
CHd m@mdmmmmggﬁm m cﬂairykifrhdng)ur&érﬁw&%xﬂlbh almibitdgs
andatiyomigHde@dertin bR I&%éﬁ oS J’%ém;gm f
i | 4o, 14,3 Fi6 o pal

%% P gl’fgl% Qﬁ}ﬁ Q%&égzr)ﬂé?kg%r Pt?ai& r% C%S]mﬁ'X bﬁ%:s%trPn ? e;d x{ﬁgﬁgﬁ

2 "ﬂ%:V LR iMarct A ahom CH sesation whils inbitithg otber physjoipgiosl BtfeEs(m,
3H, Thay pay gyan Hmpiﬁenwrﬁhmmcmrfams 8 Hz, H7 Tip), 8.61 (t, 1H, J=
2 Hz, razi 8 78 2 H H5 -pyrazinyl), 8.94 (d, 1H,
=1 H%% P""rﬁ‘#f 5&’8‘ grenfign ORI 290 sty S agqgist
NH ShEHR 4585 %’i@é ‘I‘ZIf%}?FQlf’(’)"B"I\"/FIIfIE!“*[W'I‘(ﬁ"?ﬁ@)ﬂ(tbet UK 3HS receptors and



5(PPm) 26.1 (CF12-CHrphenyl), 28.4 (CH2I3TrP), 32.1 (CH2-CHrphenyl),
42.9 CcHr o,p-dimethoxybenzyl), 45.5 (CH aTrp), 55.5 (OCH3), 55.8
(OCRs), 98.7 (Cs 0,p- - 131 - dimethoxybenzyl), 104.9 (Cs
0,p-dimethoxybenzyl), 109.7 (Cs o,p-dimethoxybenzyl), 111.8 (C7 Trp),
114.5 (C1 o,p-dimethoxybenzyl), 118.5 (C4 TrP). 118.8 (Cs Tip), 121.4
(GOPARY3HA34 (C2 Trp), 126.7 (Cs o,p-dimethoxybenzyl), 127TEP@ENTY4S
128.1 (C4 phenyl), 128.7-128.8 (C2, 03 bCe and C6 phenyl), 136.4 (Cs
TrP), 140.3 (C, phenyl), 5 141.2 (Cs o,p- dlmethoxybenzyl) 144.2 (C2

0-Pyr 3 ¥ probddadi(@RRcPHEAZIR Y 554,%4&5!% RURERM Y idersa EFifacel-
triazolg), %%7 g\?\%ha'spc%@ e;[rrl] ct»%r a&Z\%an gf%»prg?% %%%8 )réole%tzo g (C4

0,p-dimethoxybenzy

(S)-N- ((Rhsieéﬁr;ﬁau(mHft@awmmwm%égmmmUwBa%%@aéep

triaza;3r edigm 4 GH- P wRe s By g&égégg i Hégéfmlg\ aa%' speci-
&

( nd 70

dfﬁ'?aiﬂé‘ma%ﬂfa%eff%am afﬁthﬁraf?s? %@‘(?ﬁ“’i?@“‘st
He Fﬁ%ﬂ}h QOQUC(H‘ﬁdWPFmWC the e@f@@ﬁam@leﬁr@/@@ﬂsm Ghts@:rietion s o
), 3.2BtEme ok bpipagetags. Gkb, 6 ertabidhish QA3 HAGMsBBUnds
IH, cmﬁlasca.;s&ﬁwﬁmeleézeaéwef@&%&pﬁm&h@%?&%‘&é ‘g.(qe
1H, Iz 17 Hz H%%&%Eﬁ arf]:(f)f( 1 1(m H Cl—ilaTr
1H, JEZB TR d. So0le! %@rc‘acmmi@asg
Hp, H6 o,p-dimethoxybenzyl), 653 (d 1H Jm 2 Hz, 113
o, pdlmethoxybenzyg 6.84 (1, 1H, Hs indole), 6.91 (t, IH, .10= 8 Hz, H5

Trp), 6.9BM/ e (S EpCRRIoR Q6 PSR Bl intendes el qorpTiRg fortheanuehosss, of
J,,= 8hiel presentinypnfioR Iegeyt@bithitbitdan relstbhindolen bEpTdw hra/@hand
? 1(1)(é’eﬂﬁdﬁ IR lEnBs? Jrirens e, t&wl_{:i?etﬁf‘s Pefcrépt&rlg c‘:éﬁé%' :%%ES’%&Q%J &
S indole
s TEAE RS b g s s Y e sl s S e
Edeep Wﬂi&f@ﬁ aé!?%*‘(@ﬂ &‘103'1‘1989‘2’9' an'es %F)GMYQGHS and/or ghrelin
(CH2eed i etk osapabiy 7ol yet SraraCkl izt PHSIB QikEseRr0 ), 55.7 25
(OCH3),.5 CH3 Pro), 99.0 (Cs o p -dimethox benzyl)
105 1 (s i o Y S P PR 5 o R e
Trp), 08ty 219(@%‘1@681%?"1%36‘%6‘106 tﬁedwﬁwfmmwwowmm mbmame
and CapTiee bkt {Sayinauth apck<aht din rolfte éx@snesatarand Ce Trp),
12 3.0 (C2 indole and C7 Tip), 127.2 (Cs indole), 127.3 (Cs Trp), 128.1 (Cs
-dimEHB SR ARPRIOISEY be St iaiePaptetesiomasnly, <swsseaomve) or
triaz ey, "ebres{mpatpplagivated by \gbeatinyihraBmen(@gponsive) — with regard to
0,p-dinteHagxidaemayipnlPale (bl ideectivbil2 Stimulation/activation of such

(R)- Nee;pm 'a'am%f§c¥9ﬁ&'@x&néd&ﬁ@gggg%%pz%gﬂﬁo%%4 ”gH

zoI 3 (a%ln dol petgyé)lggrazme ompoun
%“(‘) ili%““( B8(PPm) 3.01 (M, 2H,
@HZ CH’?ef@t@ﬁi?%u&m-i@'frbc%blm@EF@'Q@&&@Q&#?%QQ%;(%&EMEH%HS
type 1 receptor, GHS-R 1a, GHS-R 1b, motilin receptor, motilin receptor 1a, neuro-

tensin receptor, TRH receptor, GPR38 (FM1), GPR38 (FM2), FM3, GHS binding site,
GHS-R subtype, cardiac GHS-R, mammary GHS-R”.

More preferably, such GHS receptors are selected from the group consisting of
30 "GHS type 1 receptor, GHS-R 1a, GHS-R 1b” and most preferably are GHS-R 1a.



5 f3Trp), 3.55 (s, 311, OCH3), 3.57 (s, 311, OCI-13), 5.15 (d, 2H, J= 7 Hz,
CHro,pdimethoxybenzyl), 5.63 (m, 1H, CH aTrp), 6.08 (dd, 1H, Jo= 8 Hz
and 4= 2 Hz, H5 o,pdimethoxybenzyl), 6.35 (d, 1H, Jm= 2 Hz, 113
0,p-dimethoxybenzyl), 6.53 (d, 1H, Jo= 8 Hz, He o,p-dimethoxybenzyl),

5 indole and H5 Trp), 6.99 (iii, 2H, H6 indole and H6 Trp),
g‘%‘%%&@ﬁlﬂz indole and H2 7m), 7.29 (m, 314, H4 Trp, ﬁggﬁ&z?qg%)@as
indole), 7.41 (d, 1H, Jo= 8 Hz, H7 Trp),g3.61 (t, 111, J= 2 Hz, H3
o-pyrazine), 8.79 (d, 1H, Jr- 2 Hz, H5 o-pyrazine), 8.94 (d, 1H, J=1 Hz,

H6 o-pyreziise)s@diBslein 1AHS dedptots, (Nrdingides BiRd®d tReLdds BHSE-R sub-
indole gy ABRlE T BInch Q.5 -
22.0}?}% % Heaind %I ) 253 c%gﬁnéﬁzﬁ?% IER%M%O%%@ @%@Bﬁégggﬁ)
(CHZ-0,P- 15 dimethoxybenzyl, 4 B RETPRPhYS B s Fstbegras ey are
(OCH%P YBTESEESDH VBRI asuas! e veD Andupeomblips e oxgrsrbat o
169.3¢C3rTags) {hedd (&¢@arsnaiote mnysid@gapdoddlids (C3 indole), 113.4 (C,
0,p-dimeth xeybenz I‘): 118.4 (C4 indole), 118.5 (C4 Trp), 118.8 (Cs indole
and Cs T EIPEtes IRBTEEiYeateso ! fisse Sy s inphing @S
Trp),biséna stegapaFHEFR SHT@sheloHsssd LraafG ang/pyiisstiserelidériticQo
(C2 opyrapite). o4 358 by prialinlehioh. (GErosBuFPdInRS HBSpbAGH-
triaZzQledind A8 (ndirgiaiR'sha BroR (B HDSHARURER IH Yo (50

ide),.163.2 (C4 o pdimethoxybenzyl). .~
3%-ﬁf)(*i'élf(%??%%%-i'o‘n"ng‘ﬂ]?_g-@ﬁ%%’&ﬂﬁ%%&?ﬁ&%&%ﬁﬁ%ﬁ?&ﬂﬁ@;i{mma
zo|-PRBTEIeMO9qY13RRiRIPOIE: SRSy s Bf iR @ eseRISa 90 iMBrep IR
(300tkTHassys Biot e2pBRBACHS(pting BxPéritientiibrClirCILIrindole), 3.47
(m, 2H, CH2 pTrp), 3,57.(s, 3H, ()CHO, 3.60 (s, 3H, ()CHO, 5.05 (m, 2H,
CHz-o,Efaiﬁﬁaégﬂﬁb%B&%rﬁcg9§=§@fﬁ '9gqtedin UspHss A dar QIeEnBIeisReddrony
and Y& @peneisiog o dendetior|ibssezgkncons Tigeliel beriptierat tR s, alibdsa/fat
gﬂgg:@mmm”% bl}mwlwaﬁx& %ﬁms-‘hwa@réuﬁgt&ﬂnqiBFH&?W&?M%%&%
. i .JO=
Trp). 7.01 g}iﬁtﬁ ] 'J%bing éHﬁdrge Em’gg%g%%ﬂégp'yigﬁ?gé@'r%‘f"ﬂ’é’%??ﬁfz)f"am"
7.07 (8 Y P9 0849, bows, infesilye Poashy heat livel pancaqas,idney pigroall
Trp, PpfERPIasaiaRnep T 5 Shalptalmussisicas)tar BB veRHiMmIramgiH5
0-pykididry®.yingthodyte, Japt: B ddit, driutopie|dythadyls; tthciinhalie, 3drldniticl 7
2oPY&ily hadQeliBrR s 2 b ARARIe-BR NELd ﬂ?iﬁn-gipao&é;%o%rg Rar-

MH ' 300K): 5 22.3 (CH2-CH2-indol 5.6

e T R, A o, B iy =
45 5°PENTAR B pEcsRie eanesy, o5t WG £2089T o, dupg gancer cell, breast cancer
o0,pdeakethoxybenzyl), 105.0 (C5 o,p-dimethoxybenzyl), 109.5 (C3 Trp),

111.8 (C, indole and C7 Trp), 112.8 (C3 indole), 114.4 (C1
o,p-dimethoxybenzyl), 118.4 (at indole and C4 Trp), 118.7 (C5 indole),

28138-8 (CS AT mdsitatdadfes, iﬂ&@&&f&ﬁlo@kﬁ iﬁéﬁ&_v&r%@nl%7 %@Sigﬁgi @nd
i , VI : indole),
12ﬁ@fgc?%j%‘#a”%%%%ég%;-é’*ﬁ%ﬁﬁﬁéé%@y%ﬁé%{‘?fagsa e e
(Cs ' 6’1’8?,*@ 7y TRERC &eBaa Y Prephy B R RISIAREJeR! eadias Rettophysi-
o-py¥Reice) carwi¥ien (e guetreemalsss.6 (Cq triazole), 157.8 (C2
o,p_—;ige;é%x&b&rngd&sbﬁ&u@p{%r@%ﬂ@%ﬁhﬁﬁﬁmsé&i’é?a(*@@garded
JYNIEE heing comprised. Preferably, such mammals are selscted from the gro nsistin
(R)-1:(5-(2-(1H-indo1-3-yhethyl)- _12,4-d|methoxycbenzyW-AH-i,flfﬁrlazo-
3-y1]T-§§-ﬁﬁi r%‘é‘ig%‘f?ﬁ%‘{ﬁ?ﬁh"fﬁ?‘fnl}évfﬁiB%ﬁ&ﬁw8°‘743!‘ee"' Pig, goat, horse, pony,
onkey, hinny, mule, hare, rabbit, cat, dog, guinea pig, hamster, rat, mouse”. More
preferably, such mammals are human.



'H NMR (300 MHz, DMSO d6, 300K): 8(ppm) 2.79 (m, 2H,
CH2-CH2-indole), 2.86 (m, 2H, CH2-CE2-indole), 3.30 (dd, 1H, 3,11= 20
14 Hz and 5 Hz, CH2 (3Trp), 3.38 (dd, 1H, 3,1= 14 Hz and 6 Hz, CH2
pTrp), 3.62 (s, 3H, ()CHO, 3.63 (s, 3H, CHO, 4.47 (d, 1H, 3J=17 Hz,
CE2-0,p-dimethoxybenzyl), 4.59 (d, 111, 3J= 17 Hz,
aLa%Igmehoxybenzyl), 6.11 (dd, 1H, JO= 8 Hz and 4= 2 MA/HRAB6/007945
o,pdimethoxybenzyl), 6.20 (d, 1H, ..10= % Hz, H6 o,p-dimethoxybenzyl),
6.45 (d, 111, Jrn= 2 Hz, H3 o,p- dlmethoxybenzyl) 6.87 (t, 1H, JO= 8 Hz,

H5 Trp) 9o &Hdé&hh@;ﬂ%gﬂdﬁ%ﬁé%&ﬁpﬁ%@%ﬁ%r gb_?liefzg/Hag%Lan(aﬁS
4H HE%R%?’?(‘}’%& sy sfipgpeien P8 ending *ﬁn& *?ﬁﬂcgémemors

10. 7ssc§hmmmmn$d@néﬁtq%mqsp@ﬁquﬁm @) Va8 EoNmARIIES
MHz, D006 ¢ B0 BEERRI) 2 &4 Gretersblyrs1dp npdunds may exhibit an
(C#Zt@t'?aﬂ!éd@'@és 420500 hif Q%Wm%ﬂe b ea@va ;§§§ 945%%‘&%4%%9%&

46.5 CH a @)
dimetie B %‘é"d%(@ bdf‘éﬂ%‘? %891) 107 4 (C3 Trp), 111.8
(C7 IndO!t&x@!&dw@ﬁerﬁﬂ%mé@%ﬁﬂar(&@c@M@hd[1\&5%@ &rpounds of the invention can

0 p dw%&%&&ﬂég%g%é@rég 4 immﬁe?t%)i%sl 34 11&%0 Igcqi%rzgéte(é %eﬁ’s

%% g&Co in 121.3(Co T ndo
indol&JE 8 Asop i e\@?ﬁaa?a%%f'@a Sy caaesipcip aaditon, suc

o' Bdimeariegeianyipy A BlEEauTIgad Rae6s (@ evimdl aRdidRIZ@pe effects.
triazofe)ihas bh{gEaitdmgaiskiibiy Breaappuitethoniammmayl fhdtEno a

0,p-dipethe YRRz Side effects on its dless of th
(R)-N-(1-(4-(4-methoxybenzy 1) o phenethirAtl 2 A fae PS4y 2. (1H-i

ndol-3- yiyetiayipic tincomitents oftiiednuackizi) helrd MIVIGR-$3 0@ HaTrd) MG Ehis-
d, 308K tceEPmALRra éﬂbfrﬂbé Mag@&rd%mﬁm acﬁ%o@nm%ﬂ%% advan-

rp
é":ﬁz)‘ag’%@iﬂ%@%‘eﬁf“ﬁ Sk hsgrdl oeh  Furoue et sy
551 B\ﬁﬁg{ﬂ %'gt( W’Z'IL?"%B%'W 39vaniagepys dose reduction may be
pmetﬁ@@@éﬁﬁ%@?ﬁ@sﬁﬁsﬁwf\@m sid@ effecisHop-methoxybenzyl),
6.87 (t, 1H, Jo= 8 Hz, Ho Trp), 7.01 (t, 1H, .4= 8 Hz, Hs Trp), 7.06 (in, 2H,
142 and H6 phenyl), 7.10 (d, 1H, J= 2 Hz, H2 TrP), 7.14 (d, 1H, Jo= 7 Hz,
H4 Trp) TRe2értpourdebs tH3 irkkhtA dan SithBieR\dhtabbnibtS r Udorisls 9PGHS FZep-

Hd Tiks 5 RstRedtia Mia2FNde 7-88 (in, 2H, H4 and H5 opyridy1), 8.56
(d, 1H, Joe 4 Hz, H6 o-pyridyl), 9.20 (d, 1H, Jo= 8 Hz, H3 o-pyridyl), 10.80

(s, 1H, I‘QﬂHSmdBkﬂOTap%QMGISNMﬁ reSe iMveridv Eac FoBiocetde Bpioyeddor
(c% HrEbianphRAIcAS r@c@tﬁgbsl?r_ﬁﬂ%}e%%ﬁrﬁ%'ﬁ ﬁ@&%ﬁgﬁn@mﬂéé&@ég
atTrp e

(C7 'Iélnp Brl%lgﬁ ?C ’%éh gﬁ% an%fﬁgé Eilen("'i %@%ﬁ 'Ié)%gg\ﬁ'
Trp), %t 531‘2%35&'8%59 <17 q:fzﬂfsr teznmmoqzrm@(@ﬂoaﬁa
@y pmwmqu@mmmmmmmwmﬁmm BI6E0 to-phrebd)c-
128. fozhavocbsdereagthoxybenzyl), 128.8 (C3, 04 and C5 phenyl), 136.4
(C6 Trp %5138 1 (Co o-pyridyl), 140.3 (C1 phenyl), 148.7 (Cs 0- 25 pyridyl),
149.3 (CherBimi AT recepler polgapnisvnt heimesent vpttionale juitasts (o O
Ametieeiydye aad/br, dhéphylakE & emndephysiological and pathophys:oiog ical condltlons as
(R) Nkl Refit labndpivd s R ARGy deltinzg

33) %%Q%W?Wpﬁé%m aargtli?or ig%) [n rﬁzorléggagorz (ghmu!a ion ané%r inhibi-
faon of food intake, the treatment of adipogenesis, adiposity and/or obesity, body
weight gain and/or reduction and the treatment of tumor cell proliferation.



S(PPm) 2.95 (m, 4H, ChiraL12-indole), 3.48 (m, 2H, CH2 (3TrP), 3.58 (s,
3H, OCH3), 5.16 (m, 2H, CH2-p-methoxybenzyl), 5.50 (m, 1H, CH aTrp),
6.57 (d, 2H, Jo= 8 Hz, H3 and - 135 - H5 p-methoxybenzyi), 6.72 (d, 2H,
Jo= 8 Hz, H2 and Hg p-methoxybenzyl), 6.87 (t, 2H, Jo= 8 Hz, H5 Trp and

F@éﬁ%}j& 96 7.07 (m, 5H, H2 and H6 indole, H2, H4 and H6 Trp),
7 Pm 3H, H4 and H7 indole, H7 Trp), 7.55 (m, 1H, REFARTYESO7945

7.88 (m, 2H, H4 and H5 o-pyridyl), 8.56s6d, 1H, Jo6= 4 Hz, H6 o-pyridyl),
9.18 (d, 1H, 1/410=. 8 Hz, H3 5 o-pyridy1), 10.77 (brs, 2H, NH indole Trp
and NH indoie)st] GESNutRt(7Andviibig ofEHW 56561 indBRIKN Bk P Mtadeetbe em-
é%'?p%"@“@‘““”“*@*“‘%ﬁ“ ‘Eﬁ%’”&%‘%ﬁg@'% SRy ey,
(co iR Eaadi TR SRt dver Bt e govn rormans
p- me?ﬁ@&ﬁ?ﬁqﬁ)ﬂﬂd’ﬂ Ql”(t? D and Cg 10 indole), 118.7 (Co indole),
138.8 ( l.and C
1. %l]';'@H&?Jce‘btgp%a_r{%sa&%Qgré%]&?lﬁeﬁl%g(&(&ﬁa@ oY yeamen

mdole 24 Sé% Coind
oPYrd f Pfff ﬁg W (@c@gﬁﬂ qgr@ﬁrtfons as disclosed
p-m ﬁmmﬂyl%%wm&ﬁw@@m@ trdetenatl @i fi{Gntonyeficytd),
148. 44® poplypaitiiy, iddd it atipyridy Bnd/6By S tedibHiagRiah a8 Rrkent
p-meghpayenzyl), 164.0 (CO amide). 15
(R)-N-1-(5-(2-(1H-indo1-3-yflethyl)-4-(4-methoxybenzyl1)-4H-1,2,4-triazol-
394)-2- (AorHhedyp@agidrbphaspbinreitien 2itphiEolagitieniGopataophyeiddgicat

NMRe6861foM i, i 16160 3RS RpER %%@bezl'ﬁbdiﬂ{édm% [ 860
2.96 gm, 6H, H2, H5 and H6 piperazine), 3.34 (d, 20 2H, J= 7 Hz, CH2

OTrp), 3.57 (m, 4H, CH2-CH2-indoie), 3.61 (s, 3H, OMe), 3.64 (m, 1H, H3
piperazitrejerdthR these 2hysClodepi-anathraaiibe haid)o ficdiQ4Raitidhg, a@d‘é@%@é
6.45 fte s, g}eupﬁcéﬁ'%lsh% r@;gcmg Boget mwmaar; {é%sor%mn Slecl”
T RIS Abdih v sed o i ERprutsen (o
1H Kﬂ—?tﬁihffiﬂ?“ﬂ’ﬁ daginp e i 118 RKagy.oRNgCfeRdgTn crBenion s,
(CHﬂ@qmﬁd@meya% BYCHREY-Bsionioée B cBcfBhitdoFagihgk bikiety, blood
(CHriRessihonomengy Bodywéighi idaiPedudtc B RIRGE| )aééeérgqg 3
and %@i@ﬁ@éiﬂ&&:ﬁ%r&uéﬁz ?#”%%aa%ig &)gtem 3 (:%gu;:rtgg % glé)slg
T R IS bt i s et o gt
(C6 sl infardiq eamdigy, Y PSR 2igodestivoh @2t 7auls), t%i:ﬁ)r(ﬁsathy
indote)fikgd gop@osTirlatib’ catsaliclisorEro rykmRgtidn 1Ak, au&%% ik
WO 4
e e e
171 ci ? 3 r ers (in combination with ant;deprassants)
28) e qla@s'@mfmwe;wawmammmwmmw
zol-Inyleyntts, (Alehéivain's-Bsyhrelhy@pyicatidinsdraag xntideidh sapgsnd
89): ste) bR iAOh MM Za AR Gt htSdion, congestive heart failure {alonelin
combination with corticotropin releasing factor antagonists), Crohn's disease and ul-
cerative colits, Cushing's syndrome, dementia, depressions, short-, medium- and/or
30  long-term regulation of energy balance, short-, medium- and/or long-term regulation of
food intake (stimulation andfor inhibition), fraitity (e.g. in elderly humans), gastrectomy
{ghrelin replacement therapy), gastric postoperative ileus, glycemic control improvement,
-growth hormona release stimutation in the elderly, growth hormone replacement in
stressed patignts, growth promotion in livestock, growth retardation associated with the



8(ppm) 1.42 (m, 1H, H3 Pro ), 1.52 (m, 1H, H4 Pro), 1.72 (m, 111, Hp
Pro), 2.07 (m, 1H, H3 Pro), 2.94 (m, 4H, CH2-Ct_12-indole), 3.05 (t, 2H,
J=6 Hz, H5 Pro), 3.30 (m, 2H, CH2 I3Trp), 3.67 (s, 3H, OCH3), 3.96 (m,
111, CH ccPro), 5.02 (s, 2H, CH2-p-methoxybenzyl), 10 5.19 (m, 1H, CH
aTrp), 6.73 (s, 4H, CHar p-methoxybenzyl), 6.84 (t, 1H, Jo= 8 Hz, H5
inHBIRYTEBOR, 1H, J'= 8 Hz, H5 Trp), 6.93-7.06 (M, 4H, H2 RATERES06/007945
indole, H2 and H6 Trp) 7.17 (d 1H, JO= 8 Hz, Hp Trp), 7.29 (d, 3H, JO=8
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4- bromobenzyl) 8 01 (2H, s, NH2 Aib), 8.95 (1H, d, J=7.9, NH Trp), 10.77
(1H, 25 bra, NH indole), 10.80 (1H, bra, NH indole Trp). "C NMR (400
MHz,DMSO-d8):



8(PPnl) 22.4 (CH2-Cltindole), 23.1 (CH3 Aib), 23.4 (CH3 Aib), 25.4

(CHrCHzindole), 28.7 (CD Trp), 44.8 (CH2 4-bromobenzy9, 45.2 (Ca

Trp,), 56.3 (Cq Aib), 109.4 (C3 TrP). 111.3 (C7 Trp, 07 indole), 113.0 (C3

mdole) 117.8 (C4 Trp), 118.0 (C4 indole), 118.2 (C5 30 indole), 118.3 (Cs
g_%g 4 4-bromobenzyl), 120.9 (C6 Trp, Ca indole), 122.5 (C2

in olé (C2 Trp), 126.7 (C9 Indole), 126.8 (CO Trp), FSEFRE80/8z945

4,- WO 2007/020013PCT/EP2006/007945 - 138 - bromobenzyl), 131.6

(C3, Cs 4-bromobenzyl), 135.1 (C1 4-bromobenzyl), 136.1 (Cs TrP, Ce
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pPhe), 3.69 (3H, s, OCHs), 5.05 (2H, m, CH2-p-methoxybenzyl), 5.20
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Hz, He i IJF V4 Ozﬁngthrg%g? 7 Hz, He indale), 7.03 (1H, d, J=2 Hz, H2
incoley, JE8 epramecpn i sk i veer prep
indol&)e PreReTLinventian Ander albar S@Qb(qﬁerap@aﬂcaammuseimump @afFient
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methoxyine pefeyreimBoditanithl compounds of the invention are used for the treat-
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J=8.ByréBhiviel cleng/a8d (lftecteltfent Witk d0dabednd AQi(did phalmicdiohidaiy
indolgkivé- dbdthkbed, J=7.8, H4 indole), 8.04 (2H, brs, WO
2007/020013PCT/EP2006/007945 - 139 - NH2 Aib), 842(1K, s, H
#9azole), 9.01 (1H, d, J=8.0, NH Tip), 10.81 (1H, s, NH indole), 10.90(1K,
s, NH '%glggbve mentioned “suitable therapeutic agents® include: “GHS, anti-diabatic
agents; anti-ostecporosous agents; anti-obesity agents; anti-inflammatory agents; anti-
anxiety agents; anti-depressants; anti-hypertensive agents; anti-platelet agents;
antithrombotic and thrombolytic agents; cardiac glycasides; cholesterolflipid lowering
30 agents; mineralocorticoid receptor antagonists; phospadiesterase inhibitors; protein
tyrosine kinase inhibitors; thyroid mimetics (including thyroid receptor antagonists);
anabolic agents; HIV or AIDS therapies; therapies useful in the freatment of Alz-
heimer's disease and other cognitive disorders; therapies useful in the treatment of



(R)-N-(1-(54(1H-indo1-3-yOmethyl)4.methyl-4H-1,2 4-triazol-3-y1)-2-(1H-i
ndol-3- 5 ypethyl)-2-amino-2-methylpropanamide (Compound 96): 1H
NMR (400 MHz, DMSO-d6): 8(ppm) 1.20 (311, s, CH3 Aib), 1.28 (3H, s,
CH3 Aib), 3.32(3K, d,3.30-3.45 (2H, m, CH213 Tip), 4.22 (2H, s, -CH2-In),
5.3 ﬁil m, CHa Trp), 6.91 (1H, t, J=7.5, his indole), 6.94 (1H, d, J=7.5,
MB RUHRYS 02 (1H, t, J=7.9, H6 indole), 7.05 (1H, t, J=7 . FCRFERA6/007945
Indle), 7.08 (1H, d, J=1.9, H7 indole), 7gb2 (1H, d, J=1.9, H7 indole),
7.29(1K, d, J=8.1, H indole), 7.33 (1H, d, J=8.2, H7 indole), 7.48(1K, d,
J=7.Q)dddirigdiebederé; Antipdifetatie/agehtd; ntialelotagiiidtchtbifeNIng filidoe-
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5.3, (GLICH2and oepAidyBpEatitase GHBFmdRMidRs26 (1H, m, CaH Tip), 6.95
1H, t, H5 Trp), 6.96 (1H, t, H5 indole), 7.05 (1H, t, He Tip), 7.06 (1H, S,
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25 Examples of suitable anti—obeszty agents for use In cormbination with the com-

pounds of the present invention include endocannabinoid receptor antagonists, e.g.

CB1 receptor antagonists such as rimonabant (1H-Pyrazole-3-carboxamide, 5-(4-

chiorophenyl)-1-(2,4-dichlorophenyl)-4-methyl-N-1-piperidinyl-, monohydrochloride;

CAS Registry Number: 158681-13-1; SR-141716A; US patent 5,624,941), aP2 inhibi-
30 tors such as those disclosed in US patent 6,548,529, PPAR gamma lantagonists, PPAR

delta agonists, and orlistat.

Exampies of suitable antinflammatory agenis for use in combination with the com-
pounds of the present invention include prednisone, dexamethasone, Enbrel,
cyclooxygenase inhibitors (l.e., COX-1 andfor COX-2 inhibitors such as NSAIDs, aspi-



56.3 (Cq Aib), 109.7 (C3 indole), 110.3 (C3 Tip), 111.2 (C, Trp), 111.3 (CT
indole), 118.1 (C4 Trp, Cs Tip), 118.3 (04 indole), 118.4 (Cs indole), 120.7
(C6 Tip), 121.0 (O6 15 indole), 123.4 (C2 indole), 123.6 (C2 Trp), 126.8
(C9indole), 127.1 (C9 Tip), 136.0 (C9 Tip), 136.2 (C8 indole), 157.5 (Cq
tr 7 (Cq triazole), 170.8 (CO Aib).
(I%‘?gl-%{%@%(slH-indol-3-yOmethyI)-4-(2,4-d PCT/ER2006/067945
imethoxybenzy1)-414-1,2,4-triazol-3-y1932-
(1H-indo1-3-yl)ethyl)-2-amino-2-methylpropanamide (Compound 99): 20
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Oc'égﬂa Jakg%'a'h %T%L%tmgw% %8?%(%’ sltax’sentﬁpl a npan aﬁd 8% (2H,

zy
m, |—‘f8““8cf'rlfI eré‘ﬁ%% @'6%‘?%»5166? qq%%ﬂﬁéi%‘*aﬁafi@#r%w entap@Est
(3H(&9; H%Pfa&%ﬁ Yipplenad IMWT 901889, (BMtratgridabentidasky (NER) mpitifors,
TrpNaecP8peiidsdirshibii2(bab) NBFIROE Ihibitols) & klZoMdpaARIdRY ddndgatdH.
S, Nisty28hinslpleds. 10.89 (1H, s, NH indole Trp). "C NMR (75 MHz,
DMSO d6, 300K): 6(DPrn) 21.7 (c_Hrindole), 23.5 (CH3 Alb), 23.7 (CH3
Mb), 2@9!(@'%2%%@3!&&&:@91@@@&4@ BseQHDmpimattinany renzyh), 55.5
AOOHR)p o Eistedéh) irlOftion (G dsHed I DREKE 4R hobkindn! GhudP),
11 1p8tide, itRIARY) PL¥1224 b AN &3, PRIONSY REDGN e, c-747),

thromboxane receptor antagonists (e.g., ifetroban), aspirin, and PDE-II inhibitors (e.g.,
dipyridamole) with or without aspirin.




25 118.3 (C4Trp), 118.7 (C4 indole), 118.8 (06 indole), 118.9 (Cs Trp),
121.3 (C6 indole), 121.6 (06 Trp). 124.2 (02 indole), 125.3 (02 TIP). 127.1
(08 indole), 127.2 (Ca TIP). 127.6 (Ci p-methoxybenzyl), 127.8 (02 and C6
p-methoxybenzyl), 136.4 (C8 Trp), 136.7 (C8 indole), 154.2 (Cq triazole),
155 2 g.(_:( triazole), 159.2 (C4 p-methoxybenzyl), 171.9 (CO Aib). 30 -

%%Mi (400 MHz, DMSO-d6): 5(ppm) 1.30 (3H, s, CR¥I/EBY06/087945
(3H s, CH3 Aib), 3.26 (1H, dd, J=14.2, 5.9, 1H CH2 f3Trp), 3.38 (1H,
dd, J=14.2, J=8.7, 1H CH2 fiTrp), 3.69 (3H, s, ()CHO, 3.72 (3H, s, OCH3),

4.02 (2Hesaripld? dpeiiEih chidibd bivoodidds b ube It EéntBRation with the compounds
0,p-digpgthoxy %‘é}%o@u A Cl’ﬂ_éng% }_c} frdnl CH2

o,p-dimethoxybenzyl), 5.17 HER3IR: 54 (1H, dd, J=8.4, J=1.7,
H5 o, p-dixeetblexybariaply, GRS 1Tl dweridg HfkasToitathoeymatyh with
6.56 (ﬂ%d&np&uédloHﬁhEFbEBﬂ?ﬁ%ﬂWPﬁ%&Q Hﬁaé%we&uclas% ?amla'ﬁaé b,
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benzyl), 126.8 (C9 Trp), 127.3 (C6 o,p-dimethoxybenzyl), 128.3 (C3, C4,
C5 BenE4@mpRS & sgRiepng)odigs«06E Bt sIfbBude(B garibinatie), vih5he
(Cq teempdendd b tredeninainiompederst i $RBiBrGkch as cilostazol, and
0, P-GEBR PRNIRGAAI L Lidelef) AID)- 20

(R)-N-(1-(54(1H-indo1-3-yl)methyl)-4-phenethyl-4H-1,2,4-triazol-3-y1)-2-(1
HSindol-Bxanipiethyf s @tainithgrddmixtitits Faperamaisheb(t2oonpar sk t6dodids

NMRof3Q0pMsdAt iMe e dDMkebrebR Bblyihdéid 3kb. %@wﬁ@m%e%gmne
(3H, s, CH3 Aib), 2.39-2.53 (4H, m, CHirChlr 25 phenyl), 3.74 (1H

CH2 pTﬁ@fﬁ@*@g qQf1ayitabie @napofi nqsa)er@@s eHn sommtladwl&\)ths @ﬁnpbuhdmgf
CH ahepreseivdni@htiominbksindsintandddbd SapmMe.90 (1H, t, JO 8 Hz, H6
Trp), 6.92 (1H, t, ..10= 8 Hz, H6 indole), 7.01-7.06 (4H, m, H2 and H5
phenyl, ErSTRIESIE" SutpipHY,or AIDRsheiRpien fqriasemoamBinatopwéth e Gomy
@0H , rhund@ef Si¢-preseat TrystidrGaclile jrdjnaGic sbitate, saGulrn)r, ZaqGidit, d,
L])C ;ﬁdﬂﬂatﬂZarlﬁlﬁﬁlﬁ)nﬂa@ﬂiﬂﬁoﬂnaw'ntgnﬁlgrﬂ%mQlﬁﬂbﬁgtig&gja@qruame,
ra, ae S
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143 2 BB #%@8rindole), 23.5 (CH3 Aib), 23.8 (CH3 Aib), 29.5
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phenyl),.129. 136 5 (Cs egg 136.6 (C8 indole),
137.5 (E1FHR i%é stfagﬁ |é'5=a ( Wiﬁz%?ésdefrwtebcﬂma'
hation w;th the compounds of the present mventlon include meiatonin analogs,

30 melatonin receptor antagonists, ML1B agonists, and GABA/NMDA receptor antago-
nists.



(R)-N-(1-(5-benzy1-4-(2,2-diphenylethyl)-4H-1,2,4-triazol-3-y1)-2-(1H-indo
[-3-yDethyl)-2- 10 am ino-2-methylpropanamide (Compound 106): 'H NMR
(300 MHz, DMS0-4:16, 300K): O(PPIr) 1.29 (3H, s, CH3 Aib), 1.34 (3H, s,
CH3 Aib), 3.37 (4H, m, CH213Trp and CH2- benzyl), 3.74 (1H, t, J= 7 Hz,
2), 4.21 (1H, dd, J= 14 Hz and 8 Hz, CI-12- WA.51
(Giwzc%%%@ Hz and 8 Hz, CI-J2-CH(Phe)2), 5.08 (1H, mc,%(ﬁ%%@‘ﬁ"} %“5
6.72 (2H, m, H2 and H6 benzyl), 6.86-@93 (5H, m, H3, H4 and H5 benzyl,
H6 and H6 Trp), 7.03 (1H, a, H2 Trp), 7.06-7.25 (CHar phenyl from
CH(PheR2pniplesof shitatile. 40=p B ifzativel agin)s k¢ IhbothbhatiSnhlah hé com-
indol @Rl Or (Bt MAAIBINhcRRE b pbhin I b1 ZrRUBA DG Sarid 24
(1H, s, NH indole Tip). 130 NMR (75 MHz, DMSO-d6, 300K): 20 8(ppm)
23.5 (ClEzemplgs ofsyitabiemniatnop aganteipra e i) caab NN Hitbane pHmaGuais
(CH ot preEerit(BhiRida itgRie 18joi5ddRal Gt FpelRibrios, BidSistiAinY, ckR9.8
(O3 Tighakid2.0 (C2 Tip), 118.5 (C. Trp), 119.0 (Cs Trp), 121.5 (C93 Trp),
124.8 (02 Tip), 127.1 (C4 phenyl from CH(Phe)2), 127.4 (C9 Trp, C2 and
C6 ben5Hmpizs & {0kind ©BqheestidgonteCipR @)t &B:dLR. dofGha-
and @8nienyé HendukdeN e orBsb AR RRRAYMoRR- 2nd Fallxifene.
benzyl), 136 5 (Ca Tip), 141.0 (CI phenyl from CH(Phe)2), 153.5 (Cq
tri azob)@’ﬁ@]ﬁ(@fﬁ%ﬁ&hﬂéy}e}ﬁ@_ @nuéremen igyeptor moduiator for use in combina-
(R)-Ni(L w(iw (2= (Dhipiowtdd <8 typ etbueh) idvéRiandipheagleiybebbbd i Einidagol;
340-2- EHingRl-ReuDaibw e a5 19 :2rang ydayaRaramide (Campqund,.
107)'C§erlH I}il%%%%? g/i z, DMSO-de; 30019: 8(ppm) 1.34 (3H, s, CH3
(é . S, %

Aib), 1.38 ), 2.06 (1H, m, CHrC32-indole), 2.30 (1H, m,
OH2-CleRaingledey,sdifdBe 3lt)isphosphtadiahiz-ias!plednbidiibhlite thelordbligs

and 7 thd b sehtZnetigniiRe ﬁﬂ-@ﬁll(?#eﬁ‘&%ogﬁe]ﬂ Hz and 9 Hz, CH2
oTrP), 3.58 (1H, t, J= 7 Hz, OH2- CH(Phe)2), 4.14 (1H, dd, J= 14 Hz and

8 Hz, Chi®a@1v¥¢Rthe) Merdp@ati¢ Hderdsl vdrenletilayen th ddribination with the com-
_GI_J&;%@NPB@M);H@SM _&ibénﬁﬂn,cﬁ(ljdyao?_lﬁgecﬁ. fggpeé.%lg Elg] 1ﬁ§ﬁ§2é%(l\j%zﬁ&qn%li§at§d
rP). 1. M. 42 jndole and |
ooy peebladfs BE A SRIF AT M B B B Sl
He pIAASH! % 88 $3H, m, Hp indole, and H7 Tip), 7.47 (111, d, J= 8 Hz, H7
(111, 3 RertheracuRed e ine Qulfaiit Srole ‘ﬁ%@ﬁ%ﬂ{j@%&’ﬂ%@f-
SR e s ealbsal S alagcaranle e egic
E H5RRTonsAndh a2 i) e 0o SSUIMH PRI NYRDMIN(S94 asTapy-
47 SO Bh@ R 23\5Hc e O S Dbs(Fa)D)a6 BB S rédbiol AR s,
I;Fé) Pﬂeﬂéa@lf%ﬁ@acéé@rJar(t@gdﬂ%@stﬁ@%&%ﬁ(ﬁﬁ@ﬁ%ﬂt%4@%%2&_%59),

) ] . . S| n 1P),
122.%;%%ﬁ"%@%@&%ﬁ!@%@fy@gﬁaaﬁzs?émaer’s‘a%%@;ﬁ@%o~
(C4 BANARSOARE L ASREREE N shRam, 1868519 1eSRa LB HS AR 36.6
{8 s MErASHnhandesTanpaLd O & inpindny B GHE F5dnBigd @y triazole), 172.0

(CO AI@. ) .
h fi . . i .
(R)-N-(1- (0 B ehBen 2y - AToA s 5085 SRRpH9 5 7 FeiinoBnian feting-or i
no-ZXSHER RIpERISRIR R CUReRIIATCr Ty d physiirRicB DT/ RS-,
300Kipgical conditions in the form of a medicament, where the medicament is applied be-
fore and/or during and/or after treatment with at least ona additional pharmacologically
30 active substance, where such additional pharmacologically active substance is an en-
docannabincid receptor antagonist, preferably a CB1 receptor antagonist, most pref-
erably rimonabant (1H-Pyrazole-3-carboxamide, 5-{4-chlorophenyi)-1-(2,4-
dichlorophenyi)-4-methyl-N-1-piperidinyl-, monohydrochioride; CAS Registry Number:



20 6(ppm) 1.23 (3H, s, CH3 Alb), 1.26 (3H, s, CH3 Aib), 3.23 (1H, dd, J=
14 Hz and 6 Hz, CH2 pTrp), 3.35 (1H, dd, J= 14 Hz and 9 Hz, CH2 iffrp),
3.99 (2H, s, C-C1-12-phanY9. 5.10 (3H, m, N-C6-phenyl and CH aTrp),
6.77 (3H, m, H5 Trp, H2 and He phenyl from N-CHrphenyl), 6.99 (2H, m,
112 and H6 Tip), 7.01-7.07 (3H, m, H4 Tip, H2 and He from
CYOHPBHEION 7.15-7.23 (6H, m, H3, H4 and H5 phenyl fronfCT/EP2006/007945
N-CH2-phenyl and from C- 25 CH2-phegyl), 7.25 (111, d, J= 8 Hz, H7
Tip), 8.01 (3H, bra, NH2 Aib), 8,91 (1H, d, J= 8 Hz, NH amide), 10.78 (1H,
s, NHiisahale {Bip)SR3IA MR (Kophdnzs B2.86)dad 3R BIRESMIN Tintion is
(CHs A s23aft4bdrsi Aib), 29.0 (CH213Trp), 30.6 (0-CH2-phenyl), 45.7
(CH aTrp), 46.1 (N-CH2-phenyl), 56.7 (Cq Aib), 109.8 (Cs Tip), 111.7 (C,
Tip), 118.3 (04 30 Tip). 118.7 (05 Trp), 121.2 (Cs TIT), 124.8 (02 Trp),
126.3 (ng%nd Cg phenyl from N- OH2-phenyl), 127.0 (02 and Cs phenyl
from C-CHOSBMBAISS PO PEserHBYoT8 57 71CH FUNPRER = own manto
N-THMP et of adodistiadion Dayshel<by hetrmmybite which Efetiptieis@pdastise
(03 -abthie cangb@e pheaybikopi-Gdepiranyl ot 3&idh,(Glepiigmy bEMr non-
N-CH2x . . n
153 zgraém ?g}%%)gcé)ép% %ﬁgﬁﬂgﬁgﬁ%ﬂ;&%@fgg&%:iltl%ﬁ%évggﬁaiﬂ[masaﬂy or
(R)-I\r"-’%i‘?%é"‘-’"ﬁe‘%{zym—%”ei‘yf'—%’ﬁ-f?f?@-?ﬁ%{?&'- P(P5™8% 1 H-Indol-311)ethyl)-
2-argin0=r2mﬁmbéﬂﬁﬂgﬂﬂﬂamﬁtiéggmﬁé}%ﬂglﬁqa:w Nt r{éé}%gsg%;ma&
- " 2Lt .3J=7 Hz - - :

(o o R R A
1.36 (BEFTS- CHf2PRIBYCRIaE @Nd cariers e fesaipst A am s par s Thpny-
3.41 claredieioBlrehnirahZhamisTyiHal GH285I%H)3S BOMKN oiham@LdiRizal Sci-
3.65(ddcam vii- 61 (88)) b l8le( Y. .51 . GHERRsR ) nde dwhid] HHilrsst il 8P Rar-
o0 kit oo e P
18, s %gfé%ﬁtzo%,@%@amﬁ%&sg@gawwm Cobie R
Aib), 6@ A\epdad iy\Wortiambripy 2Micle), 10.84 (1H, s, NH indole Trp). 15
13CN 7 - : : 8(PP1n) 14.1 ((CH2)3-CH3), 22.1
(cHz-cMH%;? SISt A S St b o
29.5 FRSY%S IR P CeP S RIS HIBivn 9D o e %éffz.'smpaﬁaa@m@m solu-
CH2)in3Tag xpmparade 2f tsirvedichaamiyr &8l 8d@ujskitdn 1o LGB wlil,
gl).zrfgm?amsagi@o%,mmbml JGRER) oAIoAU SR Eilrd ek 46
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1) ARG B b e 4 PR
triaz o?eﬁj']%? 55 (@Bt%g%f ce-active agents, magnesium stearate, cyclodextrins, aque-
(R)-NR{3 Q1gDagyeRilR SR TESS\Ailbens) Sispripanib.Arulsfiess HbrichBsydrpsbrialives
ndol-&yBethings 2eanisedmat)yipeopanatatiol Gompatsitcdd dlok 41
IR0 MR, 390HahoBRRMI 33Uy, CHO AID), 1.35

(31-1, s, CH3 Mb), 2.51 (211, m, CH2-C1:12-indole), 3.37 (2H, m, CH2
PTrP), 3¥®-graeduitisiratiorCan Biedrisop famekaBbid By OiriRemsle) e )b BuBbe(lis| in-
m, CrhmilsfabinBicidf SoltradubdstdPolpdelaiaRdsiipehéhs &rUm(&ichs tby
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release form is also possible wheré appropriate. Implants may comprise inert materials,

30 e.g. biodegradable polymers or synthetic silicones such as, for example, silicone rubber.
Intravaginal administration is possible for example by means of vaginal rings. Intrauterine
administration is possible for example by means of diaphragms or other suitable intrauter-
ine devices. Transdermal administration is additionally provided, in particular by means of



30 114 indole and 114 Trp), 7.20-7,30 (4H, 3, H7 indole,113,114 and H5
benzyl), 7.47 (111, d, WO 2007/020013PCT/EP2006/007945 - 146 - ..10=
8 Hz, 1-17 Tip), 8.05(3K, bra, NH2 Aib), 9.05 (1H, d, J= 8 Hz, NH amide),
10.83 (1H, s, NH indole), 10.88 (1H, s, NH indole Tip). 13C NMR (100
5361306, 300K): 5(PPm) 23.5 (CF13 Aib), 23.7 (CI- %%}Aﬂlgb 19059/{1(?7945
(CH2 0Trp), 30.3 (QHrbenzyl and CHr 5 CH2-indole), 44.1
(CH2-CH2-indole), 46.1 (CH aTrp), 56.87Cq Aib), 109.8 (Cs Trp), 109.9
(Csindole), 111.9 (C7 indole and C7 Tip), 118.3 (Cs Tip), 118.4 (Cs
indolefort 8@ i@stahiddde thimpupbsd pil/drALitBHiEMebie)subh hshfgFdxrgrle),
123.%4fchddndole), 124.7 (C2 Tip), 127.0 (Cs indole), 127.2 (C2 and C8
benzyl), 127.4 (C2 Tip), 128.8 (Cs and Cs benzyl), 129.0 (Cs benzyl),
136.3 (C1 benzyl), 136.4 (Ca |ndole and Ce Tip), 153.1 (Cq 10 triazole),

1553((:[% é oIe)n1718 |na |3§ran ed ng,0 o} Vi fi t
(SB) N-(1-(4 %eme{(ho enz Az Eﬂ?—'?di% R YRS AL 50 ity of e
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(300 9¢nder, bMBEgcaBOBKYitidity 6{(herm)bl @6 treated B iditadhid (RO EBIfity
SH3a°dklhe§v2>4k61M ddbrlmeldh Hmagoﬁmg usidfgc(wg)an%%% gf'a'c&q aLmléf
Z a
CH2 J"ﬁ!oﬁ%ﬁi Pa)d&’géna@h}ﬁm%@g a?i |met u(')’i‘%t enzk)ﬂ gﬁ%‘
‘89&? éﬂ%?e‘fh%?%‘ﬁ&?flfe?,ai&ée(i%aﬂﬁs CH aTrp) 6.24 (2H
fﬂ) H5 a&‘Qu 1& il Q@ﬂﬂ m ve i i
0,p- demqthg@ gg%fd Fé%tﬁq:?éo #thQ f'%rﬁ% %H zg v 18' T 01a€t {eyed-
8 Fiz L TRy st i 5934 é‘ltle’ﬁ]a i Alespigpe
| pherﬂﬂ?‘“?“?'?p(‘fﬁ“&"’%“a@’H%"’FIW*HE?)’“’B @ff(@-‘Pf BREIAIEDDAGNERIN0 (1H,
d, J= 8 Hz, NH amide), 10.77 (1H, d, J= 2 Hz, NH indole Tip). 13C NMR
(75 MHz, DMSO-d6, 3001K): 4PPm) 23.6 (CHs Alb), 29.1 (CH2 OTrp),
30.6 (CH 2q0tengipedt] 1Be(DeseniinBbtidimetites tylaahayhs biidal Clrhpdsin
25;&9@” tsﬂr@a 5!%&16%@0 &liﬁ@c@v&gﬂ%)ﬁf%?@aé%? t)riazoie com gu_lqnlj se-
111@&}%5%?&%@ ;é“sgtgﬁég pousa ti:é( %%é ft]?s%r é 1;L11é
Tip), #218s'ecripy 1920 3‘(62 ?ﬁaf‘i pzalﬁ{’eﬁ’l@?(%ﬁiﬁs 37
127 3B(CS #9p31.1427 8. (Bs P éhT, 4R3B G(EZS 63,53, 5458, Bg) pheasyhs, 60,
136.@1(6x Fipda, 163066, (6, ph)@oyho, 19379, (6. rijag0le) 748, 74G8, 39, 82, 83,
%6225}6251&7 @réﬁ@é&%@'ﬁe&ggﬁ’;&ﬁ”ﬁ'%@% §5; 100, 101, 102, 103, 104,
b *é?t? B e, o e AT T R A
H-in 96@&956213%1?@~2%é%nﬁ%aam&mﬁp@antsa.ﬂsa 140,
NMRABOB2/143, 12NI50, 0463005 148 po) 50,264 3483 1 54 HB5ANES, 1677 168,
s, ChE3 A, BB 3dAHs% 1841852168 LA OREEMBe 338 171, 172, 173, 174, 175,
25 176, 177, 178, 17, 180, 181, 182, 183, 184, 185, 186, 187, 188, 189 and/or com-
pound 199,

In a further aspect, such a pharmaceutical composition may additionally comprise
at least one pharmaceutically acceptable carrier and/or excipient andfor may comprise
at least one further pharmacologically active substance,

30 In a preferred embodiment, such further pharmacologically active substance is an
endocannabinoid receptor antagonist, preferably a CB1 receptor antagonist, most pref-
erably rimonabant [1H-Pyrazole-3-carboxamide, 5-(4-chioropheny!}-1-(2,4-
dichlorophenyl)-4-methyl-N-1-piperidinyl-, monohydrochioride].



5 (2H, m, CH2 OTrP), 3.61 (6H, s, 00113), 5.02 (2H, m,
CH2-m-dimethoxybenzyl), 5.18 (1H, m, CH aTrp), 6.07 (2H, d, Jr,,= 2 Hz,
H2 and He m-dimethoxybenzyl), 6.42 (1H, bra, H4 m-dimethoxybenzyl),
6.83 (1H, t, .10= 7 Hz, H5 Trp), 6.99 (1H, t, J'= 8 Hz, H6 TM), 7.08 (1H, d,
J= 2 Hz, H2 Trp), 7.13(3K, t, J.= 8 Hz, 113, H4 and 115 phenyl), 7.20 (3H,
dVSH2% 952 and H6 phenyl, H4 TrP), 7.28 (1H, d, J.= 8 RETEPPRPYT4S
7.99 (3H, bra, NH2 10 Alb), 8.92 (1H, dgd= 8 Hz, NH amide), 10.77 (1H, s,
NH indole). 13C NMR (75 MHz, DMSO-c16, 300K): a(ppm) 23.5 (01-13
Aib), 23.8 (CH3 Aib), 26.5 (QH2-CH2-phenyl), 29.2 (CH2 farp), 32.7
(CH2-CH2-phenyl), 45.6 (CH carp), 45.8 (CH2- m-dimethoxybenzyl), 55.6
(001-13)CoBENT LB RG Gk rumprstitneas dreipvertion o (@otanelatte
m-dirrettutxgirepmyiys 40 %@d &¢@3sTimseblih.8 iGrmbplglchy 215t BRount,
118. Dot bR)in bAhiBdddd thé&&%%ﬁ&ehnﬁ 2Bs8, %rélc_:ﬁm;gpd 1%7&!%ny

(GO Tr 8.7(0 CH and C6 phenyl), 136.4 (05 TT), .6 (04
i At oy RS rare R Rl el P, orr
triazdR85e MY Be 804 18 e arefintaid dsansrsian withthe peesiimes amecad-
(R)-Nwitisia{drnb nb the bemgybisebiba ayledtidrl , 2, 4-triazol-3-y1)-2-(1H-indol-3
-yl)ethyl)-2- amino-2-methylpropanamide (Compound 114): 'H NMR (300
MHz, DMSO-d, 3001K): 8(ppm)1.23 (3H, s, CH3 Aib), 1.25 (3H, s, CH3
Aib), daffdidyrlehs3s kohbthedz and 6 Hz, CH2 Trp), 3.34 (1H, dd, ',I= 14 Hz
and 9 Hz, CH2 fiTrp), 4.01 (2H, m, CH2-benzyl), 5.01 25 (1H, m, CH

dPrp), 5108 pErMpeundsHF fhetireraaiieemion BBDEDFepdred BocoitgAp Hh2 Gliaiv-
H6 pibyaerehe syyhet. Schéibh, bslvaliasteleldd guimsheitetdtie prddeddre)ihat

6.98 % ) , .
5 i 0 A R A

d, J.= 8 ExenAlarY nepg@nRoa(@idrodedliresSidr ihedd Roanticirisl Sppearhels i@ B §88in
bra, Mg Sx8RplS, Whidss Sthdanibt4RBMEE Shd QafBuclddnstiaidrhdndRicr

in). : =148 - 23,5 (01-13
E\%,%%?s ( 1-?%?%%?%%%% %@ %&é,?%r Eﬁ%ﬂ‘g%ﬂgﬁ%s,e (((3 132-
p-bromotveide pynd B¢ @chti), 6pntTy Auti,ckaDunddd 3tk bhuBe(6o-
Trp), phid@ st QA FREARAAR Ind pior 2P DItRliy: e FebtbPiomaReng Yol

121,3 (C6 Trp 9 (C2t ne). 127.0 (02 and 06 benzyl), 127,2
.2 S Surh Jls et IBENAR hort ek B g it
benZyrEdretiyleaingeresrmahmherdyppraeioseieie (RORS epENB whal.,
286, Tqoenady)) US6 BT8RN be218y1R2R5800 {Gaptriaz ele)nds B3¢ By timpaitne
171,3r(Gasdgdp)iathyliime:( 1-(4-(2-m
ethoxybenzyl)-5-benzyl1-4H-1,2,4-triazol-3-0)-2-(1H-Indol-3-ypethyl)-2- 10
a mino-2WRBHOR ptisdorardigraide wns POTieTanad 5Ying HaNeHRN S GRIAH (Pons JF
DM S ati6TBEY0b (0241 (3bb55496843 Aib), 127 (3H, s, CH3 Aib),
3.20 (1H, dd, Ji": 14 Hz and 5 Hz, cH2 pTrp), 3,33 (11-1, dd, J= 14 Hz and
9 Hz, cRFatins) the gRiispr Giogmideyvas B(ibmitied o Bmarnsliionsgsperied
8% J=b1 Hilasu\@ripi et ah étiotryyasagY), & 074 DFy. (GheDH2082p57 1B E&-B87(H,
d, Jﬁ?@?ﬁl%%ﬂﬁ%@ﬁﬁ@%%ﬂeﬁ.ﬁf"r%réﬂ% fn gceli}ate in6
met NN T , nd 2= ,
o) e -*@?ﬁéﬂﬁ"'ﬁ#ﬁé‘% Ul ket ot L ik
RS BRAER WasIp coameselaly avalebie s FBPHeS kg meinocs fom
pheri{p o 938ty SpELr RIEUIA#Y, 8.91 (1H, d, J= 8 Hz, NH amide), 10.78

H, s, ' Tl IHz 0-d6, 300K): 5(13Pm
S (BB o O 0  TREBpad ffn o
42 15 B aHdin BBy Jepeiied Trp), 55.9 (OCH3), 56.7 (0q
Aib), 109.8 (03 Trp), 111.3 (03 o- methoxybenzyl), 111.7 (07 Trp), 118.2
(04 Trp), 118.7 (06 Tip), 120.9 (06 omethoxybenzyl), 121.2 (06 Trp), 123.3
(Cl o- methoxybenzyl), 124.8 (02 Trp), 126.6 25 (C2 and C6 phenyl),

127.1 (040- methoxybenzyl), 127.2 (C9 Tip), 128.8 (07, 04 and 05
phenyl), 129.5 (C6 o- methoxybenzyl), 136.0 (01 phenyl), 136.4 (C8Trp),
154.0 (Cq triazole), 155.6 (Cq triazole), 156.5 (02 o- methoxybenzyl),
171.8(00 Aib).




(S)-N-(1-(4-(2,4-dimethoxybenzy1)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-(1
H-indol-3- 30 yflethyl)-2-amino-2-methylpropanamide (Compound 116):
1H NMR (300 MHz, DMSO-d6, 300K): - 149 - 5(ppm) 1.28 (3H, s, CH3
Alb), 1.32 (3H, s, CH3 Alb), 2.81 (4H, in, 0-12-CH2-phenyl), 3.30 (2H, t,

.61 (3H, s, 001-13), 3.69 (3H, a. 0OCH3), 4.87 (1H, d, J=17
&Ig?élélﬂ-}%a,%gdimethoxybenzyl), 5.03 (1H, d, J= 17 Hz, bltibaineinos
CH2-0,p-dimethoxybenzyl), 5.20 (1H, ngp CH aTrp), 6.29 (1H, dd, .10=8
Hz and J",= 2 Hz, H5 o,p-dimethoxybenzyl), 6.43 (1H, 5 d, Jo= 8 Hz, 115
0,p-dimethexybenzyl) “8B8 (1H, d, ..A"=r2 Hz, H3twopstmethoxybenzyl),
6.83 (RH N JROBIHZ, 5 Tip), B.9%, (I, 1 Jom& 7, FeTrp), 7.0642H. 4, -
J= 2 HzRH2 Tip), 7.09-7.25 (6H, m, H4 Tif'&nd CHar phenyl), 788 ¢ d,
Jo= 8 Hz, 11, Tip), 8.04 (3H, bra, NH2 Alb), 8.92 (1H, d, J= 8 Hz,NH
amide), 10.79 (1H, s, NH indole Trp). NMR (75 MHz, DMSO-d6, 300K): 10

5(ppm) 23.6 (C1-13 Aib), 23.4 (CH2 Ai 2 285 QH2-CH2-phenyl), 29.1
(CH2 fiT#pFa%2.7 (CH2rCR2- ), 4?% Z&Hé-g,p-diﬁq 0 izyl),
45.7 (CH aTr), 55.7;@6‘1@5 19 (00113), 56.8 (Cqugm 1ﬂ(03
o,p-dimethoxybenzyl), &95. (65 0,p-dimethoxybenzy!)?409.9 (C3 Trp),
111.8 (C7 Trp), 115.6 (C, o,p-dimethoxybenzyl), 118.3 (C4 Tip), 118.7 (05
Tip), 121.3 (C5 Tip), 124.4 (CZ Tip), 126.6 (C4 phenyl), 127.3 (C5 Trp),
128.2 [E6" 5 ED-dimethpmibaizyR 128.7 (G2, €3, C5 and C6 phenyl),
136.4°(CB Tip), 140. %G hoghylk 154.6 (Cq tifaz016s, 155.0 (Cq Mazola),
157.8 (C2 o,p-dimethoxgbenzyl), 160.9 (04 o,p-dimethoxybenzyl), 171.8
(CO Aib). (R)-N-(1-(4,5-diphenethyl-4H-1
.2,4-triazol-3-y1)-2-(1H-Indol-3-yOethyl)-2-amino-2- 20
methylpropanamide (Compound 117): 'H NMR (300 MHz, DMSO-d6,
300K): 5(ppm) 1.32 (31-1, s, CH3 Alb), 1.37 (3H, s, 0113 Aib), 2.59 (4H,
in, C-CCtirphenyl), 2.83 (211, t, J= 8 Hz, N-CHrCHIrphenyl), 3.38 (2H, m,
-CH2-phenyl), 3.84 (1H, m, 0112 t3Trp), 3.94 (111, m, CH2 FrP), 5.23
(1H, m, CH aTrp), 6.84 (21-1, m, 114 phenyl 25 from C-CH2-CH2-phenyl
and H4 phenyl from N-CH2-CH2-phenyl), 6.93 (1H, t, Jo= 8 Hz, H5 Tip),
7.00 (1H, t, Jo= 8 Hz, 116 Tip), 7.07 (111, d, J= 2 Hz, H2 Tip), 7.11-7.27
(9H, m, 112, H3, H5 and 116 phenyl from C-CHrCH2-phenyl, 112, 113,
H5 and F15 phenyl from NCHrCH2-phenyl and 114 TIP), 7.50 (111, d, JO= -
8 Hz, 117 Trp), 8.07 (311, brs, NH2 Alb), 9.04 (111, d, J=8 Hz, NH
amide), 10.85(1H, s, NH indole Tip). 30 130 NMR (75 MHz, DMSO0-616,
300K): S(PPm) 23.5 (CH5 Aib), 23.8 (CH3 Aib), 25.9 (C-CHrCHrphenyl),
29.5 (CH213Trp), 32.4 (C-CH2-CH2-phenyl) 35 8 (N-CH2-CH2-phenyl),
44.2 (N-CH2-CHrphenyl), 45.9 (CH - 150 - aTrp), 56.8 (Cq Aib), 109.7
(C3 Trp), 111.9 (C7 Trp), 118.4 (C4 Trp), 118.9 (C5 TrP), 121.4 (C6 Trp),
124.8 (C2 Trp), 126.6 (C4 phens4 from C-CHrCH2-phenyl), 127.2 (Cs
phenyl from N-CH2-CHrphenyl), 127.4 (C9 Trp), 128.7 (C2 and C6 phenyl
from C-CH2- CH2-phenyl, C2 and C6 phenyl from N-CH2-CHrphenyl),
128.8 (C3 and C5 phenyl from 5 C-CHrCH2-phenyl, C3 and C5 phenyl
from N-CHrCHrphenyl), 136.5 (C1 phenyl from N-CH2-CH2-phenyl),
137,5 (C, phenyl from C-CH2-CH2-phenyl), 140.8 (C8 Trp), 154.1 (Cq
triazole), 154.7 (Cq triazole), 171.9 (CO Aib).
(R)-N-(1-(4-(3,4-dichlorobenzy1)-5-benzyl-4H-1,2,4-triazol-31)-2-(1H-indol
-3-ypethyly 10 2-amino-2-methylpropanamide (Compound 118): 'H NMR
(300 MHz, DMSO-c16, 3001K):



6(ppm) 1.24 (3H, s, CH3 Alb), 1.25 (3H, s, CH3 Aib), 3.33 (2H, m, CH2
pTrp), 4.04 (2H, s, ClJ2-benzyl), 5.05 (1H, m, CH aTrp), 5.12(2K, s,
CHrm,p-dichlorobenzyl), 6.49 (1H, dd, J0.= 8 Hz and J,"= 2 Hz, H6
m,p-dichlorobenzyl), 6.80 (1H, t, Jo= 8 Hz, H5 Trp), 6.87 15 (1H, d, .1",=2
Hz, H2 Trp), 6.98 (1H, t, J.= 7 Hz, H6 Trp), 7.02-7.10 (3H, m, H2 and H6
b&f%}i?ﬂg fH3-dichlorobenzyl), 7.18 (3H, m, H3, 114 and HBCHEF2)1§/007945
7.26 (2H, m, H4 and H7 Trp), 8.04 (3H, g5, NH2 Aib), 8.94 (1H, d, J.= 9
Hz, NH amide), 10.81 (1H, s, NH indole Trp). 13C NMR (75 MHz,
DMS():-d&r3(391’<)wwmmiﬂﬂiw@Nmozajﬁo@@@kﬁbm%CH@&
OTrp CHr, 1 (QHRZ- =i roben atr
TR (S B e
Trp), 19T SOERY), 159G BRI N8 4 (O MedciRERIgEN ), ~Co-
127 .04 ¢EFERI P-GendreiBhzyl), 127.2 (C9 Trp), 128.4 (C2 and Ce benzyl),

130.7 (C4 and C5 m,p-dichlorobenzyl), 131.8 (C3 m,p-dichlorobenzyl),
136.0 25 (C, benzyl), 136.4 (C8 Trp), 136.7 (C1 m,p-dichlorobenzyl),

154.1 (Cq triggple), 155.2 (Cq triazole), 172.0 (CO Aib). Rs
(R)-N-&4 - fé-(4ymefaoxyb E@P}‘-@‘-’Benzyl-ﬂ-;—l,2,4-triazo|@ -p
ethyl) ife 2 ethylptppaceimide (Compound 120): 3Q HHN 0

MHz, BSOS, 3001Kg°”@%%§%’%§:§§ éi H, a, ,J= 16 Ha,
CHrp-methoxybenzyl), 3&)@:{{1 -Bmethoxybenzyl),
5.13(111. m, CH aPhe), 6.78 (4H, s, CHar p-methoxybenzyl), 7.02- 7.08
(4H, m, 112 and He phenyl, 112 and He Phe), 7.12-7.25 (6H, m, H3, Hp
and Hs phenyl, H3, 114 and H5 Phe), 7.99 (311, bra, NH2 Alb), 8.92 (1H,
d, J= 8 Her Ri-H=arkifeychaIkyNiytR IR BaMit 2D Mddtoalgl, 30RMH):h(@psaYaliyl,
23.4 Hetek3cpdl), retefdfeldbikyiNR), 30.7 (CHrphenyl), 38.7 (CH2 phe), 45.9
(CH2- p-methoxybenzyl), 46.4 (CH aPhe), 55.6 (OCH3), 56.7 (Cq Aib),
1'P4.6 (Cs and C5 pmethoxybenzyl), 126.9 and 127.1 (Co phenyl and C4
Phe), 127.7 (C, p-methoxybenzyl), 10 128.2 (C2 and Ce Fhe), 128.& (Cs
and C5 Phe),R128.9 (C2, C3, C5 and C6 phenYl), 129.7 (C - R
methaxylegn Drbé6-3 (ESIRMGPM 37,6 (C, Phe), 154.0,3 i

jazdle), 159.2f Regrionetharybenzyl), 171.R (CQarm

[-3-ypethyl)-2- 15 amino-2-methylpropanamide (Compound 121): 1frl NMR
(300 MHz, DMSO-d6, 300K): 6(ppm) 1.27 (3H, s, CHs Aib), 1.28 (3H, s,
CHs Aib), 2.82 (4H, m, gal -CL12-phenyl), 3.34 (211, m, CH2 pTrp), 5.06
(2H, s, CRIRp A abkbiishz)dyySSE-{ Hrathy €S9 a TR 2B = (BHyyalkids Trp,
H3 and 116p-fluorobenzyl), 6.98-7.04 (411, m, H2 and He Trp, 112 and
He 20 phenyl), 7.09-1.11(211, m, H2 and He p-fluorobenzyl), 7.15 (1H, d,
Jo=6 Hz, H4 TIP), 7.19 (3H, t, JO= 8 Hz, H3, H4 and H5 phenyl), &29

(1H, d, Jo= 8fz, H7 Trp)RrSikbd@tdnbra, NH2 Aib), 8.94 (1l Relr gLz
NH aiigey, 78 TIH, sriyH - MR (75 !\%ﬂg, 0’16,
300KNB (e MY B35 (CH&FMM&M@S R Ry N
CC_HBCH2-phenyl), 29.2 (CH2 pTrp), 32.7 25 (CH2-CH2-phenyl), 45.4
(CH2-p-fluorobenzyl), 45.7 (CH aTrp), 56.8 (Cq Alb), 109.8 (Cs Trp),

1%1.8 (C7 Trp), 115.9 and 116.2 (Cs and C5 p-fluorobenzyl), 118.3 (Co

Trp), 1](,?.7 (C6 T@, 121.3 (C6,Trp), 124.8 (C2 Trpc)), 126.5 (Co phenyl),

127.3 ( Eeﬁ%?pti s;nt@g invention, especially compounds 1 to 180 were named from
the drawn formula using the Chem Draw Ultra 8 software (CambridgeSoft Corporation, .
Cambridge, USA).




and Ce p-fluorobenzyl), 128.7 (C2, C3, C5 and Ce phenyl), 132.2 (C,
p-fluorobenzyl), 136.4 (Ca Trp), 140.9 (C, phenyl), 154.5 (Cq triazole),
154.7 (Cq Mazola), 160.3 (Ca p- 30 fluorobenzyl), 171.9 (CO amide).
NMR "F (282 MHz, DMSO-d6, 300K): WO
2007/020013PCT/EP2006/007945 - 152 - 8(ppm) -114.9 (1F, in,

p HOSPEBET). PCT/EP2006/007945
(R)-N-(1-(4-(3,4- dichIorobenzyl)-5-ph_epéet[1y1-4H-1,2,4-triazo|-3-y1)-2-(1H
-indol-3- ypethy1)-2-amino-2-methylpropanamide (Compound 122): 5 'H

NMR 3610z AMSR H8vinR0K): 8(ppm) 1.25 (3H, s, CH3 Aib), 1.26
(3H, s, CH3 Alb), 2.84 (4H, m, Cc-phenyl), 3.34 (2H, d, J= 7 Hz,
CH213Trp), 5.11 (3H, in, CH aTrp and OH2-m,p-dichlorobenzy9, 6.63 (1H,
dd, J*,= 59 igires dr 13-show (he mgasviscciemRstisoR Aol T 68 SHER taTeceariz,
H5 T#p)ane 00d{id-bstay oithdHijsPighEIR hnd. £Fetldd campauhidz, 138, T93s, 50,
7.82 62-64yniCHrd Sapbesid)ed a3 Gdddeh i TRoHFRe t!énT )Te&i%ﬂr (111,S,
H2 m,p-dichlorobenzyl), 7.27 (1H, d, Jo= 8 Hz, Hom p hlorobenzyl),

7.39 (Miavrq_soﬂ e*ﬂsmwnm)maaw (Bs¢-tosppdEiRofio) tr&%(tld-lntfhcém&r
Hz, Ntdleinnicie)eake . a4l Wittshividr relederTp krahe@ Rl BHE 2 the selected

DMSEseie 3&5@9 S@PR) 23 3 (513AIB) 483, fCH "l%ﬁg’)s Ze§r1] 5, 53 $4, 67,

(CH C 615

(CH%% VRELRF § oy ﬁeﬁ?ﬁ? Hiprogich st e
191 :??@ﬁﬁqmi ﬂ%ach%ﬁmcepm TEABSTINY, 12 Br8! (Disalipd fArd2HS (Oap-
Tip), ®een&g@vstehenyl and C6 m,p-dichlorobenzyl), 127.2 (C9 Tip), 128.7

(C2, C3rfgarasdCagdRmiths 1B of LN ANeN Y lnts %50, 64, 74, 81 on

m,p- 1. m hlorobenzyl QA(Q
by LB Bt G RS st -
140. 8 RYVRHRETKAT m'@m%%!@)dlm gbpity BeatesREPed M \GIROhe ox-
didemple section.
(R)-N-(1-(4-(4-methylbenzyl)-5-benzyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-
3-yOethyl)-2- amino-2-methylpropanamide (Compound 124): 25 'H NMR
(300 le e snistie gbalkeitsk yel(pinen and 2at8Ris areChieBbiilnyotp@rat¢dIty sefer-
CH3eAils), TheIn{@itiors jsCixSapren eihybbe da) 63 RRdAd-brdek Ackbi&angiés

Hz, @m@,uﬂﬁpq,eseg:geq%gqﬁgmggﬂg and 9 Hz, CH2 (3Trp), 3.99 (2H, s,
64H2-benzyl), 5.04 (2H, s, CH2-p-methylbenzyl), 5.09 (1H, m, CH aTrp),

6.64 (2H, d, Jo= 8 Hz, H3 and 1-15 p-rnethylbenzyl), 6.78 (1H, t, Jo=7
Hz, Hs Tip), 30 6.98 (4H, t, Jo= 7 Hz, H6 Tip, H3, H4 and H5 benzyl), 7.01
(1H, d, J= 2 Hz, H2 Tip), 7.07 (2H, d, Jo= 7 Hz, H2 and Ho
p-methylbenzyl), 7.20 (3H, m, H4 Tip, 112 and Pie benzyl), - 153 - 7.26
(1H, d, J.= 8 Hz, H7 Trp), 7.98 (3H, brs, NH2 Aib), 8.89 (1H, d, J= 8 Hz,
NH amide), 10.74 (1H, s, NH indole Trp).



130 NMR (75 MHz, DMSO-d6, 300K): 8(PPm) 21.0 (CH3 p-methylbenzyl),
23.5 (CH3 Aib), 23.7 (CH3 Aib), 29.1 (CH2 13TrP). 5 30.6 (CH2-benzyl),
45.7 (CH aTrp), 46.0 (CH2-p-methylbenzyl), 56.7 (Cq Aib), 109.8 (03 Tip),
111.7 (C7 Trp), 118.3 (C4 Tip), 118.6 (C. Tip), 121.2(06 Tip), 124.8 (C2
TIP), 126.3 (C3 and Cs p-methylbenzyl), 127.0 (C4 benzyl), 127.2 (C.
Twpd, 222802O2. C3, 05 and C. benzyl), 129.7 (02 and C6 p-methybenzyisss
132.9 (C1 p-methylbenzyl), 136.3 (C4 p-methylbenzyl), 136.4 (C8 Trp),
137.4 (C, benzyl), 153.9 (Cq triazole)," %53 (Cq 10 triazole), 171.8 (CO
amid
(S)-Nefg&a%-methoxybenzyl)-5-(3-pheny|propyl)-4H-1,2,4-triazo|-3-y1)-2
-(1H-indol-3- yOethyl)-2-amino-2-methylpropanamide (Compound 12$):
111NMR (300 MHz, DMSO-d8, 300K): 15 8(ppm) 1.27 (3H, s, CH3 Aib),
1.31 {b18yathesisofpomponndeaf theinyention-C1-.12-0H2- phenyl), 2.52
(4H, t, J=7 Hz, C112-CH2-g-Irphenyl), 3.35 (2H, d, J= 7 Hz, CH2 PTrP),
3.68 (311, s, OCH3), 4.98 (2H, s, CH2-p- methoxybenzyl), 5.20 (1H, in,
CHl aEmpin@ert (4H, s, CHar p methoxybenzyl) 6.83 (1H,t, J.=8 Hz, H5
Trp), 6,99 (1H,t. J.=7H %:{7 .06 (31-1, m, H2 and H6 phenyl, 112
Trp), FL- éiﬁ*&‘ bl Vﬁ‘i%"?‘ ﬁdfge {rprykentylpabid pig-triezol-Sryip-
and Hybﬂ@wwm@m@p 240ettIpdonar@ndp 8o (@8 1) bra, NH2 Aib),
8.94 (1H, d, J= 8 Hz, NH amide), 10.79 (1H, d, J= 2 Hz, NH indole Trp).
130 NMR (75 MHz, DMSO-d6, 300K): B(PPm) 23.6 (CH3 Aib), 23.8 (CH3
Alb), @émibdGHd 34t 3t pormd)-BR B 0 b Rnfeled; (@M@frﬁé}ﬁwa R

(

ﬁ?ﬁi%mw ) i@%ﬁ#& BAER e Einfis2 payppaspror
T, e 5% Fore ey dimiics B et Ry aﬁ%"ﬁ“{ by,
118.7‘{6‘5019b§5°f21 3 (Cc Trp), 124.9 (C2 TrP), 126.2 (C. phenyl), 127.3

(C. Trp), 127.8 (C1 p- methoxybenzyl), 127.9 (03, Cs and C. phenyl),
128.7(02 and Ce p- methoxybenzyl), 136.4 (C8 Tip), 141.7 (ClI phenyl),
154, 71—(@mm/|(azommz1m&(@qsaaﬁple) 159.2p- 30 methoxybenzyl), 171.9
(CO amide

(135) N (13¢ 4)341 Fnsmd&%éﬁmﬁ 5. SE AP)- 21931 2 4y RinleydpiR)( 2187i6RH,
ol-3-ypathyiiZ-iadoiz) 2 nrethydpiepasartde (Compr) s BaG Hlda UMY B

300 Alb _
E;Hsjﬁ*;"‘ e e ‘3""%‘*]%2 o ﬁ?%ﬁzg A R oo
14 HI BP9 "Ef—’?%"?é??ﬁj' 3505t s"' “5h€HyﬁMf%hemeazv' ), 5.23
CH2{pHhatRoxl Beh £}, (5&3:(1&-815 REICHHe Crd)N&1BBypebzy), 5. 4BHIR, .
ROeth@s/IgR7 BBt JO5081HZe, HE1 TR, @;Q&ﬁéiﬂoiybéq 7S b'ds A%,

o, e e Ha S A By KL TRy D s
P B U L b
13C QR4 ingivle, HHITIBICE 46 (BOG 1N 8(ppsH5A3tE ¢CHBIANY TAS, 70.80

(CH31Ail), NEDidd (a1 201847094 3 (b phgnyl), 45.7 (CH aTrp and
CH2:p-methoxybenzy9, 55.5 (OCH3), 56.7 (Cq Aib), 109.8 (C3 Tip), 111.7
@, Tlﬁ)"‘i"& %"v?éﬁ"arwé% *ethoxybenzyl), 118.3 (C4 Tip), 118.7 (C5

Tip) 5133 AER2AD @)e)l%f%ﬁ% 1P3a378H, K69 DO, LA dSP 26

i
127. 6 C p-meth o2
rp) 41.3(C op-drmethoxybenzyl) 45.3 (Ca. Trp), 55.2 (p-OCH;), 55.4 (o~

OCHg). 56.3 (Cq Aib), 98.6 (C3 o, p-dimethoxybenzyl), 104.7 (Cs o ,p-dimethoxybenzyl),
. 108.5 (C5 Trp), 111.3 (C; Trp, Cy indole), 112.9 (C, indole), 115.2 (C; 0,p-

30 dimethoxybenzyl), 117.8 (C, indole), 117.9 (C4 Trp), 118.2 (Cs Trp, Cs indole), 120.9
(Ce Trp, Cgindole), 122.4 (C, indole), 124.3 (C, Trp), 126.8 (C, Indole), 126.9 (C, Trp),



127.8 (C2 and Ce p-methoxybenzyl), 128.8 (C2 and Ce phenyl), 128.9
(C3 and C5 phenyl), 136.3 (Ca Trp), 136.4 (C, phenyl), 153.8 (Cq
triazole), 155.2 (Cq triazole), 159.2 (Co p- methoxybenzyl), 171.9 (CO
amide). 20
N-((R)-1-(4-(4-nitrobenzyl)-5-phenethyl1-4H-1,2,4-triazol-3-y1)-2-(1H-indol
-FEHRPPIPLI amino-2-methylpropanamide (Compound 128CTipbivRo7945
(300 MHz, DMSO-d6, 300K): 8(ppm) 1.28 (3H, s, CH3 Aib), 1.29 (3H, s,
CH3 Aib), 2.77-2.94 (4H, m, ClirCar ph&¥1), 3.28 (1H, dd, 3,1= 14 Hz and

SR A RS,
Jo= 7B f% *"@%Waﬁnzw Jsaﬁ%fmmwmtmmm 92

(1H, TEleqafs7fbl}mHﬁ/J6¢§6 gr\ﬂ%ﬂ'&i&ﬂa‘%ed b4 bidol 1), 7.08-7.15 (4H, m,
He and H7 Trp, H2 and H5 phenyl), 7.17 (2H, JO0= 7 hz, H3 and H5
phenyl), 7.24 (1H, t, Jo= 8 Hz, He phenyl), 7.92 (2H, d, Jo= 9 Hz, H3 and
nggfgﬂ?% yI) 8.06 (3H, bra, NH2 Aib), 8.98 (1H, d, J=30 8 Hz, NH
amide (1H, s, NH indole Tip). 13C NMR (75 MHz, DMSO-d6,

?8&16?) -N-(155-b kR NThabhthalént ?In‘?é*%)?@-& %C ﬁ%'zb?] @I )(‘x Hindol-
rpheny

(QHZ-p- nltrobenzyl)zz'i% f%%%g?( &(‘fq AI’O) 109.6 (C3 Tip), 111.8

(C7 Tip), 118.1 (C4 Tip), 118,5 (C5 Tip), 121.2 (C8 Tip), 124.1 (C2 and Cs

Pnitr benzzﬁd 124.8 éCZ TrP), 126.5 (C2 and Cg phenyl), 127.2 (C9 Tip,

Cla 8“@8 & was SREIRSS fromtiser REBPEL aples) iseRiplendei (Cs
), mabasquinepfehglyleradivdedds antrBiebayinotSharGephhazo @id ac-

154.8d@iagttiatne lgnekA 3 htiold sdifelnes with a total yield after purification by HPLC of
(S)-Neddh-(4-(4-methoxybenzy1)-5-phenethyl-4H-1,2,4-triazol-3-y0- 5 -(1H-in

dol-3- y)ethyl)-2-amino-2-methylpropanamide (Compound 129): 10 'H
NMR (300 MHz, DMSO-d, 3009<): 5(ppm) 1,27 (3H, s, CH3 Aib), 1.30

(3H, 8 m, 0H2-01:21 -phenyl), 3.34 (2H,d, J=7 H
CHZMF?%%%@% g? K99 (2H, ps e(%z pmethoxybenzyl), 5220
(fBH. sippRaih ad ek, 6, CpidAle), MaA3blas) n:mnskkg%? 6y gmaa gﬁné 58z
7H )N/ 1.t Jo=8Hz, H5 T 1
TM)Z,CE%:I.EE%’ ;4???1'%@ 7 ifa Tlnggn(a"lZI%Tﬁ']e‘h% 2%’1‘3 GHroanzy o498
Hz. IGI‘A"'ITTPF"*?@'L@IM& W04, 38, H33 Hbaphtyikis gheRy), J2. mﬂﬂ,lﬁﬂg
JO= Babtayihl3. Ta)HBDI AT bRtk 8194, (LY He I $rg H, d,
h), 7.05-

amid 7, N
@As;;swz ﬁ g:;r %23 %Hé %ub p)z?éé’gj %Ib %5%
? H %éh@hy) ?{1(’1 b5 %*ﬂ SnydF Uz Hs
(QHPapo e TRzl andHy 'Q@Iﬂt)é)]'?@ 315 51.(636&!!3; B5n8p(Et), AkH8.01
109.8H06, TNH), Altd, H8a6d A Triggnti),8.62(GA, anec-@sin-Nmaiay e rzyih, s,
118 R{Sdokimhp118.7 (C5 Tip), 121.3 (C8 Tip), 124.8 (C2 Trp), 126.5 (04
phe }/I) 127.3 (C9 Trp and CI p- methoxybenzyl), 127.9 (02 and Cs p-
methGHMEHZHIMH2@NMTC2®, BB and Cg p- methoxybenzyl), 136.5 (C8
p) 9 hen ), 154.4 (Cq triazole), 154.7 (Cq 25 triazole), 159.2
T AR S OB 21916 B A T 208 (oot e
netHyAPBYHSHRRl - Ip). 563 (Ca ik @Y IFZFAEHNAIES Tyetiyh (2:arp),
mina-43-aey TN aRan @Iige {mm@ﬂwaﬂrﬁﬁ@izb* '\4&%80&4'6

DM ( ( 3 CHARD).
x S <§q%%;*' 8 Rehebnh e e i 70 b madnt Su i
AR e A A o YL g A
3(@H 131, @@H@P@Wﬂ 819 (P @RIYIBTIRR (S:8%(ayh, 136 S KR Trp), 154.2 (Cq
triazole), 155.7 {Cq triazole), 171.9 (CO Aib).



- 156 - pTrp), 5.20 (1H, m, CH carp), 6.72 (4H, s, CHar p-methoxybenzyl),
6.94(1H, t, JO= 7 Hz, F15 Tip), 7.02 (1H, t, JO= 8 Hz, H6 Tip), 7.05 (1H, d,
J=2 Hz, H2 TrP), 7.11 (2H, d, Jo= 7 Hz, H2 and He phenyl), 7.16 (11-1, d,
..10=7 Hz, 114 Tip), 7.25 (3H m, H3, H4, H6 phenyl), 7.50 (1H, d, JO=8
Hz, H7 Trp), 8.05 (3H, bra, NH2 Aib), 9.02 (1H, d, J= 8 hz, 5 NH amide),
1%830iH0d; = 2 Hz, NH indole Trp). 130 NMR (75 MHz, DMS@r66s/007945
300K): 8(ppm) 23.5 (CH3 Aib), 23.8 (CI-13 Aib), 26.0 (CH2-CH2-phenyl),
29.5 (CH2I3TrP), 32.5 (CH2-CH2-pheh§/ﬁ’ﬁ 35.0 (CH2-CHrp-

meth 1zyl), 44 .4 - -Pmethoxy , 45.8 (CH aTrp), 55.4
(001%{,@@/ q'%fbé%%@%’%ég & qidl'%% b Tip), 114.2 (03 and
Cg p- methoxybenzyl), 118.4 (04 Trp), 118.9 (06 Tip), 121.4 (C6 Tip),

124.7 (C2 Tip), 126.5 (C4 phenyl), 127.4 (03 Trp), 128.7 (02, 03, 05 and
Ce pliEAfIpie$9.4 (C1 p- methoxybenzyl), 130.3 (C2 and C6 p-

meth ' . 154, riazol
154.5((-)'2%},Q ?ﬁ%%ﬁ@é@?@é@gﬁ%ﬁ@éﬁ%}ﬁ‘%ﬁ%’?@@%'n%'%zg?i%@'?‘
(R’i-l\ﬁ-{’i‘i%fﬁl‘-ﬂ?@& XA FNe SRR RGP PRAHNAR )-4H-1,2, 4-tri
azol-3- yl)ethyl)-2-amino-2-methylpropanamide (Compound 132): 'H NMR
(300 MHz, DMSO-c16, 300K): 5(ppm) 1.26 (3H, s, CH3 Aib), 1.29 (3H, s,
CH3 Afin)pighs(4as aptaiged I Aok Ry TpZ 003ndIE2 L HaphirEiei2 19if1p), 5.26
(Tl_H), metﬁéﬂaﬁﬁﬁﬁ)3%1&71(%3@)%3:1@*@&1?@)@@aﬁi%’%&—ﬂ'énﬁné%?n%ﬁgprg_?%ic

ip), § g 4= - - and. Fi ,
G preny SR TR AT ol
o-pyridyT); 8.22°(3H, bra, NH2 Aib), 8.42 (1H, d, Jap= 4 Hz, H6 o-pyridyl),

i e 3%

9.05 (1H, d, J= 8 Hz, NH amide), 10.87 (1H, s, NH indole Tip). 25 13C
NMR1(75 MHz, DMSO-d6, 3001K): 8.(313m) 23.4 (OH3 Aib), 23.7 (CH3
Aib), SENMRIHE- e IRPA), 38BN CH2 13TrP), 32.5 (CH2-CH2-phenyl),

45.7 (CH aTr. .6 (CH2 o-pyridyl), 5 Ai 9.8 (03 Trp), 111.8
(C7 ﬁ%’f"ﬂﬁtﬁ#& %f%%%ggrﬁi)g@ﬁg fcgé’) (I%))f“lé??o‘i'ée?”""’e" 301
o-pyridin1GH-Eiedaipl AP w3 e Bigd $26-8, @ Bty 3)40 OTF.3id,
(g;ﬂﬁi Py 2% 3.468, Zﬁg,ﬁ%ﬁ@.mm@@,mam%b?@ﬁ@é. tr-yrgamhﬂ?@h -

: - , 14 € 0-p , .
triaz(Elléeg,ﬂ{%gg’?gr 4( )@ ’t“rgi_ai%lae@i%%ag(é%@? %ﬁ&q%:f}?yg%é% gﬁﬂ%’% [%106'51
157 S E 1= 7.4 Hz, Hs Trp), T2{(1H, d, Jp= 7.5) z, l—)(4 rp), 6.76 {(1H, t, Jo= 7.5 Hz, Hs
N-((Rycpigh § 32 Hitelitobd biany Tiph B étib thyjd=41-6 H2 Heridole)- 3821018 €1
H-indeiBs Mamhmba%%ama@fa;meﬂwtpmpamid& tCampanad 8 79) HjH

. > : nJl , iRy, L.
P e L S
CH2 BIS% )1 187519 (ot g2 B RS, 706% 8Y %85 §f HaHananityl,
CH2 o3 A tiohd/ B ERZAJH NP d, 9BHRH)brs7NHZ Aib), 8.03 (1H, d, J,= 8.2 Hz, Hs
CH2 eyl o9 gxtylok Nzy1). 9542 N ) 1 10. Tt & o), MHARGl, 10-773dR, Brs,
Hz argl iiasie 2z, HS 0,p-dimethoxybenzyl), 6.40 (d, 111, JO= 8 Hz, He
0,p-dimethoxybenzyl), 6.55 (d, 111, 4= 2 Hz, H3 o,p- 10
@fmeliroNyiFerigy iz, IMEOLH, 3K)8 Hz, 115 Tip), 6.99 (t, 111, .10= 8 Hz,

HG6 T, 7. 2 TiR),.£.09-7.24 (m, 6H, E14 Tip and CHar
shergP 13 Edon LA Ay B el Y G e
salt) 28-8-th, BTRp). 43:3d Griz-maphiainAfed { Qi 97Trn)s 54. I A It 4T(6) IS0
NMRi(72 MHEdRMECCHBp3002% (C; indole), 117.5 (C, Trp), 117.8 (C, indole), 118.0
(Cs Trp), 118.1 (Cs indole), 120.7 (Cq Trp), 120.8 (C; indole), 121.6 (C; naphtyl), 122.5
30 (C;indole and Cs naphtyl), 124.4 (C, Trp), 125.4 (C; naphtyl), 126.3 (Cq naphtyl), 126.6
(Cs indole, Cy Trp and Cr naphtyl), 127.9 (C, naphtyl), 128.6 (Cs naphtyl), 129.5 (C,



15 5(ppm) 23.6 (0113 Alb), 23.7 (CH3 Alb), 26.5 (OH2-CH2-phenyl), 29.2
(CH2 OTrp), 32.7 (CHrCH2-phenyl), 41.6 (CH2-o0,p-dimethoxybenzy?9,
45.7 (CH aTrp), 55.7 (OCH3), 55.9 (OCH3), 56.7 (Cqg Aib), 99.1 (C3
osp-dimethoxybenzyl), 105.2 (05 o,p-dimethoxybenzyl), 110.0 (03 Trp),
111.8 (07 Tip), 115.7 (01 o,p-dimethoxybenzyl), 118.3 (C4 Tip), 118.7 (03
TIY #979%%865 Trp), 126.5 (C2 Tip and Ce o,p-dimethoxybet$A/BPee0g794s
(Cg Tip). 20 128.1 (C4 phenyl), 128.7_({g2. C3, 05 and Ce phenyl), 136.4
(Cs Trp), 140.9 (C1 pherlY1), 154.5 (Cq triazole), 155.0 (Oq triazole),

157 .népityn, padimethexiiggnzsh (e, asins thexaenz)d) ifkblk)

(CO aB4G8) cq triazole), 171.4 (C
NI(R)-1-(4-(4-methoxybenzyl ?5 phenethyl1-4H-j,2,4-triazol-3-y1)-2-(1H-in

dol-3E£2bM®eethmlatetsabipdre-2H-@rated-sasizayaside (Compound 184):
1H NMR (300 MHz, DMSO d6, 300K): 5(ppm) 1.20 (m, 1H, H5
tetrahydropyrane), 1.30 (m, 311, H3 and H5 tetrahydropyrane), 2.17 (m,
1H, Hekdgipahydropyrane), 2.82 (m, 4H, C1121 -CHrphenyl), 3.16 (m, 2H,
112 and He tetrahydropyrene), 3.31 (dd, 1H, J= 14 Hz and 8 Hz 0112
PTrP§RBABE -(BiR- (1 tiindet-3:)80yHA-taveThéx yb DRy B- D, 43 rBGo(s3- B R-(1H-
001 183}cB3AR ) 2hmidc22anetipibrépiralie arampeardsP8 (M, 2H,
CH2-p-methoxybenzyl), 5.26 (m, 1H, CH aTrp), 6.73 (s, 411, CHar p- -
158 - methoxybenzyl), 6.87 (t, 1H, .10= 8 Hz, Hs Trp), 7.02 (m, 2H, H2

and ke Tk ¢ »\QaZ égta%)e% frb‘?rraﬁﬁlﬁzﬁﬁ g’i‘é‘%nﬁ iﬁzﬂﬁ EZ’X%EP ?i'f;HHZHs

hen
Eﬁ amlt(,j;éﬁ‘ Tﬁlei gH ﬂg'o Nif) a?ﬁ%eﬂyﬂ aﬁ‘f’f’\ﬁ\ﬂﬁl 150 BNsthpgRrancic
300K3ES a5ee1sRg *26?13 genaal eyAtayp aslpmes 9/ith eCGetahwidiCBter purification by
tetrapdiopyaziae), 29.2 (CH2 fiTtP), 32.2 (CHrCH2-phenyl), 40.7 (C4
tetrahydropyrane), 44.8 (CH aTrp), 45.9 (CH2-pmethoxybenzyl), 55.5
(OCHB3), 66.6 (C2 and C6 tetrahydropyrane), 109.8 (C3 Trp), 111.7 (Ca

Trp), ‘i3 (@@ ggg gﬁ,g—)rgqthoxybenzyl) 118.4 (Ce Trp), 118.7 (06 Trp),
121.3 (Ce Trp), 124.5 (02 Trp), 126.7 (C4 phenyl), 127.2 (Ca Trp), 127.5

(81 BtpatHo3s/(SeinzydH;100),. 2638 ((Bi2sa0H, Bb)phenydh, b EH (O audiE 2 08
phe D )

e e o
p- me'hoax@bjel’? {7k (@C?g?‘r{ 3 OCHs), 5.09 (2H, m, CHp m-

N-C (R§texB(EiA) 538 118, i) ©athif).4- (8-t thabeytse Az yi)mithdghdnitia 2050
3- yll‘l@!’@. Hi HprighedySen Bl b 2raminoT et QPAN ARG 0xyb enz yi),

3H, cmgﬂ?bf@s }'_'é "L%f@;(% l(\,él\h'b% f?@sﬁﬁfa‘ffo%—yﬂifﬁ”?ea% 8) 4237
CH2TE'TFpb= S9N s TP im Y Hompeerpenag. 2,194 H. o,
OCHB)T®) mammmu CepdOIE ) 25,06 Trm, Hy) i@ BTOERHS < Al nIRN8.96

CH2(rr; myeson yWbeTpy 1o Ss s AHTkolsh2 1180\ QPERENR T6:B2 (d,
1H, Jo= 7 Hz, H6 m-methox é/benzyl) 6.77 (m, 3H, Hs indole, H6 Trp and

H4 m%ﬁ%%ﬁ”@@? @ln 2H, H6 indole and H6 Trp) 7.02 (m, 2H,

| T; 4 a
257 S0 90 (o O fodlhn 3 (S Al e R B i
Aib ?%A@Qﬁfypé @73 (G p-methgpigeril. ABtdey, Tro) 5. mcogmanﬁezm@q Alb)
indo§p. (CEBHs 11H§ (CHTid0)énadeT, 2. 0. BT MMBRHEKGLNHAZ), @Mswﬁ.r
(Sgalﬂetﬁgsraemayzbyr&laﬂmﬂ@@ 8.8, (5 RardIRbeRAT, e%gg'm H3)
AER e T ety {75%0[? RS0 (0500
SRR G mmmemw 200

(06 m-methoxybenzyl), 118.4 (C4 Tip), 118.6 (04 indole), 118.9 (Cs indole
and Cs Trp), 121.2 (C6 indole), 121.6 (06 Trp), 127.1 (Ca indole), 127.2



- 159 - (Cs TIP), 136.4 (C8 Trp), 136.7 (C8 indole), 137.5 (C1
m-methoxybenzyl), 154.2 (CO triazole), 155.3 (Cq triazole), 160.0 (Ca
m-methoxybenzyl), 171.8 (CO amide). Table 1: Further exemplary
embodiments with synthetic sequence and MS data 5(compounds no. 2,
3,14, 16, 17, 19-22, 24, 26-35, 36-122, 124-126, 128- 150, 152-190): No.
Cwenieavrame (Chem Draw Ultra 8) ESI-MS (calculated) E8tivi®:ifausnch4s
(M+H)+] 2 (R)-N-(1-(5-(2-(1H-indol-3-yOethyl)-4-
phenethy1-4H-1,2,4-triazo|-3-y1)-2-(1H:iﬂf?:lbl-

YR R IRRTATIR S0 Fac o, 105
phendttniAapxoenavi A7 5 88A b1 H-indol-

3-yOqtB ke IR G2 578 ENIRIRPARR AR, 373 Fomd -3

& Example 5:

(R)-N-(1-{4-(3-methoxybenzyl}-5-benzyl-4H-1,2,4-triazol-3-y!)-2-(1 H-indol-3-yhethyl)-2-
amino-2-methylpropanamide (Compound 7)

Compound 7 was obtained from Boc-(D)-Trp (10 mmoles), (3-methoxyphenyl)-

10 methanamine, 2-phenylacetohydrazide and Boc-2-amino-2-methylpropanocic acid ac-
cording to the general synthetic schemes with a total yield after purification by HPLC of
30%.

'H NMR (400 MHz, DMSO-d®).

15 &(ppm) 1.25 (3H, s, CHs Aib), 1.28 (3H, s, CHj Aib), 3.24 (1H, dd, J=14.3, J=5.8, 1H
CH2 BTrp), 3.38 (1H, dd, J=14.3, J=9.1, 1H CH; BTrp), 3.61 (3H, 5, m-OCHa), 4.04 (2H,
m, CH; benzyl), 5.07 (1H, d, J= 17.4, 1H CH, m-methoxybenzyl), 5.13 (1H, d, J= 17.4,
1H CHz m-methoxybenzyl), 5.14 (1H, m, CaH Trp), 6.32 (1H, d, J=7.8, Hs m-
methoxybenzyl}, 6.40 (1H, m, H, m-methoxybenzyl), 6.82 (1H, t, Hs Trp), 6.83 (1H, d,

20 J=7.8, Hy m-methoxybenzyl), 7.01 (1H, t, J=8.2, H, Trp), 7.04 (1H, d, J=8.2, H, Trp),
7.06 (1H, d, J=2.0, H, Trp), 7.12 (2M, m, My, Hs Benzyl), 7.13 (1K, t, J=7.9, Hs m-
methoxybenzyl), 7.20 (1H, m, Hs benzyt), 7.24 (2H, m, Ha, Hs benzyl), 7.28 (1H, d,
J=8.2, Hy Trp), 7.99 (2H, s, NH; Aib), 8.92 (1H, d, J=8.2, NH Trp), 10.77 (1H, 5, NH
indole Trp).

25 '3C NMR (400 MHz, DMSO-d®%):

d(ppm) 23.0 {CH; Aib), 23.3 (CH; Aib), 286 {CB Trp}, 30.1 (CH; benzyl), 45.2 (Ca. Trp),
45.6 (CH,- m-methoxybenzyl), 54.9 (m-OCH;), 56.2 (Cq Aib), 109.4 (C; Trp), 111.2(C;
Trp), 111.7 (Cz m-methoxybenzyl), 113.1 (C, m-methoxybenzyl), 117.9 (C4 Trp, Cg m-
methoxybenzyl), 118.2 (Cs Trp), 120.8 (Cs Trp), 124.3 (C, Trp), 126.6 (C, benzyi),

30 126.8 (C; Trp), 128.3 (C;, Cs benzyl), 128.4 (C;, C; benzyl), 129.9 (Cs m-



14 (R)-N-(1-(5-(3-(1H-indo1-3-Apropy9-4-(4-
bromobenzyl)-4H-1,2,4-triazol-3-y1)-2-(1H- indol-311)ethyl)-2-amino-2-
methylpropanamide 637.2 638.1 16
(R)-N-(1-(5-(3-(1H-indo1-3-yl)propyl)-4hexyl-
4H-1,2 4-triazol-3-y1)-2-(1H-indo1-3-ypethyl)-
2B 29 é&thylpropanamide 553.3 554.4 17 PCT/EP2606/007945
(R)—N-(l-(4,5-bis(2-(1H-indol-3-ypethyt)5f11—|- .
1,2,4-triazol-314)-2-(1H-indol-3-yflethyl)-2- amino-2-methylpropanamide
598 3rERG5LAAR) 1D R PO FrRRFRSIMKe ). 1535 (Co
;':' r%] fﬁ%é‘%sfﬁeﬁa &%}lﬁéﬁ%ﬂi 3%98'(83 ey benzyh, 1713 (O Ab).

ESI-MS: found: m/z 523,3 [M+H]"/ calculated: 522.3 g/mol

5 . Example §:

(R)-N-{1-(542-( 1 H-indol-3-yl)ethyl}-4-benzyl-4H-1 2, 4-friazol-3-yl)-2-(1 H-indol-3-
yl)ethyl}-2-amino-2-methylpropanamide {Compound 8)

Compound 8 was obtained from Boc-{D)-Trp (10 mmoles), phenyimethanamine, 3-(1H-
10 indol-3-yl)propane hydrazide and Boc-2-amino-2-methylpropanaic acid according to the
generai synthetic schemes with a total yield after purification by HPLC of 45%.

'H NMR (400 MHz, DMSO-d°);

8(ppm;) 1.28 (3H, 5, CH; Aib), 1.30 (3H, 5, CHy Aib), 2.8 (2H, m, CH,-CH,-indols), 2.97
15 (2H, m, CH,-CHz-indole), 3.37 (2H, m, CH, fTrp), 5.11 (2H, 5, CH, benzyl), 5.21 (1H,
m, CaH Trp), 6.86 (1H, 1, J=7.4, Hs Trp), 6.88 (2H, H,, Hg benzyl), 6.92 (1H, t, J=7.6, Hs
indole), 7.03 (1H, t, J=7.6, Hs Trp), 7.05 (2H, Hs indole, H, indole), 7.08 (1H, d, J=1.8,
M2 Trp), 7.17 {1H, d, J=7.9, H, Trp), 7.26 (2H, H,, Hs benzyl), 7.27 (1H, H, benzyl), 7.30
(1H, H, indole), 7.32 (2H, H; Trp, Hy indole), 8.03 (2H, brs, NH; Aib), 8.95 (1H, d,
20 J=8.1, NH Trp), 10.77 (1H, s, NH indole), 10.81 (1H, s, NH indole Trp).

3C NMR (400 MMz, DMSO-d®);

8(ppm} 22.4 (CH-CH, indole), 23.1 (CH; Aib), 23.3 (CH; Aib), 25.4 (CH,-CH, indole),
28.7 (CP Trp), 45.3 (Ca Trp, CHy-benzyl), 56.3 (Cq Aib), 109.5 (C; Trp), 111.3 (G Trp,
Cr indole), 113.0 (C; indole), 117.8 (C, Trp), 118.0 (C. indole), 118.2 (Cs indols), 118.3
25 (CsTrp), 120.8 (Cq Trp, Cgindole), 122.4 (C; indole), 124.3 (C, Trp), 125.8 (Ca, Cg
benzyl), 126.7 {Cq Indole), 126.9 (Cs Trp), 127.6 (C, benzyl), 128.8 (Cs, Cs benzyl),
135.7 (C, benzyl), 136.0 (Cq Trp), 136.1 (C, indole), 154.3 (Cq triazole), 154.5 (Cg
triazole), 171.4 (CO Aib). '

ESI-MS: found: mfz 546.3 [M+H]"/ calculated: 545.3 g/mol
30



536.3 537.1 20 (R)-N-(1-(4-(4-methoxybenzy1)-5-phenethyl-
411-1,2,4-triazol-3-y1)-2-(1H-indol-3-yflethyl)-
2-amino-2-methylpropanamide 536.3 537.3 21
(R)-N-(1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(3,5-
dimethoxybenzy1)-4H-1,2,4-triazol-3-y0-2-

(IMPinEoD288y3) ethyl)-2-amino-2- methylpropanamide 605.3 606:#r2ds/007945
(R)-N-(1-(4-(4-methoxybenzy1)-5-(3-
phenylpropyl)-4H-1,2,4-triazo|-3-y1)-2'-EJ9E|: indol-3-yflethyl)-2-amino-2-

methydprapapamide 550.3 551.3

10

16

20

25

30

{R}-N-{1-(543-(1H-indol-3-yi)propyl}-4-benzyl-4H-1,2,4-triazol-3-yl)-2-{ 1H-indol-3-
yl)ethyl)-2-amino-2-methylpropanamide (Compound 9)

Compound 9 was obtained from Boc-(D)-Trp (10 mmoles), phenylmsthanamine, 4{1H-
indol-3-yl)butanehydrazide and Boc-2-aminc-2-methylpropanoic acid according to the
generai synthetic schemes with a total yield after purification by HPLC of 38%.

"H NMR (400 MHz, DMSO-d®);

8(ppm) 1.28 (3H, s, CH3 Aib), 1.31 (3H, s, CH3 Alb), 1.90 (2H, m, CHxCH,-CH;-indole),
2.81 (2H, m, CH,-CH,-CHg-indole), 2.69 (2H, m, CH,-CH,-CHp-indole), 3.37 (2H, m,
CH; BTrp), 5.08 (20, s, CH; benzyl), 5.20 {1H, m, CaH Trp), 6.85 (3H, m, H,, Hgben-
zyl, Hs Trp), 6.94 (1H, 1, J=7.5, Hs indole), 7.01 (1H, s, Hz indole), 7.02 (1H, t, J=7.8, He
Trp), 7.05 (1H, t, J=8, Hg indole), 7.08 (1H, d, J=2.0, H, Trp), 7.14 (1H, d, J=8.0, H,
Trp), 7.25 (3H, m, Hs, Hy, Hs benzyl), 7.31 (1H, 4, J=8.0, H, Trp), 7.32 (1H, d, J=8.0, H;
indole), 7.42 (1H, d, J=7.8, H, indole), 8.03 (2H, s, NH; Aib), 8.95 (1H, d, J=8.1, NH
Trp), 10.73 (1H, s, NH indole), 10.80 (1H, d, J=2.0, NH indole Trp).

3C NMR (400 MHz, DMSO-d®):

8(ppm} 23.1 (CH; Alb), 23.3 (CH; Alb), 23.8 (CH,-CH,-CHz-indole), 24.1 (CH;-CHy-
CHz-indole), 27.2 (CH-CH-CHz-indole), 28.7 (Cp Trp), 45.4 (Ca. Trp), 45.5 {CH; ben-
zyl), 56.3 (Cq Aib), 109.4 (C; Trp), 111.3 (C; Trp, C; indole), 113.6 (C;y indole), 117.8
(Ca Trp), 118.0 (Cs indole), 118.2 {C, indole), 118.3 (Cs Trp), 120.8 (Cs indole, Cs Trp),
122.2 (G indole}, 124.3 (C, Trp), 125.9 (Ca, Cs benzyl), 126.8 (Ce Trp), 127.0 (Cq in-
dole), 127.7 (C4 benzyl), 128.7 (Ca, Csbenzyl), 135.5 (C. benzyl), 136.0 (C; Trp), 136.2
(Cy indols), 154.3 (Cq triazole), 154.7 (Cq triazole), 171.4 (CO Aib).

ESI-MS: found: m/z 560.4 [M+H]"/ calcutated: 559,3 g/mol

Example 8:

(R)-N-(1-(543-(1H-indol-3-yl)propyl}-4-(3-methoxybenzyl)-4+-1 2, 4-triazol-3-yl}-2-(1H-
indoi-3-yl)ethyl)-2-amino-2-methylpropanamide (Compound 10)



- 160 - 24 (R)-N-(1-(4-(2-(1H-indo1-3-yOethyl)-5-(3-(1H-

indo1-311)propy1)-41-1-1,2,4-triazol-3-y1)-2-

(1H-indol-3-ypethyl)-2-amino-2- methylpropanamide 612.3 612.8 26

(R)-N-(1-(4-(2-methoxybenzyl)-5-phenethyl- .

4H-1,2 4-triazol-3-y1)-2-(1H-indol-3-y1)ethyl)-

IIAINEIMBthy Ipropanamide 536.3 537.1 27 PCT/EP2006/007945

(R)-N-(2-(1H-indo1-311)-1-(4-(naphthaigg-1-

ylmethyl)-5-phenethy1-4H-1,2,4-triazol-3-
ypetigdingeamindw2netiydamepaBasvlerpi@orhioled), 48 methoxyphenyi)-

(R)- %é%éﬁaﬁ%n@-'&'—(w&&oﬁs\%%m%g e(’gzdf.fe and Boc-2-amino-2-methylpropanoic

rnazo
dIChlor ba%Qor%]f)g tol_lh:elé gzé#est"a asyntlhetlg sghemes with a total yield after purification by
HPLC of 25%.

'H NMR (400 MHz, DMSO-d®):

3(ppm} 1.27 (3H, s, CH, Aib), 1.30 (3H, s, CH; Alb), 1.92 (2H, m, CHz-CH;-CH,-
indole), 2.62 (2H, m, CH,-CH,-CH,-indole), 2.68 (2H, m, CH,-CH,;-CHo-indole), 3.24
(1H, dd, J=14.5, J=5.8, 1H CH, BTrp), 3.39 (1H, dd, J=14.5, J=9.0, 1H CH, BTrp), 3.66

10 (3H, s, m-OCH;,), 5.07 (2H, s, CH, m-methoxybenzyl), 5.18 (1H, m, CaH Trp), 6.35
(1H, d, J=7.5, Hs m-methoxybenzyl), 6.54 (1H, bs, H, m-methoxybenzyl), 6.84 (1M, t,
J=7.5, Hs Trp), 6.87 (1H, dd, J=8.0, J=2.1, Hy m-methoxybenzyl), 6.94 {1H, t, J=7.3, Hg
indole), 7.02 (1H, t, Hg Trp), 7.02 (1H, s, Hy indole), 7.05 (1H, t, J=7.8, Hg indole), 7.08
(1H, d, J=2.1, Ha Trp), 7.13 (1K, d, J=8.1, Hy Trp), 7.17 (1H, t, J=8.1, Hs m-

15 methoxybenzyi), 7.30 (1H, d, H; Trp), 7.32 (1H, d, J=8, H, indole), 7.42 (1H, d, J=7.6,
H, indole), 7.98 (2H, s, NH, Aib), 8.93 (1H, d, J=8.2, NH Trp), 10.71 (1H, s, NH indole),
10.77 (1H, s, NH indole Trp).

'3C NMR {400 MHz, DMSO-d®);

8(ppm} 23.1 (CHj Aib), 23.3 (CH; Aib), 23.9 (_QH;Q-CHQ-CHZ-indole), 243 (CH-CH,-

20 CHyrindole), 27.4 (CH,-CH,-CH, indole), 28.8 (CB Trp), 45.2 (CHy- m-mathoxybenzyl},
45.4 (Ca Trp), 55.1 (mM-OCHy), 56.3 (Cq Aib), 109.5 (C; Trp), 111.3(C; Trp, C; indole),
111.8 (C; m-methoxybenzyl), 113.0 (C, m-mathoxybenzyl), 113.8 (C, indole}, 117.8 (Cs
m-methoxybenzyl), 117.9 (C, Trp), 118.1 (Cs indole), 118.2 (Cs Trp, C. indole), 120.8
(Cs Trp), 120.8 (Cs indole), 122.2 (C; indole), 124.3 (C, Trp). 126.8 (C, Trp), 127.0 (Cq

25 indole), 130.0 (Cs m-methoxybenzyl), 136.0 (Cs Trp), 136.2 (Csindole), 137.4 (C; m-
methoxybenzyl }, 154.3 (Cq triazole), 154.6 {Cq triazole), 159.7 (C; m-methoxybenzyt),
1714 (CO Ab).

ESI-MS: found: m/z 590.3 [M+H]"/ calculated: 589.3 g/mol

30 ' Example 9;

(R)-N-(1-(5~(3-(1H-indoi-3-y)propyl )-4-(naphthaien-1-yimethyl}-4H-1,2 4-triazol-3-yl)-2-
{1H-indol-3-yl)ethyi}-2-amino-2-methylpropanamide (Compound 41 )



indol-3-ypethyl)-2-amino-2- methylpropanamide 613.2 614.2 29
(R)-N-(1-(5-(2-(1H-indo1-3-ypethyl)-4-(4-
fluorobenzyl)-4H-1,2,4-triazol-3-y1)-2-(1H- indol-3-y1)ethyl)-2-amino-2-
methylpropanamide 563.3 564.1 30
(R)-N-(1-(4-(4-fluorobenzyl)-5-benzyl-4H-
1weluiaemessyl)-241H-indol-3-yflethyl)-2- amino-2- methylpcqm&amm%s
'510.3 511.0 31 (R)-N-(1-(5-(2-(1H-indo1-3- ypethyl) -4-(2 4- _
dimethoxybenzyl)-4H-1,2,4-triazol-310- 10-

" (1H-indol-3-yOethyl)piperldine-4- carboxamide 631.3

i0

15

20

25

30

Compound 11 was obtained from Boc—(Dj—Trp (10 mmoles), naphthalen-{-
yimethanamine, 4-(1H-indol-3-yl)butanehydrazide and Boc-2-amino-2-methylpropanoic
acid according to the general synthetic schemes with a total yield after purification by
HPLC of 22%. |

"H NMR (300 MHz, DMSO-d®, 300°K):

8(ppm) 1.20 (3H, 5, CH, Aib), 1.25 (3H, s, CH; Aib), 1.93 (2H. i1, CHy-CH,-CH,-indole),
2.66 (4H, m, CHy-CHy-CHz-indole), 3.25 (1H, dd, J= 14 Hz and 5 Hz, CH, £Trp), 3.40
(1H, dd, J= 14 Hz and 9 Hz, CH; BTrp), 495 (1H, m, CH oTrp), 5.66 (1H, d, 4= 18 Hz,
CHz-naphtyl), 5.81 (1H, d, J= 18 Hz, CHz-naphtyl), 6.37 (1M, d, J,= 7 Hz, H, naphtyl),

6.43(1H, 1, Jo= 7 Hz, Hs Trp), 6.59 (1H, d, J,= 8 Hz, H, Trp), 6.86 (3H, m, Hs and Hs

indole, Hg Trp), 6.95 (1H, d, J= 2 Hz, H; indole), 7.00 (1H, d, J,= 8 Hz, H, indole), 7.06
(1H, d, J= 2 Mz, H, Trp), 7.20-7.33 (4H, m, Hs and Hy indole, Hy Trp, Ha naphtyl), 7.60
(2H, m, Hg and Hy naphtyl), 7.87 (1H, d, J.= 8 Hz, H, naphtyt), 7.99 (5H, m, NH; Aib, Hs
and Hg naphtyl), 8.95 (1H, d, J= 8 Hz, NH amide), 10.70 (1H, s, NH indole), 10.77 (1H,
s, NH indole Trp).

3¢ NMR (75 MHz, DMS0-d®, 300°K):

&(ppm) 23.5 (CH; Aib), 23.6 (CH; Aib), 24.1 (QH2~CH2;CH2-Endoie}, 24.5 (CH,-CH.-
CHa-indole), 27.6 (CHZ-QHZ-CHz-indo!ej, 29.1 (CH; pTrp), 44.1 (CH-naphtyl), 45.7 (CH
a Trp), 56.7 (Cq Aib), 109.7 {C3 Trp), 111.7 (C; indole and CyTrp), 113.9(C, indole),
117.8 (C4 Trp), 118.5 (C4 indole, Cs Trp), 118.6 (Cs indale), 121.1 (Cg Trp), 121.2 (Cq
indole), 122.1 (C; naphtyl), 122.7 (C, indole), 122.9 (C; naphityl), 125.0 {C, Trp), 125.9
(Cs naphtyt), 126.8 (Cq naphtyl), 127.0 (Cs indole), 127.1 (C; naphtyl), 127.4 (C, Trp),
128.5 (C, naphtyt), 129.2 (Cs naphtyl), 129.9 (C, naphtyl), 131.6 (C, naphtyl), 133.6°
(C+o naphtyl), 136.4 (Cg Trp), 136.7 (Cy indole), 155.4 (Cgs triazole), 171.9 {CO Aib).

ESI-MS: found: m/z 610.3 {M+H]"/ calcuiated: 609.3 g/mol

Example 10;
(R}-N-(1-{5-(2-(1H-indol-3-yl)ethyl)-4-(4-methoxybenzyl)-4H-1 2. 4-triazol-3-yt}-2-(1H-

- indol-3-yhethyl)-2-amino-2-methylpropanarmide {Compound 12}



632.0 32 (R)-N-(1-(5-(2-(1H-indo1-3-ypethyl)-4-(2,4-
dimethoxybenzyl)-4H-1,2,4.tdazol-3-y1)-2-
(1H-Indol-3-yOethyppiperidine-3- carboxamide 631.3 631.8 33
(R)-N-(1-(4-(4-methylbenzy1)-5-(3-
phenylpropy1)-4H-1,2,4-triazol-3-y1)-2-(1 H- indo1-3-ypethyl)-2-amino-2-

BrEp%amide 534.3 535.4 34 PCT/EP2006/007945
(R)-N-(l-(5-(2-(1H-indol—3-y0ethy1)—fl§(ﬁ-_ _
methylbenzy1)-4H-1,2,4-triazol-3-y1)-2-(1H- indol1-3-yOethyl)-2-amino-2-
methylpropanamide 559.7 559.9 36

Compound 12 was obtained from Boc~(D}-Trp (10 mmoles), (4-methoxyphenyl)-
methanamine, 3~(1H-indol-3-yl)propane hydrazide and Boc-2-amino-2-methylpropanoic
acid according to the general synthetic schemes with a total yield after purification by

5 HPLC of 28%.

'H NMR (400 MHz, DMSO-d®);

8(ppm) 1.30 (3H, 5, CH; Aib), 1.33 (3H, s, CH; Alb), 2.91 (2H, m, CH,-CHy-indole), 2.97
(2H, m, CHzCHy-indols), 3.37 (2H, d, CH, BTrp), 3.71(3H, s, OCH,), 5.02 (2H, s, CH,

10 p-methoxybenzyl), 5.23 (1H, m, CaM Trp), 6.78 (4H, m, CHar p-methoxybenzyl), 6.87
(1H, t, J=7.5, H5 Trp), 8.83 (1H, t, J=7.5, Hs indole), 7.03 (1H, t, Hg Trp), 7.05 (1H, t, Hg
indole), 7.07 (1H, s, H; indole), 7.08 (1H, s, Hz Trp), 7.21 (1H, d, J=8, H, Trp), 7.32
(3H, Hy indale, Hy Trp, Hy indole), 8.02 (2H, s, NH, Aib), 8.97 (1H, d, J=8.1, NH Trp),
10.77 (1H, s, NH indole), 10.80 (1H, s, NH indole Trp).

15 C NMR (400 MHz,DMSO-¢®):

3(ppm) 22.4 (CH;-CH; indole), 23.1 (CH; Aib), 23.4 (CH; Aib), 25.5 (CH-CH, indole),
28.9 (CP Trp), 44.9 (CH; p-methoxybenzyl), 45.3 (Ca Trp), 55.0 (OCHa), 56.3 (Cq Aib),
108.5 (C;5 Trp), 111.3 (C; Trp, C; indole), 113.0 (G, indole), 114.1 (Cy, Cs p-
methoxybenzyl), 117.8 (C4 Trp), 118.0 (C, indole), 118.2 (C; indole), 118.3 (Cs Trp),

20 120.9 (Cs indole, Cg Trp), 122.0 (C; indole), 124.4 (C, Trp), 126.7 (Co indcle), 126.9 ({C,
Trp), 127.3 (Cy, Cg p-methoxybenzyl), 127.4 (C, p-methoxybenzyl), 135.9 (Cs Trp),
136.1 (C; indole), 154.2 (Cq triazole), 154.5 (Cq triazole),158.4 C, p-methoxybenzy),
171.4 (CO Alb).

_ ESI-MS: found: m/z 576.3 [M+HT'/ calculated: 575.3 glmoi
25
Example 11:

(R)-N-(1-(4-(4-methoxybenzyl)-5-benzyl-4H-1 ,2.4~friazol-3-y£)~2—(1 H-indol-3-yl)ethyl}-2-
amino-2-methylpropanamide (Compound 13)

30 Compound 13 was obtained from Boc-(D)-Trp (10 mmdies), (4-methoxyphenyl}-
methanamine, 2-phenylacetohydrazide and Boc-2-amino-2-methyipropanoic acid ac-



(R)-N-(1-(5-(241H-indo1-3-yflethy1)-4-(2,4- dimethoxybenzyl)-
4H-1,2,4-triazo1-3-y1)-2- (1H-indo1-3-yOethyppiperidine-2- carboxamide
631.3 631.8 37 (R)-N-(1-(4-(4-methyibenzyl)-5-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1 H-indo1-3-yl)ethyl)-
2-amino-2-methylpropanamide 520.3 521.0 -161 - 38

(RyaNd#¢26423 (11-1-indo1-3-Aethyl)-4-(2,4- BOTEPI006/067945
dimethoxybenzyl)-4H-1,2,4-triazol-3-y1)-2-
(1H-indo1-3-ypethy1)-2-aminobenzanid&2639.3 639.8 39

(R)-N-(1-(5-benzy1-4-( yrldln -2- ylmethyt)
4H-1 ﬁogglﬂqé%ﬁeﬁwaf »ygtgm?tal yield after punﬁcat:on by HPLC of
37%.

'H NMR (300 MHz, DMSO-d®, 300°K):

5 8&{ppm)1.24 (3H, s, CH; Aib), 1.28 (3H, s, CH; Aib), 3.26 (1H, dd, *J= 14 Hz and 6 Hz,
CH; BTrp), 3.31 (1H, dd, *J= 14 Hz and 9 Hz, CH, pTrp), 3.67 (3H, 5, OCHs), 3.99 (2H,
8, CHzbenzyl), 4.99 (2H, s, CHe-p-methoxybenzyl), 5.12 (1H, m, CH oTrp), 6.67 (4H,
m, CHar p-methoxybenzyl), 6.80 (1H, t, Jo= 8 Hz, Hs Trp), 6.98 (1H, t, Jo= 8 Hz, H,
Trp), 7.02-7.06 (4H, m, Hz and Hg benzyl, H, and H, Trp), 7.12-7.25 (3H, m, H;, H, and
10 Hs benzyl), 7.26 (1H, d, Jo= 8 Hz, H; Trp), 8.01 (3H, brs, NH, Aib), 8.92 (1H, d, J= 8
Hz, NH Trp), 10.77 (1H, s, NH indole Trp).

3C NMR (75 MHz, DMSO-d®, 300°K):

3(ppm} 23.5 (CHa Aib), 23.7 (CH3 Aib), 29.1 (CH, BTrp), 30.6 (CHz-benzyl}, 45.7 (CHy-
p-methoxybenzyl), 45.7 (CH oTrp), 55.5 (OCHs3), 56.7 (Cq Aib), 109.8 (C; Trp), 111.7

15 (C; Trp), 114.5(Cs and Cs p-methoxybenzyl), 118.3 (C4 Trp), 118.7 (Cs Trp), 121.3 (Cs
Trp), 124.8 (C, Trp), 127.1 (C, and Ce benzyl), 127.3 (Co Trp), 127.6 (C; p-
methoxybenzyl), 127.8 (C; and Cy p-methoxybenzyl), 128.8 (Cs, C4 and Cs p-
methoxybenzyl), 136.3 (Cy benzyl), 136.4 (C; Trp), 153.8 (Cq triazole), 155.2 (Cq
triazole), 158.1 (C4 p-methoxybenzyl), 171.9 (CO Aib).

20 ESI-MS: found: m/z 524.1 [M+H]'/ calculated: 522.3 g/mol

Example 12:

(R)-N-{1-(5~(2-(1H-indol-3-yl)ethyl)-4-hexyl-4H-1,2,4-triazol-3-yI)-2-(1H-indal-3-ylJethyl)-
2-amino-2-methyipropanamide {Compound 15)

25

Compound 15 was obtained from Boc-{D)-Trp {10 mmoales), hexén-1 -amine, 3-(1H-
indol-3-yl}propane hydrazide and Boc-2-aming-2-methylpropanoic acid according to the
general synthetic schemes with a total yield after purification by HPLC of 28%.

30 'H NMR (400 MHz, DMSO-d%):



2-amino-2-methylpropanamide 493.3 493.9 40
(2S,4R)-N-((R)-1-(4.(4-methogbenzyl)-5-
phenethyl-4H-1,2 4-triazol-3-y1)-2-(1H-indol-
3-ypethy94-hydroxypyrrolidine-2- carboxamide 564.3 565.0 41
(S)-N-((R)-1-(4-(4-methoxybenzy1)-5-
pRENMPROAN-1 2 4-triazol-3-y1)-2-(1H-indol- PCT/EP2006/007945
3-yOethyl)piperidine-3-carboxamide 562.3 563.0 42
(R)-N-((R)-1-(4-(4-methoxybenzy1)-5- “_3;1 .
-4H- 4-triazol-3-y1)-2-(1H-indo1-
T LA A Bt 653 6D 800 1.1 2H.m, e ),
1.94 (1H, m, 1H N-CHz-CHp), 1.33 (1H, m, 1H N-CH-CHj), 1.40 (3H, 5, CH, Aib), 1.42
(3H, s, CH3 Aib), 3.05 (2H, m, CH,-CHy-indole), 3.10 (2H, m, CHy-CH,-indole), 3.37
(1H, dd, J=14.2, J= 7.6, 1H CH, BTrp), 3.4 (1H, dd, J=14.2, J= 7.6, 1H CH, BTrp),
§ 3.58 (1H, m, 1H N-CH,), 3.71 (1H, m, TH N-CHy), 5.21 (1H, m, CaH Trp), 6.96 (1H, H;
Trp), 6.97 (1H, Hs indole), 7.08 (2H, H; Trp, Hg indole), 7.09 (1H, s, H, Trp), 7.13 (1H,
8, Hy indole), 7.34 (2H, H; Trp, H; indole),7.48 (1H, d, H, indole), 7.50 (1H, H, Trp),
8.14 (2H, s, NH, Aib), 8.08 (1H, d, J=7.8, NH Trp), 10.84 (1H, s, NH indole), 10.88 (1H,
8, NH indole Trp).

10 ™°C NMR (400 MHz, DMSO-d®):

8(ppm) 13.7 (CHe)s-CHg), 21.7 (CHy-CHs), 22.4 (CH,-CHpindole), 23.1 (CH, Aib), 23.3
(CHs Aib), 25.1 (CH,-CHgindols), 25.5 (CHy-CHz-CHz-CHy), 29.1 (CB Trp), 29.3 (N-
CHz-CH), 30.4 (CHa-CH,-CHj), 42.6 (N-CH,-CH,),45.6 (Ca Trp), 56.3 (Cq Aib}), 109.2
(Cs Trp), 111.4-111.5 (C; Trp, C; indole), 112.8 {Csindole), 117.7 (C4 Trp), 118.0 (Cs

15 indole), 118.2 (C. indole), 118.4 (Cs Trp), 120.9 (Cs indole, Cs Trp), 122.6 (C, indole),
124.3 (C, Trp), 126.8 (C, Trp), 126.9 (Cq indole), 136.0 (Ce Trp), 136.2 {C4 indole),
154.0{Cq triazbia). 154.1 (Cq triazole), 171.4 (CO Aib).ESI-MS: found: m/z 540.3
[M+H]*/ caleulated: 539.3 g/mol

20  Example 13:

(8)-N-{1-(5-(2-{ 1H-indok-3-ylJethyl)-4~(2,4-dimethoxybenzyl)- 4H-1 2. 4-triazol-3-yi)-2-
' {1H-indol-3-yhethy!)-2-amino-2-methylpropanamide {Coempound 18)

Compound 18 was obtained from Bac-(L)}-Trp (10 mmoles), (2,4-dimethoxyphenyl)-
25 methanamine, 3-(1H-indol-3-yl)propane hydrazide and Boc-2-amino-2-methylpropanoic
acid according to the general synthetic schemes with a total yield after purification by
. HPLC of 30%.

*H NMR (300 MHz, DMSO-d®, 300°K):

30 &(ppm} 1.27 (3H, 5, CHy Aib), 1.31 (3H, s, CH; Alb), 2.89 (2H, m, CH,CHy-indole), 2.93
(2H, m, CH,CHz-indole), 3.27 (2H, m, CH, BTrp), 3.62 (3H, s, 0-OCHj), 3.68 (3H, s, p-
OCHG), 4.89 (1H, d, *J= 17Hz, CHz-0,p-dimethoxybenzyl), 5.06 (1H, d, *J= 17Hz, CH,~



(R)-N-(1-(4-(4-ethylbenzyl)-5-phenethyl-4H-
1,2,4-triazol-3-y1)-2-(111-indol-3-ypethyl)-2- amino-2-methytpropanamide
534.3 535.0 (R)-N-(1-(4-(4-methoxybenzyl)-5-phenethy1-
4H-1,2,4-triazol-311)-2-(1H-indo1-3- ypethyDpiperidine-4-carboxamide
562.3 563.0 45 (R)-N-(1-(5-(2-(1H-indo1-3-ypethy1)-4-(4-
methoeybenzyl)- 4141,2,4-triazol-3-y1)-2-(1H- PCT/EP2006/007945
indol-3-ypethyppiperidine-4-carboxamlide 601.3 602.0
(S)-N-C(R)-1-(4-(4-methoxybenzy1)-5- 114 -
phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-
3-yl)ettrydpthokigtinezit).catB (HarmideHbliBeR 628 GH, dd, J= 8Hz and J,= 2Hz, Hs
o,p-dimethoxybenzyl), 6.40 (1H, d, 8Hz, Hs o,p-dimethoxybenzyl), 6.56 (1H, d, J,= 2Hz,
H, o,p-dimethoxybenzyt), 6.83 (1H, t, Jo= 7Hz, M5 Trp), 6.90 (1H, t, J,= 7 Hz, Hs indole),
7.02 (1H, t, Hs Trp), 7.04 (1H, t, Hg indole), 7.07 {1H s, H, indale), 7.08 (1K, s, Hp Trp),
5 T7.12(1H,d, Jo= 8 Hz, H, Trp), 7.29 (3H, H, and Hy indole, Hy Trp), 8.00 (3H, brs, NH;
Aib), 8.93 (1H, d, J= 8 Hz, NH amide), 10.76 (1H, s, NH indole), 10.79 (1H, s, NH
Indole Trp).

¥C NMR (75 MHz, DMSO-d®, 300°K):

8(ppm) 22.9 (CH,CHz-indole), 23.6 (CHj Aib), 23.7 (CHs Aib), 25.8 (CH,CHa-indole),

10 28.2 (CH, Trp), 41.4 (CH-0,p-dimethoxybenzyl), 45.7 (CaTrp}, 55.7 (p-OCH,), 55.9
(0-OCHg), 56.7 (Cq Aib), 98.0 (C; o,p-dimethoxybenzyl), 105.1(Cs 0,p-
dimethoxybenzyl), 109.9 (C, Trp), 111.8 (C, T1p, C; indole), 113.4 (C; indole), 115.6
(Cy o,pdimethoxybenzyl), 118.3 (C, indole), 118.4 (C, Trp), 118.6 {C; Trp, Cs indole),
121.3 (Cs Trp, Cs indole), 122.6 (C; indole), 124.4 (C; Trp), 127.2 (Cq indole), 127.3 (Cq

15 Trp}, 128.0 (Ce 0,p-dimethoxybenzyl), 136.4 (C, Trp), 136.6 (Cs indole), 155.C (2 Cq
triazole), 157.7 (C; o,p-dimethoxybenzyl), 160.8 (C, o, p-dimethoxybenzyl), 171.6 (CO
Aib).

ESI-MS: found: m/z 606.2 [M+H]"/ calculated: 605.3 g/mol

20 Example 14:

(R)-N-(1-(5+(3-(1H-indo!-3-yl}propyl)}-4-(4-methoxybenzyl)}-4H-1,2,4-triazol-3-yi)}-2-(1H-
indol-3-yi)ethyl)-2-amino-2-methyipropanamide {Compound 23)

Compound 23 was obtained from Boc-(D)-Trp (10 mmoles), (4-methoxyphenyt)-

25 methanamine, 4-{1H-indol-3-yl)butanehydrazide and Boc-2-amino-2-methylpropanoic
acid according to the general synthetic schemes with a total yield after purification by
HPLC of 25%.

'H NMR (300 MHz, DMSO-d®, 300°K):

30 &(ppm) 1.27 (3H, 5, CH; Aib), 1.30 (3H, s, CH, Aib), 1.84 (2H, m, CH,CH,CHz-indole),
2.58 (2H, m, CH,CH,CH-indole), 2.65 (2H, m, CH,CH,CHz-indole), 3.34 (2H, d, =7
Hz, CH, BTrp), 3.67 (3H, 5, OCHj), 4.96 (2H, s, CH,-p-methoxybenzyl), 5.18 (1H, m,



47 (R)-N-((R)-1-(4-(4-methoxybenzyl)-5-
phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-Indol-
3-yflethy9pyrrolidine-2-carboxamide 548.3 548.9 48
(S)-N-((R)-1-(4-(4-methoxybenzyl)-5-
phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol- :
NRFERPBMeridine-2-carboxamide 562.3 563.0 49 PCT/EP2006/007945
(R)-N-((R)-1-(4-(4-methoxybenzy1)-5-
phenethyl-4H-1,2,4-triazol-3-y1)-2- (1H1?ndol

3- yp%@hﬁ% g??@ﬁ Z &%{Qr?éa%l H |566829 A% =7 He, Hs Trp), 6.92

(R)-N oxybe
4H-1 3% et/ 0B Neripdeie) AR 1. 8- WW)L ORI C EMIde 508133, Jo=
8 Hz, H, Trp), 7.33 (3H, H, indole, H, Trp, H; indole), 8.02 (3H, brs, NH, Aib}, 7.90 (1H,

d, J= 8 Hz, NH amide), 10.73 (1H, s, NH indole), 10.79 (1H, s, NH indole Trp).
5 CNMR (75 MHz, DMSO-d®, 300°K):

8(ppm) 23.6 (CH; Aib), 23.8 (CH;3 Alb), 24.3 (CH,;CH,CH,-indole), 24.8 (CH,CH,CH,-
indole), 27.7 (CH.CH,CH,-indole), 29.1 (CB Trp), 45.5 (N-CH,-p-methoxybenzyl), 45.8
(Ca Trp), 55.5 (OCHy), 56.8 {(Cq Aib), 109.8 (C; Trp), 111.7 (C; Trp, C, indole), 114.0
(G indole), 114.5 (Cs, Cs p-methoxybenzyl), 118.3 (C, indole, C, Trp), 118.5 {Cs

10 indole), 118.8 (C5 Trp), 121.3 (Cs indole, Cs Trp), 127.3 (C, indole), 127 4 (C, Trp),
127.6 (C4 p-methoxybenzyl), 127.9 (C,, Cs p-methoxybenzyl, C; Trp, C; indole), 136.1
(Cs indole), 136.4 (Cs Trp), 154.7 (Cq triazaole), 155.1 (Cq triazole), 159.2 (C, p-
methoxybenzyl), 171.9 (CO Aib).

ESI-MS: found: mfz 590.0 {M+H]'/ calculated: 588.3 g/mol
15
Example 15:

(R)-N-(1-(5(2~(1H-indol-3-yl)ethy!)-4-(2-methoxy)benzyl}-4H-1,2,4-friazol-3-yl)-2-{ 1 H-
indol-3-yl)ethyl)-2-amino-2-methyipropanamide {Compound 25)

20 Compound 25 was obtained from Boc-{D}-Trp (10 mmales), (2-methoxyphenyl}-
methanamine, 3-(1H-indol-3-yl)propane hydrazide and Boc-2-amino-2-methylpropanoic
acid according to the general synthetic schemes with a total yield after purification by
HPLC of 28%.

25 M NMR (300 MHz, DMSO-d®, 300°K):

8(ppm) 1.27 (3H, s, CH; Aib), 1.29 (3H, s, CH; Aib), 2.90 (2H, m, CH,-CH;-indole), 2.96
(2H, m, CH,-CH:-indole), 3.29 (2H, m, CH, BTrp), 3.65 (3H, 5, OCH3), 5.09 (3H, m,
CH_z-0- methoxybenzyl and CH aTrp), 6.49 (1H, d, J,= 8 Hz, H; o- methoxybenzyl), -
6.76 (1H, t, Jo= 8 Hz, H5 Trp), 6.81 (1H, t, Jo= 8 Hz, Hs indole), 6.88 (1H, t, J.= 7 Hz, He
30 Trp), 6.96 (1H, t, J= 8 Hz, Hg indole), 6.98 (1H, s, H, indole), 7.02 (3H, m, M, Hs and
He o- methoxybenzy!), 7.07 (1H, d, Jo= 6 Hz, H, Trp), 7.18 (1H, m, H, indole), 7.29 (2H,



508.9 51 (R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indo1-3-y9ethyl)- 2-(pyridin-2-yl)acetamide
570.3571.2 - 162 - 52 1\14(R)-1-(4-(4-methoxybenzy1)-5-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-y1)ethyl)- 2-(pyridin-4.ypacetamide
570.3 570.9 53 (R)-N-(144-(4-methoxybenzy1)-5-phenethyl-
Awaly®7etiezol-3-y1)-2-(1H-indol-3- ypethypcyclohexanecaikopessiogos 7945
561.3 562.4 g1 (R)-N-(1-(5-(2-(1H-indo};g-yl)ethyl)-4-benzyl-

10

15

20

23

30

m, Hy indole and H; Trp), 8.07 (3H, brs, NH. Aib}, 8.97 (1H, d, J= 8 Hz, NH amide),
10.80 (1H, s, NH indole), 10.82 (1H, s, NH indole Trp).

*C NMR (75 MHz, DMSO-d®, 300°K):

d(ppm} 22.8 (CH,-CHz-indole}, 23.6 (CHj Aib), 23.7 (CH; Aib), 25.8 {CH,-CH;-indole),
29.1 (CH, BTrp), 42.3 (CHy-0- methoxybenzyl), 45.7 (CH « Trp), 55.8 (OCH,), 56.7 (Cq
Aib}, 109.8 (C, Trp), 111.5 (C; o- methoxybenzy!), 111.8 (C; indole and C; Trp), 113.2
(C; indole), 118.2 (C, Trp), 118.4 (C, indole), 118.7 (Cs indole and Cs Trp), 121.0 (Cq
indole), 121.3 (Cs Trp), 121.4 (C5 o~ methoxybenzyl), 123.0 (C; indole and C, Trp),
123.3 (C; o- methoxybenzyl), 127.0 (C, o- methoxybenzyl), 127.1 (C, indole), 127.3(Cs
Trp}, 129.8 {Cs 0- methoxybenzyl), 136.4 (Cs indole), 136.6 (Cq Trp), 155.2 (Cq
triazole), 171.9 (CO Aib).

ESI-MS: found: m/z 576.1 [M+H]"/ calculated: 575.3 g/mol

Data on further exemplary embodiments that were synthesized according to the gen-
erai sysnthesis schemes are compiled below (please refer also to Table 1):

{R)-N-{1-(5-(3-{1 H-indol-3-yl)propyl}-4-phenethyl-4H-1,2,4-triazol-3-yl}-2-(1H-indol-3-
yijethyl)-2-amino-2-methylpropanamide (Compound 3}

'H NMR (300 MHz, DMS0-d®, 300°K):

&(ppm) 1.32 (s, 3H, CH; Aib), 1.37 (s, 3H, CH, Aib), 1.86 (2H, m, CH,-CH,-CH,-indole),
2.38 (2H, m, CH,-CH,-CH-indole), 2.65 (4H, m, CH-CH-CH,-indole and CH,-CH,-
phenyl}, 3.38 (2H, m, CHx-CHz-phenyl), 3.74 (1H, m, CH, BTrp), 3.92 (1H, m, CH,
pTrp), 5.23 (1H, m, CH oTrp), 6.78 (2H, m, H; indole and Hs Trp), 6.93 (1H, t, J,= 8 Hz,
Hs Trp), 7.01 (3H, m, Hg indole, M, and He phenyl), 7.05 (1H, d, J= 2 Hz, H, Trp), 7.08
(1H, d, J= 2 Hz, H; indole), 7.15 (3H, m, Hs, H, and Hs phenyl), 7.29 (1H, d, J,=8 Hz,'
H¢ Trp), 7.31 (1H, d, Jo= 8 Hz, H; Trp), 7.44 (1H, d, J,= 8 Hz, H, indole), 7.46 (1H, d,
Jo= 8 Hz, Hy indole), 8.06 (3H, brs, NH; Aib), 9.05 (1H, d, 8 Hz, NH amide), 10.76 (1H,
s, NH indole}, 10.85 (1H, d, J= 2 Hz, NH indole Trp).

3C NMR (75 MHz, DMSO-d?, 300°K):

8(ppm) 23.5 (CHy Aib), 23.6 (CH,-CH,-CHrindole), 23.9 (CHy Aib), 24.5 (CH,-CH-
CHz-indole), 27.3 (CHz-CHo-CHa-indole), 28.4 (CH, BTrp), 35.7 (CHx-CH-phenyl), 44.5



4H-1,2,4-triazol-3-y1)-241H-indol-3- ypethyl)piperidine-4-carboxamide
571.3572.5 21 (R)-N-(1-(5-(2-(1H-indo1-3-ypethyl)-4-benzyl-
4141,2,4-triazol-3-y1)-2-(1H-indo1-3- yl)ethyppiperidine-3-carboxamide
571.3 572.4 56 (R)-N-(144-(4-methoxybenzy1)-5-phenethyl-
4141,2,4-triazol-3-y9-2-(1H-indo1-3-ypethyl)- 3-aminopropanamide 522.3
598 PUHIGIIN-((R)-1-(4-(4-methoxybenzy1)-5- PCT/EP2006/007945
phenethy1-411-1,2 4-triazol-310-2-(114indol-
3-ypethyl)-2-aminopropanamide 522.3'4%3.3 58
(CHz-CH-phenyl), 46.1 (CH oTrp), 56.8 (Cq Aib), 109.6 (C; Trp), 111.8 (C; indale),
111.9 (C; indole), 113.9 (C; indole), 118.3 (C, Trp), 118.6 (Cs indole), 118.7 (C,
indole}, 118.9 (Cs Trp), 121.3 (Ce Trp), 121.4 (C, indole), 122.8 (C, indole and C, Trp),
127.1 (C, phenyl), 127.3 (Cp Trp), 127.5 (Cq indole), 128.8 (C; and Cq phenyl), 128.1
§ (Csand Cs phenyl), 136.5 (C, phenyl), 136.8 (Cs Trp), 137.2 (Cs indole), 154.7 (Cq
triazole), 172.0 (CO Aib).

(R)-N-{1-(5-(3-(1H-indol-3-yl)propyl)-4-hexyl-4H-1 12,4-triazol-3-yt)-2- 1 H-indoi-3-
yl)athyl}-2-amino-2-methylpropanamide (Compound 16}):

10 'H NMR (300 MHz, DMSO-d®, 300°K):

8(ppm) 0.74 (3H, t, J= 6 Hz, CHy-CH,-CHy-CHy-CHp-CHy), 0.95 (4H, brs, CHz-CHy-
CHa-CHo-CH2-CH;), 1.06 (3H, m, CHy-CHa-CH,-CHa-CH,-CH, and 1H N-CHo-CH,),
1.38 (7H, s, CH3 Aib and 1H N-CH-CH), 1.97 (2H, m, CHx-CHz-CHy-indole), 2.71 (4H,
m, CH-CHp-CH,-indole), 3.37 (2H, m, CH, fTrp), 3.56 (2H, m, N-CH,), 5.15 {1H, m,

18 CH aTrp), 6.91 (2H, m, Hs indole and Hs Trp), 7.00 (2H, m, H; indole and Hg Trp), 7.07

- {2H, s, Hy indole and H, Trp), 7.28 (2H, d, J,= 8 Hz, Hy indole and H, Tm), 7.45 (2H, d,

Jo= 7 Hz, H, indole and H, Trp), 8.15 (3H, brs, NHz Aib), 9.10 (1H, d, J= 6 Hz, NH
amide), 10.77 {1H, s, NH indole), 10.85 (1H, s, NH indole Trp).

BC NMR (75 MHz, DMSO-d®, 300°K):

20 3(ppm) 14.2 (CH3-CHa-CHy-CH;-CH,-CHz), 22.2 (CHy-CH,-CHa-CH,-CH,-CH, and
CHy-CHx-CHz-indole), 23.6 (CH; Aib), 23.7 (CH; Aib), 24.5 {CHzCH-CHz-indole), 25.9
(CH;-CHz-CHz-CHz-CH2-CHy), 27.5 (CH, BTrp and CH2-CHo-CHy-indole), 29.7 {N-CH,-
€H;), 30.8 (CHy-CHz-CH,-CHz-CH,-CH,), 43.2 (N-CHy), 46.1 (CH oTrp), 56.8 (Cq Aib),
108.5(C, Trp), 111.8 (C; Trp), 111.9 (C; indole), 113.9 (C; indole), 118.1 (Cs Trp),

25  118.5(C;indole), 118.6 (C4 indole), 118.9 (Cs Trp), 121.3 (Cq indole and Ce Trp), 122.8
(C2 indole and C; Trp), 127.3 (C; Trp), 127.4 (C; indole), 136.5 (C, Trp), 136.8 (Cg
indole), 154.7 (Cy triazole), 172.0 (CO Aib).

(R)-N-{1-(4,5-bis(2-{t H-indol-3-ylethyl}-4H-1,2,4-triazol- 3-yi}-2-(1 H-indol-3-yljethyi)-2-
30 amino-2-methylpropanamide {Compound 17):

"H NMR (300 MHz, DMSO-d°, 300°K):



(R)-N-(1-(4-(4-methoxybenzy1)-5-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indo1-3-yeethyl)- 2-(pyridin-3-ypacetamide
570.3 571.2 59 (R)-N41-(4-(4-methoxybenzy1)-5-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-yOethyl)- 3-(pyridin-3-yl)propanamide
584.3 585.3 60 (R)-N-(145-(2-(1H-indo1-3-ypethyl)-4-benzyl-

AW3 Bedrttiazol-3-y1)-2-(1H-indol-3-ypethyl)- 2-(pyridin-2-y1)eGatpmmieiforess
579.3 580.2 61 (R)-N-(1-(5-(2-(1H-indo1-3-yl)ethy9-4-(2,4-
dimethoxybenzy1)-4141,2,44riazol-3-y 1~
(1H-indol-3-ypethyl)-2-(pyridin-2- yflacetamide 639.3
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&(ppm) 1.30 (3H, 5, CH; Aib), 1.37 (3H, &, CH; Aib), 2.50 (2K, m, N-CH,-CH,-indole),
2.68 (2H, t, Jo= 8 Hz, C-CH,-CH,-indole), 2.91 (2H, t, Jo= 8 Hz, C-CH,-CH;-indole),
3.34 (2H, m, N-CH,-CH;-indole}, 3.83 '(2H, m, CH; BTrp), 5.25 (1H, m, CH oT1p), 6.72-
6.94 (4H, m, Hs and Hg Trp, Mz indole from C-CH,-CHy-indole and Hg indofe from N-
CHz-CHz-indole), 6.98-7.04 (4H, m, H; Trp, H; indole from C-CH,-CH,-indole, H, and
Hg indole from N-CH-CHz-indole), 7.11 (1H, s, H; indole from C-CH,-CHz-indole), 7.19
{1H, d, Jo= 8 Hz, H¢ indole from N-CHx-CHz-indole}, 7.28 (3H, m, Hs and H; Trp, Hy
indale from N-CH,-CHy-indole), 7.40 (1H, d, J,= 8 Hz, Hy indole from C-CH,-CH,-
indole), 7.44 (1H, d, J,= 8 Hz, H, indole from C-CH,-CHzrindole), 8.04 (3H, brs, NH;
Aib), 8.68 (1H, d, J= 8 Hz, NH amide), 10.73 (1H, s, NH indole from C-CH,-CH,-
indole), 10.82 (1H, d, J= 2 Hz, NH indole Trp), 10.84 {1H, s, NH indole from N-CH,-
CHa-indole).

3C NMR (75 MHz, DMSO-d®, 300°K):

8(ppm} 22.7 (C-CHz-CHz-indole), 23.6 (CH; Aib), 23.8 (CHs Aib), 25.4 (C-CHz-CH.-
indole), 26.0 (N-CH,-CH;-indole), 29.6 (CH, BTrp), 43.9 (N-CH,-CH;-indole), 46.0 (CH
aTrp), 56.8 (Cg Aib), 109.5 (C; indole from N-CH,-CH-indote), 109.9 {C; Trp), 111.7
{C7 Trp), 111.8 (C; indole from N-CH.-CH_-indole and C; indole from C-CH,-CHp-
indole}, 1?3.5 {Cs indole from C-CH,-CHy-indole), 118.3 (C; indole from N-CH,-CH,-
indole), 118.4 (C, Trp), 118.5 (Cs indole from C-CH,-CH;-indole), 118.7 (C, indole from
C-CH,-CHz-indole), 118.9 (Cs Trp), 118.0 (Cs indole from N-CH,-CHy-indole), 121.3 (Ce
Trp), 121.5 (Cg indole from C-CHz-CHz-indole and Cs indole from N-CHz-CH,-indole),
122.8 (C; Trp, C; indole from C-GH,-CH,-indole and indole from N-CH,-CH.-indole),
127.1 (Cy Trp), 127.2 (Cq indole from C-CH-CH-indole), 127.4 (C, indole from N-CH,-
CHz-indale), 136.5 (Cs Trp and Cg indole from C-CH,-CHg-indole), 136.6 (C; indole
from N-CHx-CHg-indole), 154.5 {Cq triazole), 154.8 (Cq triazole), 171.8 (CO amide).

(R)-N-{1-(4-{3-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-yl)-2-( 1H-indol-3-
yl)ethyt}-2-amino-2-methylpropanamide (Compound 18):

'H NMR (300 MHz, DMSO-d®, 300°K):
8(ppm) 1.24 (3H, s, CH; Ab), 1.27 (3H, s, CH; Aib), 2.82 (4H, m, CH,-CHz-phenyl),
3.32 (2H, m, CH, pTrp), 3.63 (3H, s, OCHs), 5.08 (2H, m, CH,-m-methoxybenzyl), 5.18

(1H, m, CH aTrp), 6.35 (1H, d, J,= 8 Hz, Hy m-methoxybenzyl), 6.57 (1H, s, H, m-
methoxybenzyl), 6.82 (1H, t, Jo= 8 Hz, Hs; Trp), 6.84 (iH, d, Jo= 8 Hz, H, m-



640.5 62 (R)-N-(1-(4-(2,4-dimethoxybenzy1)-5-

phenethyl-4H-1,2,4-triazol-3-y1)-241H-indol-

3-ypethyl)piperidine-4-carboxamide 592.3 593.3 63

(R)-N4(R)-1-(4-(2,4-dimethoxybenzyl)-5-

phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-

3K AR ridine-2-carboxamide 592.3 593.3 64 PCT/EP2006/007945

(R)-N-(1-(4-(2,4-dimethoxybenzy1)-5-

phenethy1-4H-1,2,4-tdazol-3-y1)-2-(1H- }ﬁdol 3- yI)ethyI)plcollnamlde

586. ) 4
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5 and m, Hz and s phien 3 Hs m-methoxybenzyi), 7.20 (2H, m, H; and Hs

phenyl), 7.27 (1H, ¢, J,= 8 Hz, H, Trp), 8.01 (3H, brs, NH; Aib), 8.96 (1H, d, J= 8 Hz,

NH amide), 10.81 (1H, d, J= 2 Hz, NH indole).
5 "3C NMR (75 MHz, DMSO-d®, 300°K):

8(ppm) 23.5 (CH; Aib), 23.8 (CHa Aib), 26.4 (CH,-CH,-phenyl), 29.1 (CH, BTrp), 32.7
(CHz-CHy-phenyl), 45.7 (CH aTrp), 45.8 (CHym-methoxybenzyl), 55.5 (OCH,), 56.7
(Cq Aib), 109.8 (C; Trp), 111.8 (C; Trp), 112.5 (C, m-methoxybenzyl), 113.5 (Cq m-
methaxybenzyl), 118.2 (C4 Trp), 118.4 (Cs m-methoxybenzyl), 118.7 (Cs Trp), 121.3

10 (Cs Trp), 124.8 (C, Trp), 126.5 (C, phenyl), 127.3 (Cp Trp), 128.7 {Cy, Cs, Cs and C;
phenyl), 130.5 (Cs m-methoxybenzyl), 136.4 (Cs Trp), 137.7 (C; m-methoxybenzyl),
170.9 (C, phenyl), 154.6 (Cq triazole), 154.9 (Cq triazole), 160.1(C; m-
methoxybenzyl), 171.9 (CO amide).

15 (R)}-N-(1 (4—(4—methoxybenzyl) -5-phenethyl-4#.-1,2,4-triazol- 3-yE) 2-(1H-indoi-3-
yi)ethy!}-z-am|no-2-methylpropanamide {Compound 20}

'H NMR (300 MHz, DMSC-d®, 300°K):

&(ppm) 1.28 (3H, s, CH; Aib), 1.32 (3H, s, CH; Aib), 2.46 (2H, m, CH,-CHz-phenyl),
2.82 (2H, m, CHy-CHa-phenyl), 3.35 (2H, d, J= 7 Hz, CH, PTrp), 3.68 (3H, s, OCHy),

20 5.02 (2H, s, CH,-p-methoxybenzyl), 5.22 (1H, m, CH oTrp), 6.73-6.81 (4H, m, CHar p-
‘methoxybenzyl), 6.84 (1H, t, J;= 7 Hz, Hs Trp), 7.00 (1H, t, Jo= 7 Hz, Hg Trp), 7.05-7.11
(4H, m, H; and Hg phenyl, M, and H, Trp), 7.14-7.22 (3H, m, Hj, H, and H; phenyt),
7.28(1H, d, Jo= 8 Hz, H; Trp), 8.09 (3H, brs, NH, Aib), 8.99 (1H, d, J= 8 Hz, NH
amide), 10.83 (1H, s, NH indole Trp).

25 "CNMR (75 MHz, DMSO-d®, 300°K):

8(ppm) 23.5 (CH; Aib), 23.8 (CH; Aib), 26.5 (CH,-CH;-phenyl), 28.1 (CH, pTrp), 32.6
(CH-CH,-phenyl), 45.5 (CHz-p-methoxybenzyl), 45.7 (CH aTrp), 55.5 (OCH,), 56.8
(Cq Aib}, 109.7 (C, Trp), 111.8 (C; Trp), 114.6 (C; and-Cs p-methoxybenzyl), 118.3 {Cy
Trp) 118.7 (Cs Trp), 121.3 (Cg Trp), 124.9 (C, Trp), 126.6 (C; and C phenyl), 127.3

30 (C§ Trp), 127.8 (Cs p-methoxybenzyl), 128.0 (C; and C; p-methoxybenzyl), 128.7 (C,,
C, and Cs phenyl), 136.4 (Cg Trp), 140.8 (C4 phenyl), 154.5 (Cq triazole), 154.8 {Cq
triazols), 159.2 (C4 p-mathoxybenzyl), 172.0 (CO Aib). |



586.3 587.2 - 163 - 66 (R)-N-(1-(4-(2,4-dimethoxybenzyl)-5-
phenethyl-4H-12,4-triazol-3-y1)-2-(1H-indol-
3-yl)ethyl)pyrazine-2-carboxamide 587.3 588.2 67
(R)-N-1-(4(2,4-dimethoxybenzyl)-5-
phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-

Sty lypipsrazine-2-carboxamide 593.3 594.2 68 PCT/EP2006/007945
(S)-N-((R)-1-(4-(214-dimethoxybenzyl)-5-
phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H4izwol-
3-y1)ethyl)pyrrolidine-2-carboxamide 578.3 579.4 69
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{R)-N-{1-(4-{4-methoxybenzyl)-5-(3-phenylpropyl}-4H-1,2, 4-triazol-3-yi)-2-(1 H-indol-3-
yl)ethyl)-2-amino-2-methylpropanamide (Compound 22):

'H NMR (300 MHz, DMSO0-d®, 300°K):

&(ppm) 1.27 (3H, 5, CH; Aib), 1.31 (3H, s, CH; Aib), 1.73 (2H, m, CH-CHy-CH.-
phenyl), 2.47 (2H, m, CHo-CHz-CHg-phenyl), 2.52 (2H, t, *J= 7 Mz, CH,-CH»-CH,-
phenyt), 3.35 (2H, d, J= 7 Hz, CH fTrp), 3.68 (3H, s, OCH,), 4.98 (2H, s, CHy-p-
methoxybenzyl), 5.20 (1H, m, CH aTrp), 6.75 (4H, m, CHar p-methoxybenzyl), 6.82
{(1H, t, Jo= 7 Hz, Hs Trp), 6.98 (1H, t, J;= 7 Hz, Hg Trp), 7.04-7.07 (4H, m, Hz and H,
phenyl, H; and H, Trp), 7.13-7.24 (3H, m, Hj, Hy and H; phenyl), 7.29 (1H, d, J,= 8 Hz,
Hy Trp), 8.03 (3H, brs, NH; Aib), 8.96 (1M, d, J= 8 Hz, NH amida), 10.80 {1H, d, J=2
Hz, NH indole Trp).

3C NMR (75 MHz, DMSO-d?, 300°K):

&(ppm) 23.6 (CH; Aib), 23.6 (CH; Aib), 24.06 (CH-CH,-CHp-phenyl), 28.5 (CH,-CH,-
CHz-'pheny!),zg.z (CH; BTrp), 34.7 (CH-CH,-CHz-phenyl), 45.5 (CHp-p-
methoxybenzyl), 45.8 (CH aTrp), 55.5 {OCH,), 56.8 {Cq Aib}, 109.8 (C; Trp), 111.8 (C;
Trp), 114.6 (C, and C; p-methoxybenzyt), 118.3 (C, Trp), 118.7 (Cs Trp), 121.3 (Cs
Trp), 124.9 (C; Trp), 126.2 (C; and Cs phenyl), 127.3 (C, Trp), 127.8 (C, p-
methoxybenzyl), 127.9 (C; and Cs p-methoxybenzyt), 128.7 (Cs, C4 and Cs phenyi), °
136.4 (C Trp), 141.7 (C, phenyl), 154.8 (Cq triazole), 158.2 (C, p-methoxybenzyl),
171.9{CO Aib).

(R}-N-{(14-(2-(1 H-indol-3-yl)ethyl)-5-(3-(1H-indol-3-y)propyf)-4H-1,2,4-triazol-3-yl}-2-
(1H-indol-3-yljethyl)-2-amino-2-methylpropanamide (Compound 24):

'H NMR (300 MHz, DMSO-d®, 300°K);

8(ppm) 1.29 (3H, s, CH; Alb), 1.35 (3H, s, CH; Aib), 1.78 (2H, m, CHp-CH,-CHa-indole),
2.34 (2H, m, CHy-CH-CHzindole), 2.48 (2H, m, N-CH;-CH,-indole), 2.80 (2H, m, CH,-
CHz-CHz-indole), 3.34 (2H, m, N-CH,-CH;-indole), 3.94 (2H, m, CH, BTrp), 5.27 (1H,
m, CH aTrp}, 6.73-6.94 (4H, m, Hs and Mg Trp, Hs‘ind-ole from N-CH,-CHg-indole and.
Hs indole from CHy-CH»-CH;-indole), 6.89-7.04 (5H, m, H; Trp, Mz and He indole from
N-CH,-CHy-indole, H, and Hg indole from CH,-CH,-CHoindole), 7.20 (1H, d, 4= 8 Hz,
Hq indole from N-CHz-CHz-indole}, 7.29 {3H, m, H, and H; Trp, Hy indole from N-CH,-



(R)-N-(1-(5-(2-(1H-indo1-3-y9ethyl)-4-(2,4-
dimethoxybenzy1)-4H-1,2,4-triazol-3-y1)-2-
(1H-indol-3-yl)ethyl)-2-aminoacetamide 577.3 578.0 70
(S)-N-((R)-1-(5-(2-(1H-indo1-3-y9ethyl)-4-
(2,4-dimethoxybenzy1)-41-1-12,4-triazol-3-y1)-

NGBy 1)ethyl)pyrrolidine-2- carboxamide 617.3 618 OIAP2006/607945
(R)-N-(1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(2,4-

dimethoxybenzy1)-4141,2 4triazol-311)21--

1H-indol-3-yfleth razine-2-carboxamide 626.3 627.2 72
éR) ,\Fyz(ugdée ﬁ_ﬁfmpaél Alidihizy Yzingaigfrom CHy-CHz-CHyindole), 7.44 (1H, d,

dimetaoRyiFe HzjHpa Fom SH-GrazHangolpR 8.05 (3H, brs, NH, Aib), 9.07 (1H, d, J=
(1H-incial-SHyaeidey) 0ipe (28| REN2 iBESRMEAHNTHLCH, CH-indole), 10.86 (1H, s, NH
indole Trp), 10.80 {1H, s, NH indole from N-CH,-CHy-indole).

§ "CNMR (75 MHz, DMSO-d®, 300°K):

3(ppm;) 23.6 (CH, Aib), 23.8 (CH3 Aib), 24.5 (CH,-CH,-CH_-indole), 25.8 {CH,-CH,-
CHzindole), 27.2 (CH;-CH,-CHy-indole), 29.4 (CH; BTrp), 44.1 (N-CHo-CHo-indole),
46.0 (CH aTrp), 52.8 (N-CH;-CHz-indole), 56.8 (Cq Aib), 108.7 (C; Trp and C, indole
from N-CH,-CHg-indole), 111.8 (C; Trp), 111.9 (C; indole from N-CH~CH,-indole and

10 Cyindole from CH-CHz-CHz-indole), 114.0 (C; indole from CH;-CHx-CHa-indole),
118.2 (C, indole from N-CHz-CHgp-indole), 118.3 (C, Trp), 118.5 (C;s indole from CH,-
CH;-CHz-indole), 118.6 (C, indole from CH,-CH-CHz-indole), 118.9 (Cs Trp), 119.0 (Cs
indole from N-CHp-CHg-indole), 121.3 {C; Trp), 121.4 {C; indole from CH,-CHo-CH,-
indole), 121.6 (Cq indole from N-CHz-CHa-indole), 122.7 (C; Trp, C, indole from N-CH,-

15 CHg-indole and C; indole from CH-CH,-CH-indole), 127.1 (C, Trp), 127.4 {Cs indole
from N-CH,-CH-indole and Cq indole from CH,-CH,-CH,-indole), 136.4 (Cs Trp), 136.5
(Cs indole from CHp-CH,-CHp-indole), 136.7 (Cg indole from N-CH,-CHy-indole), 154.7
{2 Cq triazole), 171.9 (CO amide).

20 ({R)-N-(1-(4-{2-methaxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-( 1 H-indol-3- -
yhethyl}-2-amino-2-methylpropanamide {Compound 26):

'H NMR (300 MHz, DMSO-F, 300°K):

S(ppm) 1.26 (3H, s, CH; Aib), 1.29 (3H, s, CH3 Aib), 2.78-2.92 (4H, m, CH,-CHs-
phenyl), 3.28 (2H, m, CH; BTrp), 3.65 (3H, s, OCH;), 4.97-5.21 (3H, m, CH aTrp and

25 CHs-o-methoxybenzyl), 6.52 (1H, d, Jo= 7 Hz, H; o-methoxybenzyl), 6.78 (1H, t, J.= 7
Hz, Hs Trp), 6.82 (1H, t, J,= 8 Hz, Hg Trp), 6.84-7.04 (3H, m, Hy, Hs and Hg o-
methoxybenzyl), 7.15 (1H, d, J,= 7 Hz, H, Trp), 7.19-7.29 (4H, m, Hs, H, and Hs
phenyl, Hy Trp}, 8.03 (3H, brs, NH, Aib), 8.94 (1H, d, J= 8 Hz, NH amide), 10.82 (1H, s,
NH indole Trp).

30  "*C NMR (75 MHz, DMSO-d®, 300°K):

&(ppm) 23.6 {CH; Aib), 23.7 (CH3 Aib), 26.3 {CH>-CH,-phenyt), 29.0 (CH, BTrp), 32.5
{CHp-CH,-phenyt), 42.3 (CHz-0- methoxybenzyl), 45.7 (CH oTrp), 55.8 (OCH,), 56.7



632.3 633.2 73 (R)-N-(1-(542-(111-indol-3-yl)ethyl)-4- (2 4-
dimethoxybenzy1)-4H-1,2,4-triazol-3-y1)-2-
(1H-indo1-3-yl)ethyl)picolinamide 625.3 626.3 74
(R)-1-(5-(2-(111-indo1-3-yl)ethyl)-4-(2,4-
dimethoxybenzy1)-4H-1,2,4-triazol-3-y1)-2- (11-1-indol-3-yOethanamine
520205208175 (R)-N-(1-(4-(2,4-dimethoxybenzy1)-5- PCT/EP2006/007945
phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-
3-ypethyl)-2-aminoacetamide 538.3 53923 76

EI,R|1|) 1 (é%!ﬁf éﬁg_{%ﬁ%a {']j‘Z‘Iy F'%L e %‘F?? ‘It I’éy(03 o-methoxybenzyl), 118.2 (C, Trp)

118.7 (G5 Trp), 121.0 (C Trp), 121.3 (Cs o-methoxybenzyl), 123.2 (C, o-
methoxybenzyl), 124.9 (C, Trp), 126.6 (C; and C, phenyl), 127.2 (C; Trp and C, o-
methoxybenzyl), 128.7 (Cs, C, and Cs phenyl), 129.9 (C; o-methoxybenzyl), 136.4 (Cs
5 Trp), 140.6 (C4 phenyt), 154.8 (Cq triazole), 155.2 (Cq triazole}, 156.7 (C, o-
| methoxybenzyl), 171.9 (CO Aib).

(R)-N-(2-(1H-indol-3-yl}-1-(4-{naphthalen-1-yimethyl)-5-phenethyl-4H-1,2,4-triazol-3-
yl)ethyl)-2-amino-2-methylpropanamide (Compound 27):

10 'H NMR (300 MHz, DMSO-d®, 300°K):

3(ppm) 1.21 (3H, s, CH; Aib), 1.25 (3H, s, CH; Alb), 2.46 (2H, m, CH,-CHz-phenyl),
2.88 (2H, m, CH-CH,-phenyl), 3.26 (2H, dd, *J= 14 Hz and 6 Hz, CH, BTrp), 3.36 (2H,
dd, *J= 14 Hz and 9 Hz, CH; BTrp), 4.99 (1H, m, CH oTrp), 5.65 (1H, d, %J= 18 Hz,
CHg-naphtyl), 5.78 (1H, d, *J= 18 Hz, CHy-naphtyl), 6.29 (1H, d, J,= 7 Hz, H; naphtyl),

15 8.45(1H, 1, J.= T Hz, H; Trp), 6.62 (1H, d, J.= 8 Hz, H, Trp), 6.88 (1H, t, J,= 8 Hz, H,
Trp), 7.04-7.06 (4H, m, H, and H; Trp, H; and Hg phenyl), 7.07-7.25 (Hs naphtyl, Hs, Hs
and Hs phenyt), 7.57-7.60 (2H, m, Hg and H; naphtyl), 7.86 (1H, d, J,= 8 Hz, H,
naphtyl), 7.98-8.00 {4H, m, H; and H, naphtyl, NH, Aib), 8.96 (1H, d, J= 8 Hz, NH
amide), 10.77 (1H, s, NH indole Trp).

20 3C NMR (75 MHz, DMSO-d®, 300°K):

8(ppm) 23.5 (CH; Aib), 23.8 (CH; Aib), 26.3 (CH,CH,-phenyl), 29.2 (CH, BTrp), 32.6
(CHz-CH,-phenyl), 43.8 (CH-naphtyl), 45.6 (CH oTrp), 56.7 (Cq Aib), 109.7 (C; Trp),
111.7(Cy Trp), 117.9(C4 Trp), 118.4 (Cs Trp), 121.1 (Cq Trp), 122.1 (C, naphtyl}, 123.0
(Cq naphtyl), 124.8 (C, Trp), 125.9 (C; naphtyl), 126.5 (Cq naphtyl), 126.8 (C, and Cs

25 phenyl), 127.0(C, Trp and C; naphtyl), 127.1 (C, naphtyl), 128.4 {Cs naphtyl), 128.7
{Cs, G4 and C; phenyl), 130.0 (Cq naphiyl), 131.7 (C, naphtyl), 133.6 (Cyg naphtyl),
136.4 (Cy Trp), 140.8 (C; phenyl), 154.8 (Cq triazole), 155.3 (Cq triazole), 171.9 (CO
Aib).

30 (R)-N-(1-(5-(2-1H-indo}-3-yl)ethyl)-4-(3,4-dichlorobenzyl)-4+-1,2,4-triazol-3-y1)-2-(1 H-
indol-3-yljethiyl}-2-amino-2-methylpropanamide (Compound 28):

'H NMR (300 MHz, DMSO-d®, 300°K):



yOethyl)pyrazine-2-carboxamide 557.3 558.0 77
(R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indo1-3- y1)ethyl)isonicotinamide 556.3 556.9
78 (R)-N-1-(4-(4-methoxybenzyl)-5-phenethy1-
41-1-1,2,4-triazol-3-y1)-2-(1H-indo1-3- ypethyppiperazine-2-carboxamide
588 HeAR9139 (R)-N-(1-(4-(4-methoxybenzy1)-5-phenethyRCT/EP2006/067945
41—1-1,2,4-triazo(-3-y1)-2-(1H-indol_-31-1¥9(_athyl)picolinamide 556.3 557.3 -
164 -

10

18

20

25

30

8(ppm} 1.26 (6H, s, CH; Aib), 2.87 (2H, m, CH,-CHz-indole), 2.96 (2H, m, CHo-C-
indole), 3.32 (2H, m, CH, BTrp), 5.13 (3H, m, CH «Trp and CHz-m,p-dichlorobenzyl),
6.58 (1H, d, Jo= 8 Hz, He m,p-dichlorobenzyl), 6.85 (1H, t, J,= 7 Hz, H; Trp), 6.96 (1H,
L, Jo= 7 Hz, Hs indole), 7.01 (2H, m, H; indole and Hg Trp), 7.04 (1H, s, H, Trp), 7.08
(1H, 8, H indole), 7.13 (1H, d, J,= 8 Hz, H; m,p-dichlorobenzyl), 7.20-7.30 (4H, m, H,
and Hy indole, Hy Trp and H, m,p-dichicrobenzyl), 7.36 (1H, d, J,= 8 Hz, H, Trp), 8.08
(3H, brs, NH, Aib), 8.98 (1H, d, J= 8 Hz, NH amide), 10.80 (1H, s, NH indole), 10.82
{1H, s, NH indole Trp).

HC NMR (75 MHz, DMSO-d°, 300°K):

5(ppm) 22.8 (CHz-CH-indole), 23.4 (CH; Aib), 23.8 (CH; Aib), 25.8 (CH,-CHy-indole),
29.0 (CH; BTrp), 44.8 (CH,-m,p-dichlorobenzyl}, 45.6 (CH «Trp), 56.8 (Cq Aib), 109.7
(Cyindole), 111.8 (C; indole and C; Trp), 118.1 (C; Trp), 118.4 (Cs indole), 118.6 (C4
indole and Cs Trp), 121.3 (Cs indole and C; Trp), 123.0(C, indole and C, Trp), 126.4
(Cs m,p-dichiorobenzyl), 127.1 (Cp Trp), 127.3 (C, indole), 128.6 (C, m,p-
dichlorobenzyl), 130.9 (C, m,p-dichlorobenzyl),131.3 (Cs m,p-dichiorobenzyf), 132.0
(Cs m,p-dichlorobenzyl), 136.4 (Cs Trp). 136.6 (C; indole), 137.2 (C; m.p-
dichlorobenzyl), 154.7 (Cq triazole), 155.1 (Cq triazole), 172.0 (CO Aib).

(R)-N-{1-{4~(4-fluorobenzyl}-5-benzyl-4H-1,2,4-triazol-3-y!)-2-( 1 H-indol-3-yljethyi)-2-
amino-2-methylpropanamide {Compound 30):

"H NMR (300 MHz, DMSO-d®, 300°K):

8(ppm) 1.27 (3H, s, CH; Aib), 1.29 (3H, s, CH3 Aib), 3.33 (2H, m, CH, BTp), 4.02 (2H,
s, CHx-benzyl), 5.10 (3H, m, CH,-p-fluorobenzy! and CH «Trp), 6.71 (2H, m, H; and Hs
p-fluorobenzyl), 6.80 (1H, {, Jo= 8 Hz, Hs Trp), 6.90 (2H, d, J,= 8 Hz, H, and H; p-
fluorobenzyl), 6.94 (1H, 1, J,= 8 Hz, Hs Trp), 6.99-7.10 (4H, m, H; and H, Trp, H; and
He benzyl), 7.20 (3H, m, Hs, Hs and Hs benzyl), 7.27 (1H, d, J,= 8 Hz, H; Trp), 8.09
(3H, brs, NH; Aib), 8.97 (1H, d, J= 8 Hz, NH amide), 10.79 (1H, s, NH indole Trp).

3C NMR (75 MHz, DMSO-d®, 300°K):
8(ppm}) 23.5 (CH; Aib), 23.8 (CH; Aib}, 29.0 (CH, BTrp), 31.1 (CH -benzyl), 45.7 (CH,-
p-fluorobenzyl), 45.8 (CH oTrp), 56.8 (Cq Aib), 109.6 (C5 Trp), 111.8 (C; Trp), 115.6

and 115.9 (C, and C; p-fluorobenzyl), 118.2 (C, Trp), 118.7 (Cs Trp), 121.3 (Cs Trp),
124.8 (C, Trp), 127.1 (C, benzyl), 127.2 (C; Trp), 1268.8 and 128.9 (C, and Cq p-



80 (R)-N-(1-(5-(2-(1H-indo1-3-ypethyl)-4-(4-
methoxybenzy1)-4H-1,2,4-triazol-3-y1)-2-(11-i-
indol-3-yOethyl)picolinamide 595.3 596.2 81
(R)-N-1-(5-(2-(1H-indo1-3-ypethyl)-4-(4-
methoxybenzyl)-4H-1,2,4-triazol-3-y9-2-(1H-

inglol28eypRiyl) piperazine-2-carboxamide 602.3 603.3 82  per/ep2006/007945
(R)-N-(1-(4-(4-ethylbenzyl)-5-phenethyl-4H-
1,2,4triazol-3-y1)-2-(1H-indol-3-ypethyl }24 (pyridin-2-ypacetamide 568.3

569.3 83 (B) -N-(1-(4-(4-ethylbenzyl)-5- phene [-4H-
12,4 TR 12941 i RS 80 BRSE Rl SRyl B0135.9
(C1 benzyl), 136.4 (Cs Trp), 154.0 (C, p-fluorobenzyl), 155.3 (Cq triazole), 172.0 (CO

amide).

&  (R)-N-{1-{4-(4-methylbenzy!}-5-(3-phenylpropyl)-4H-1,2,4-triazol-3-yi}-2{1H-indol-3-
yhjethyf)-2-amino-2-methyipropanamide (Compound 33):

'H NMR (300 MHz, DMSO-d®, 300°K):

3(ppm) 1.25 (3H, 5, CH3 Aib), 1.28 (3H, s, CH3 Aib), 1.73 (2H, m, CH,-CH,-CH,-
phenyl), 2.23 (3H, s, CH; p-methylbenzyt), 2.49-2.54 (4H, m, CH,-CH,-CHa-phenyl),

10 3.33 (2H, m, CH; §Trp), 5.04 (2H, 5, CHo-p-methyibenzyl), 5.16 (1H, m, CH oTrp), 6.74
(2H, d, Jo= 8 Hz, Hs and Hs p-methylbenzyl), 6.80 (1H, t, J,=7 Hz, Hs Trp), 6.98 {1H, t,
Jo= 7 Hz, Hs Trp), 7.03 (1H. d, J= 2 Hz, M, Trp), 7.06 (5H, m, CHar phenyl), 7.14 {1H,
d, Jo=7 Hz, My Trp), 7.20 (2H, d, Jo= 7 Hz.' Mz and Hs p—rﬁethylbenzyi), 7.27 (1H, d, Jp=
8 Hz, H; Trp), 8.01 (3H, brs, NH; Aib), 8.95 (1H, d, J= 8 Mz, NH amide), 10.80 (1H, d,

16 J=2 Hz, NH indole Trp).

RS NMR (75 MHz, DMSO-d®, 300°K):

&(ppm) 21.0 (CH; p-methylbenzyl), 23.5 (CH; Aib), 23.8 (CH; Aib), 24.0 (CH,-CH»-CH,-
phenyl), 28.5 (CHz-CHy-CHz-phenyl), 29.1 (CH, BTrp), 34.7 (CH.-CHy-CHy-phenyl),
45.7 (CH aTrp), 45.8 (CH-p-methylbenzyl), 56.8 (Cq Aib), 109.8 (C; Trp), 111.8 (C;
20  Trp), 118.3(C4 Trp), 118.7 (Cs Trp), 121.3 (Cp Trp), 124.9 (C, Trp), 126.2 (C, phenyl),
126.4(Cs and Cs'p-methylbanzyl). 127.3 (Co Trp), 128.7 {C;, Cs, Cs and Cq pheny),
129.8 (C; and Cq p—methylbanzyl). 133.0 (C; p-methylbenzyl), 136.4 (C; Trp), 137.5 (C,
p-methylbenzyl), 141.7 (C, phenyl), 154.8 (Cq triazole), 171.9 {CC Alb).

25 (R)-N-(1-(5-(2-(1H-indol-3-yl)ethyl}-4-(4-methylbenzyi)-4H-1,2 4-triazok-3-yl}-2-{1H-
indol-3-yl)ethyl)-2-amino-2-methylpropanamide (Compound 34):

'H NMR (300 MHz, DMSO-d®, 300°K):
&{ppm) 1.25 (3H, 5, CH; Aib}, 1.28 (3H, s, CHa Aib), 2.23 (3H, 5, CHs-p-methylbenzyl),
2.84-2.97 (4H, m, CH,-CHy-indole), 3.32 (2H, m, CH, pTrp), 5.04 (2H, s, CH,- p-

30 methylbenzyl), 5.16 (1H, m, CH aTrp}, 6.79-6.86 (4H, m, CH ar p-methylbenzyl}, 6.99-
7.05 (4H, m, Hs and H, indole, Hs and Hg Trp), 7.08 {3H, m, H; indole, H, and H, Trp),



561.3 84 (R)-N-1-(4-(4-ethylbenzyl)-5-phenethyl-4H-
1,2,4-triazol-3-y1)-2-(1H-indo1-3- yOethyl)piperazine-2-carboxamide
561.3 562.2 85 (R)-N-(1-(4-(4-ethylbenzy1)-5-phenethyl-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3- yl)ethyl)pyrazine-2-carboxamide 555.3
556.2 gl (R)-N-(1-(5-(2-(1H-indo1-3-ypethyl)-4-(2,4-

dieiPoiBEAZzy 1)-4H-1,2,4-triazol-3-y1)-2- (1H-indol-3-yOettwhPr2enime7o45
aminocyclohexanecarboxamide 645.3 646.2 87
(S)-N-((R)-1-(5-(2-(1H-indo1-3-yl)ethylJ&-{4-

methg%benz%OAH-l,2,4-triazo|-3':|yl)-2- 1H-
.25-7.30 (3H, m, H, and H; indole, Hr Trp), 8.00 (3H, brs, NH; Aib), 8.94 (1H, d, J=8

Hz, NH amide), 10.76 (1H, s, NH indole), 10.78 (1H, s, NH indole Trp).
3C NMR (75 MHz, DMSO-d®, 300°K):

8(ppm) 21.0 (CHy- p-methylbenzyl), 22.8 (CH,-CH.-indols), 23.8 (CH; Aib), 23.9 (CH,
§ Aib), 25.9 (CHy-CHy-indole), 28.5 (CH, BTrp), 45.7 (CHy- p-methylbenzyl and CH

aTrp), 56.7 (Cq Aib}, 109.9 (C; Trp), 111.8 (C; indole and C; Trp), 113.4 (C; indole),
118.1 (C, Trp), 118.3 (C4 indole), 118.5 (Cs indole), 118.7 (Cs Trp), 120.9 (C; indole
and Cg Trp), 121.3 (C; indole and C, Trp), 126.3 (C; and Cs p-methylbenzyl), 127.2 (Co
indole), 127.3 {C, Trp), 129.8 (C; and Cs p-methylbenzyl), 133.1 (C, p-methylbenzyl),

10 135.8(Cyindole, Cy Trp), 136.4 (C4 p-methylbenzyl), 154.8 (Cq triazole), 155.0 (Cq
triazole}, 171.2 (CO Aib).

(R)-N-{1-(4~(4-methylbenzy!)-5-phenethyl-4H-1,2,4-triazok-3-yl}-2-(1 H-indoi-3-yl)ethyl)-
2-amino-2-methylpropanamide (Compound 37):

15 'H NMR (300 MHz, DMSO-d®, 300°K):

&(ppm) 1.25 (3H, s, CH; Aib), 1.28 (3H, s, CH, Aib), 2.23 (3H, s, CH3 p-methylbenzyl),
2.83 (4H, m, CHy-CHa-phenyl), 3.32 (2H, m, CH; BTrp), 5.05 (2H, s, CHo-p-
methylbenzyl), 5.18 (1H, m, CH aTrp), 6.75 (2H, d, J,= 8 Hz, Hs and Hs p-
methylbenzyl), 6.82 (1H, t, J,= 8 Hz, H; Trp), 6.99 (1H, t, J,= 8 Hz, Hg Trp), 7.02-7.11

20 (8H, m, H, Trp and CHar phenyl), 7.15 (1H, d, J,= 7 Hz, H, Trp), 7.20 (2H, d, Jo= T Hz,
Hz and Hs p-methyibenzyl), 7.28 (1H, d, Jo= 8 Hz, H; Trp), 8.01 (3H, brs, NH, Aib), B.93
(1H, d, J= 8 Hz, NH amide), 10.77 (1H, s, NH indole Trp).

3C NMR (75 MHz, DMSO-d°, 300°K):

&(ppm) 21.0 (CH; p-methylbenzyl), 23.6 (CH, Aib), 23.8 (CH; Aib), 26.5 (CH,-CH,-
25 phenyl), 28.1 (CH, BTrp), 32.7 (CH-CHp-pheny!), 45.7 (CH aTrp and CH,-p-
methylbenzyl), 56.8 (Cq Aib), 108.8 (C; Trp), 111.8 (Cy Trp), 118.3 (C4 Trp), 118.7 (Cs
Trp}, 121.3 (Ce Trp), 124.8 (C; Trp), 126.4 (C; and Cs p-methylbenzyl), 126.6 {Cy
phenyl}, 127.3 (Cp Trp), 128.7 (C5, C;, Cs and Cq phenyi), 129.8 (C; and C; p-
methylbenzyl), 133.0 (C, p-methylbenzyt), 136.4 (C, Trp), 137.5 (C. p-methylbenzyl),
30 140.9 (C4 phenyl), 154.5 (Cci triazole), 154.9 (Cq triazole), 171.9 (CO amide).



indol-3-ypethyl)piperidine-3-carboxamide 601.3 601.9 88
(R)-N-((R)-1-(5-(2-(11-1-indo1-3-yflethyl)-4-(4-
methoxybenzy1)-4H-1,2,4-triazol-3-y1)-2-(1H-
indol-3-14)ethyl)piperidine-2-carboxamide 601.3 602.2 89
(S)-N-((R)-1-(5-(2-(1H-indo1-3-ypethy1)-4-(4-
metheseylognnzy1)-4H-1,2,4-triazol-311)-2-(1H- PCT/EP2006/007945
indol-3-14)ethyl)pyrrolidine-2-carboxamide 587.3 588.2 8l
(R)-N-((R)-1-(5-(2-(1H-indo1-3-ypethyh126(4-

methox benzyl) -4H-112,4-triazol-3-y1)-2-(1H-

indol- Sy irptisprbtdadneaimsiahite 1 2h48ae8 39192 (1 H-indol-3-yljethyl)-2-

(R)- Na(mr(cﬁz(ﬂu(mklgmﬂmﬁfﬁdﬁlleﬂmbaar(cﬂasj.
'H NMR (300 MHz, DMSO-d®, 300°K):

&ppm} 1.23 (3H, s, CH; Aib), 1.27 (3H, s, CH; Aib), 3.34 (1H, dd, J= 14 Hz and 6 Hz,

5 CH, fTrp), 3.43 (1H, dd, J= 14 Hz and 9 Hz, CH, BTrp), 4.13 (2H, s, CH,-benzyl), 5.22
(TH, s, CH «Trp), 5.35 (2H, s, CHy-0-pyridyl), 6.80 (1H, t, J,= 8 Hz, Hs Trp), 6.92 (1H, t,
Jo= 8 Hz, Hs pyridyl), 8.97 (1H, t, Jo= 8 Hz, Hy Trp), 7.04 (1H, d, J,= B Hz, H, Trp), 7.07
(1H, d, J= 2 Hz, H, Trp), 7.10-7.16 (5H, m, CHar benzyl), 7.19 (1H, s, H; o-pyridyl),
7.26 (1H, d, Jo= 8 Hz, H; Trp), 7.57 (1H, t, J,.= 9 Hz, H, o-pyridyl), 8.16 (3H, brs, NH,

10 Aib}, 8.36 (1H, d, Jog= § Hz, Hg o-pyridyl}, 9.01 (1H, d, J= 8 Hz, NH amide), 10.85 {1H,

s, NH indole Trp).

3C NMR (75 MHz, DMSO-d®, 300°K):

&(ppm) 23.4 (CH; Aib), 23.7 (CH; Aib), 28.6 (CH; BTrp), 30.4 (CHy-benzyl), 45.7 (CH
aTrp), 47.7 (CHx o-pyridyi), 6.7 (Cg Aib), 109.8 (C; Trp), 111.8 (C; Trp), 118.3 (C,

15 Trp), 118.6 (Cs Trp), 121.2(Cs Trp), 121.7 (C; 0-pyridyl), 123.3 (Cs 0-pyridyl), 124.8 (C,
Trp), 127.1 (C, benzyl), 127.3 (Ce Trp), 128.8 (C; and C¢ benzyl), 129.0 (C; and Cs
benzyl), 135.8 (C, benzyl), 136.4 (Cq Trp), 137.5 (C4 o-pyridyl), 149.5 (Cy o-pyridyl),
154.1 (Cq triazole), 154.2 (Cq triazole), 155.7 (C; o-pyridyl), 172.0 (CO amide).

20 (R)FN-(1-{4-(4-ethyibenzyl}-5-phenethyl-4H-1,2,4-triazol-3-yl}-2-(1H-indol-3-yhethyl );2-
amino-2-methylpropanamide {Compound 43):

'H NMR (300 MHz, DMSO-d®, 300°K):

8(ppm) 1.10 (3H, {, J= 8 Hz, CHs:-CH, p- ethylbenzyl), 1.25 (3H, s, CH; Aib), 1.28 (3H,
s, CH3 Aib), 2.53 (2H, q, J= 8 Hz, CH,-CH, p-ethylbenzyl), 2.83 (4H, m, CH-CH,-

25 phenyl), 3.34 (2H, m, CH; BTrp), 5.07 (2H, s, CHo-p-ethylbenzyl), 5.19 (1H, m, CH
aTrp), 6.77 (2H, d, J,= 8 Hz, H; and H; p-ethylbenzyl), 6.81 (1H, 1, J,= 7 Hz, Hs Trp),
.98 (1H, t, Jo= 8 Hz, Hy Trp), 7.05-7.10 (TH, m, CHar phenyl, H, and Hg p-ethyibenzyl),
7.13(1H, d, J=2 Hz, H, Trp), 7.20 (1H, d, Jo= 7 Hz, H, Trp), 7.28 (1H, d, J,= 8 Hz, H,
Tip), 8.03 (3H, brs, NH; Aib), 8.94 (1H, d, J= 8 Hz, NH amide), 10.79 (1H, s NH indole

30 Trp).

°C NMR (75 MHz, DMSO-d®, 300°K):



methoxybenzyl)-4H-1,2,4-triazol-3-y1)-2-(1H-
indol-3-ypethyl)-2-(pyridin-2-ypacetamide 609.3 610.0 92
(R)-N-(1-(5-(2-(1H-indo1-3-yflethyl)-4-(4-
bromobenzyl)-4H-1,2,4-triazol-3-y1)-2-(1H- indol-3-yOethyl)-2-amino-2-
methylpropanamide 623.2 624.1 93

(RYONGPTARNE- (1H-indo1-3-yl)ethyl)-4-(4- PCT/EP2006/007945
methoxybenzy1)-4H-1,2,4-triazol-3- yl)ﬁ

phenylethyl) 2 amlno -2-methylpropana {de 536.3 536.9 - 165 - 94

(onBes SRR SR ot i seduGietite
phenyl) 8.1 (CH;3-CH; p- ethyibenzyl) 28.1 (CH; BTrp), 32.7 (CHx-CHz-phenyl), 45.7
(CH aTrp), 46.8 (CH,-p-sthylbenzyl), 56.8 (Cq Aib), 109.8 (Ca Trp), 111.8(C; Trp),
118.3(C4 Trp), 118.7 (Cs Trp), 121.3 {Ce Trp), 124.9 (C, Trp), 126.5 (Cy and Cs p-
5 ethylbenzyl), 126.6 (C4 phenyl), 127.3 (C, Trp), 128.6 (C, and Cq prethytbenzyl, C,, Ca,
Cs and Gq phenyl), 133.1 (Cs p-ethylbenzyl), 136.5 (Cq Trp), 140.8 (C; phenyl), 143.8
(C4 p-ethylbenzyt), 154.6 {Cq triazole), 154.9 (Cq triazole), 171.9 (CO amide).

(R)-N-(1-(4-(4-methoxybenzyl}-5-phenethyl-4H-1,2,4-triazol-3-yl}-2-(1 H-indol-3-
10  yi)ethyl)piperidine-4-carboxamide (Compound 44):

'H NMR (300 MHz, DMSO d°, 300°K):

8(ppm) 1.42 {m, 2H, H; and Hs piperidyl ), 1.55 (m, 1H, Hs piperidy! ), 2.23 (m, 1H, Ha
piperidyl ), 2.76 (m, 5H, H; piperidyl and CH,-CHz-phenyl), 3.04 (m, 1H, Hg piperidyl ),
3.13 (m, 1H, H. piperidyl }, 3.32 (m, 2M, CH, BTrp), 3.66 (s, 3H, OCHa), 4.97 (m, 2H,

15 CH;-p-methoxybenzyl), 5.23 (m, 1H, CH aTrp), 6.70 (s, 4H, CHar p-methoxybenzyi),
6.87 (t, TH, Jo= 8 Hz, Hs Trp), 7.00 (m, 2H, H; and H; Trp), 7.07 (d, 2H, J,= 8 Hz, H,
and Hg phenyl), 7.14 (d, 1H, Jo= 7 Hz, H, Trp), 7.18-7.30 {m, 4H, H; Trp, Hs, H, and H;
phenyl), 8.16 and 8.46 (2 m, 2H, NH piperidyl TFA salt), 8.66 (d, 1H, J= 8 Hz, NH
amide), 10.75 (1H, s, NH indole Trp).

20 BCNMR (75 MHz, DMSO d°, 300°K):

8(ppm} 24.9 {C, piperidyl ), 25.4 (Cs piperidy! ), 26.5 (CHxCH,-phenyl), 29.2 (CH,
BTp), 32.7 (CHy-CH-phenyl), 38.7 (C, piperidyl ), 42.7 (C» and Cs piperidyl ), 44.7 (CH
Trp), 45.3 (CHz-p-methoxybenzyl), 55.5 (OCHg), 110.2 {C3 Trp), 111.7 {C, Trp), 114.4
(Cs and G5 p-methoxybenzyl), 118.5 (C, Trp), 118.7 (Cs Trp), 121.3 (Cs Trp), 124.4 (C;

25 Trp), 126.5 (C;, and G, phenyl), 127.5 (Cy Trp), 127.8 (Cy, C and Cq p-methoxybenzyl},
128.7 (Cs, C4 and Cs phenyl), 136.4 (Cs Trp), 140.8 (C, phenyl), 155.3 (Cq triazole),
155.4 (Cq triazole), 159.1 (C, p-methoxybenzyl), 173.1 (CO amide).

(R)-N-(1-(5-(2-{1H-indol-3-yl)ethyl}-4-(4-methoxybenzyl)-4H-1 2, 4-trigzol-3-yi)-2-{ 1H-
30  indol-3-yhethyl)piperidine-4-carboxamide (Compound 45):

"M NMR (300 MHz, DMSO d°, 300°K):



538.3 538.8 95 (R)-N-(1-(4-(2-(11-1-indo1-3-ypethyl)-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-yl)ethyl)-2-amino- 2-methylpropanamide 455.2
456.2 96 (R)-N-(1-(5-((1H-indo1-3-yOmethyl)-4-methyl-
411-1,2,4-triazol-3-y1)-2-(1H-indo1-3-yl)ethyl)-
2-amino-2-methylpropanamide 455.2 456.4 97
(RENIABNB-(1H-indo1-3-ypethyl)-4-methyl- PCT/EP2006/007945
411-1,2,4-triazol-3-y1)-2-(1H-indol-3-ypethyl)-
2-amino-2-methylpropanamide 469.3 47482 98

(R)-N- ((1 (5-((1H-indo1-3-yOmethyl)-4H-1,2,4
triaz NEEELZ T SR G He R Ar HOL95. 1H. = 13 Hzand 2 iz, Ho

piperidyt ), 2.23 (m, TH, M, piperidyl ), 2.72 {m, 2H, H; and H, piperidy! ), 2.77-2.93 (m,
4H, CH»-CHs-indole), 3.06 (m, 2H, H, and H; piperidyl ), 3.32 {m, 2H, CH; BTrp), 3.65
(s. 3H, OCH;), 4.94 (s, 2H, CH,-p-methoxybenzyl), 5.22 (m, 1H, CH aTrp), 6.68 (s, 4H,

5 CHar p-methoxybenzyl), 6.87 (m, 3H, Hs and H; Trp, H; indole), 8.98 {m, 44, H; and Hg
indole, H; and H, Trp), 7.20-7.33 (m, 3H, H, and Hy indole, H, Trp), 8.15and 8.46 (2 m,
2H, NH piperidyl TFA sait), 8.84 {d, 1H, J= 8 Hz, NH amide), 10.74 (s, 2H, NH indole
and NH indole Trp). '

$3C NMR (75 MHz, DMSO d°, 300°K):

10 &(ppm) 22.9 (CH,-CHy-indole), 24.9 (C; piperidyl ), 25.4 (Cs piperidyl }, 26.0 (CHo-CHz-
indole), 29.3 (CH; BTrp), 38.1 (C, piperidyl ), 42.7 {C, and Ce piperidyl ), 44.7 (CH
aTrp), 45.3 (CH,-p-methoxybenzyl), 55.5 (OCH;), 109.5 (C; Trp), 111.7 (C; indole and
C; Trp), 113.5 (G; indole), 114.4 (C; and Cs p-methoxybenzyl), 118.5 (C,4 indole and C,
Trp), 118.6 {Cs indole and Cs Trp), 121.2 (Cg indole), 121.3 {(C, Trp), 122.9 (C; indcle

16 and C; Trp), 127.2(C; indole), 127.6 (Cg Trp, C: and Cg p-methoxybenzyl), 127.9 (C,
p-methoxybenzyi), 136.4 (Cs Trp), 136.6 (Cg indole), 154.8 (Cq triazole), 155.2 (Cq
triazole), 159.0 (C, p-methoxybenzyl), 173.0 (CO amide).

(R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyi-4H-1,2, 4-triazol-3-yi}-2-{ 1 H-indol-3-
20 yljethyl}-2-amincacetamide (Compound 590):

'H NMR (300 MHz, DMSO d® 300°K):

&(ppm) 2.78 (m, 4H, CH,-CH,-phenyl), 3.26 (1H, dd, J= 14 Hz and 7 Hz, CH, pTrp),
3.39 {m, 3H, CH, fTrp and CH,-NH,), 3.65 (s, 3H, OCH3), 4.95 (m, 2H, CHy-p-
methoxybenzyl), 5.20 (m, 1H, CH «Trp), 6.63 (s, 4H, CHar p-methoxybenzyl), 6.86 (%,

25 1H, Jd,=7 Hz, Hs Trp), 6.99 (s, 1H, Hy Trp), 7.02 (, 1H, J,= 7 Hz, Hg Trp). 7.10 (m, 2H,
H; and Hg phenyl), 7.15(d, 1H, Jo= 7 Hz, H, Trp), 7.23 (m, 3H, H;, H; and H; Trp), 7.31
(d, 1H, Jo= 8 Hz, H, Trp), 7.95 (brs, 3H, NH; Gly, TFA salt}, 9.20 {d, 1H, J= 8 Hz, NH
amide), 10.82 (s, 1H, NH indole Trp),

*C NMR (75 MHz, DMSO d®, 300°K):

30 8(ppm) 26.5 (CH,-CH-phenyl), 29.8 (CH;z BTrm), 32.7 (CHz-CHy-phenyl), 39.0 (CH,-
NHz), 45.3 (CHz p-methoxybenzyl), 45.4 (CH aTrp), 55.4 (OCH,), 109.7 (Cs Trp),
111.8 (Cy Trp), 114.5 (C; and Cs p-methoxybenzyl), 118.3 (C4 Trp), 118.8 (Cs Trp),



2-methylpropanamide 441.3 442.1 99
(R)-N-(1-(5-((1H-indo1-3-y9methyl)-4-(2,4- dimethoxybenzyl1)-411-1 2
4-triazol-3-y1)-2- (1H-indol-3-yflethyl)-2-amino-2- methylpropanamide
591.3. 592.1 100 (R)-N-(1-(4-(2,4-dimethoxybenzy1)-5-methyl-
4H-1,2,4-triazol-3-y1)-2-(111-indo1-3-ypethyl)-

VG20 thylpropanamide 476.3 477.4 101 PCT/EP2006/007945
(R)-N-(1-(5-((1H-indo1-3-y9methyl)-4-(4- methoxybenzyl)-
411-1,2,4-triazol-3-y1)-2-(1H- indol-3-§/492§thyl)-2-amino-2-

methy reRANANId5429&,32542 5 (C, and C; phenyl), 127.3 (Cs Trp), 127.7 (Cy p-

10

16

20

25

30

methoxybenzyt), 127.8 (C, and C, p-methoxybenzyl), 128.7 (C;, C4 and Cs phenyl),
136.4 (C; Trp), 140.9 (C; phenyi), 154.3 (Cq triazole), 154.8 (Cq triazole), 159.0 (C4 p-
methoxybenzyl), 166.1 {CO amide).

{R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-yl}-2-( 1H-indol-3-
yl)ethyi)-2-{pyridin-2-yacetamide {Compound 51}:

"H NMR (300 MHz, DMSO d®, 300°K):

8(ppm) 2.77-2,88 (m, 4H, CH.-CHo-phenyl), 3.37 (m, 2H, CH, BTrp), 3.64 (s, 3H,
OCH;), 3.74 (m, 2H, CHy-0-pyridyl), 5.03 (m, 2H, CH,-p-methoxybenzyl), 5.24 (m, 1H,
CH aTrp), 6.85 (s, 4H, CHar p-methoxybenzyl), 8.85 (t, 1M, J,= 7 Hz, Hs Trp), 7.01 (m,
2H, Hy and He Trp), 7.08 (d, 2H, J,= 7 Hz, H; and H; phenyl), 7.15 (d, 1H, Jo= 7 Hz, H,
Trp), 7.21 {m, 3H, H;, Hy and H; phenyl), 7.27-7.36 (m, 2H, H, Trp and H, o-pyridy!),
7.58 (4, TH, J= 6 Hz, H; o-pyridyl), 8.04 (1, 1H, J,= 8 Hz, H, o-pyridyl), 8.62 (d, 1H, Jo=
5 Hz, Hg o-pyridyl), 9.17 (d, 1H, J= 8 hz, NH amide), 10.81 (s, 1H, NH indole Trp).

C NMR (75 MHz, DMSO d®, 300°K):

8(ppm) 26.4 (CH,-CH,-phenyl), 29.2 (CH, BTrp), 32.4 (CH,-CHy-phenyl), 41.7 (CH-0-
pyridyl), 45.3 (CH aTrp), 45.7 (CHz-p-methoxybenzyl), 55.5 (OCH,), 109.7 (C; Trp),
111.8 (C; Trp), 114.4 (C; and Cs p-methoxybenzyl), 118.4 (C, Trp), 118.8 (Cs Trp),
121.4 (Cs Trp), 124.1 (Cs o-pyridyl), 124.6 (C, Trp), 126.4 (Cs o-pyridyl), 126.6 (C; and
Cs phenyl), 127.2 (Co Trp), 127.4 (C, p-methoxybenzyl), 127.9(C; and Cq p-
methoxybenzyl), 128.7 (Cs, C4 and C; phenyl), 136.4 (Cs Trp), 140.5 (C, phenyt), 142.1
(C+ o-pyridyl), 145.3 (Cs o-pyridyl), 153.0 {C. o-pyridyl), 154.5 (Cq triazole), 155.3 (Cq
triazole), 159.1 (Cq4 p-methoxybenzyl), 167.9 (CO amide).

(R)-N-{1-(4-(2,4-dimethoxybenzyl}-5-phanethy-4H-1 ,2,4~triazof¥3-yl)-2-(1 H-indol-3-
ylyethyl)picolinamide {Compound 64):
'H NMR (300 MHz, DMSO d°, 300°K);
&{ppm) 2.83 (m, 2H, Cﬁ!szHg-phenyl), 2.90 {m, 2H, CH-CH.-phenyl), 3.48 (m, 2H,
CH; BTrp), 3.57 (s, 3H, OCHj), 3.61 (s, 3H, OCH,), 4.97 (d, 1H, J= 17 Hz, CHp-0,p-

dimethoxybenzyl), 5.09 (d, 1H, J= 17 Hz, CH;-0,p-dimethoxybenzyl), 5.56 (m, 1H, CH
aTrp), 6.18 {dd, 1H, Jo= 8 Hz and J,= 2 Hz, Hs o,p-dimethoxybenzyl), 6.41 (d, 1H, Jo=



102 (R)-N-(1-(4-(2,4-dimethoxybenzyl)-5-benzyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-ypethyl)-
2-amino-2-methylpropanamide 552.3 553.2 103
(R)-N-(1-(5-(3-(1H-indo1-3-Apropy9-4-(2,4- dimethoxybenzyl)-411-1,
2,4-triazol-3-y1)-2- (1H-indo1-3-yl)ethyl)-2-amino-2- methylpropanamide
6Wwo. 2622M@1804 (R)-N-(1-(5-((1H-indo1-3-yOmethyl)-4- PCT/EP2006/007945
phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-
3-y1)ethy9-2-amino-2-methylpropanamigie-545.3 546.4 105
(R)-N-(1-(5-benzyl-4-phenethy1-4H-1,2,4-

triazci-H2y ) odimeieoibeogu) e SHIdp1 Bndiidk He. ety imsareenand), 6.87 (t,

1H, Jo= 8 Hz, Hs Trp), 7.01 (1, 1H, J;= 8 Hz, Hg Trp), 7.08 (m, 3H, H, Trp, H; and Hg
phenyl), 7.14 (d, 1H, Jo= 7 Hz, H, Trp), 7.19-7.31 (m, 4H, H; Trp, H,, Hyand Hg
phenyl}, 7.56 (t, 1H, J= 8 Hz, NH amide), 7.91 (m, 2H, Hy and Hs o-pyridyl), 8.57 {d,

§ 1H, = 5 Hz, Hg o-pyridyl), 9.16 {d, 1H, J.= 8 Hz, Hj o-pyridyl), 10.80 {s, 1H, NH
indole Trp).

BC NMR (75 MHz, DMSO d°, 300°K):

3{ppm) 26.2 (CHy-CHa-phenyl), 28.8 (CH; BTrp), 32.1 (CH-CH-phenyl), 43.0 (CHy~
o,p-dimethoxybenzyl), 45.5 (CH aTrp), 55.6 (OCH,), 55.8 (OCH;), 98.8(C; 0,p-

10 dimethoxybenzyl), 105.0 (Cs o,p-dimethoxybenzyl), 108.5 (C; Trp), 111.8 (C; Trp),
114.4(C, o,p-dimethoxybenzyl), 118.4 (C, Trp), 118.8 (Cs Trp), 121.4 (C; Trp), 122.4
(C; o-pyridyle), 124.4 (C, Trp}, 126.7 (C; o, p-dimethoxybenzyl), 127.2 (Cs o-pyridyle),
127.5 (Cg Trp), 128.8-128.8 {C,, Cs, C4, Cs and C; phenyl), 136.4 (C, Trp), 138.1 (C, o-
pyridyle), 140.2 (C, phenyl), 148.8 (C; o-pyridyle), 149.3 (C, o-pyridyle), 1565.2 (Cg

15 triazole), 155.4 (Cq triazole), 157.8 (C; o, p-dimethoxybenzyl), 161.0 (C, o0,p~
dimethoxybenzyl), 163.9 (CO amide).

{R}-N-(1-{4-{2 4-dimethoxybenzyl}-5-phenethyi-4H-1,2 4-triazol-3-yl)}-2-( 1 H-indol-3-
yliethyl)pyrazine-2-carboxamide {Compound 66}:

20 "H NMR (300 MHz, DMSO d®, 300°K):

8(ppm) 2.87 {m, 4H, CH:-CH.-phenyl}, 3.51 {m, 2H, CH, BTrp), 3.58 (s, 3H, OCH;),
3.59 (s, 3H, OCH;), 4.97 (d, 1H, J= 17 Hz, CH;-0,p-dimethoxybenzyl), 5.08 (d, 1H, J=
17 Hz, CHy-0,p-dimethoxybenzyl), 5.56 (s, 1H, CH aTrp), 6.10 (dd, 1H, J,= 8 Hz and
Jm= 2 Hz, Hs o,p-dimethoxybenzyl), 8.36 (d, 1H, Jm= 2 Hz, H; o, p-dimethoxybenzyl),

25 8.40(d, 1H, Jo= 8 Hz, Hs o, p-dimethoxybenzyl), 6.87 (1, 1H, J.= 8 Hz, Hs Trp), 7.00 (¢,
1H, Jo= 7 Hz, Hg Trp), 7.09 {m, 3H, H; Trp, Hp and H; phenyl), 7.15 (d, 1H, Jo= 7 Hz, H,
Trp), 7.19-7.28 {m, 3H, Ha, H, and H; phenyl), 7.36 (d, 1H, J,= 8 Hz, H, Trp), 8.61(,
1H, J= 2 Hz, M, o-pyrazinyl}, 8.78 (d, 1H, J= 2 Hz, Hs o-pyrazinyl), 8.94 (d, 1H, J= 1 Hz,
He o-pyrazinyt}, 9.26 (d, 1H, J= 8 Hz, NH amide}, 10.78 (s, 1H, NH indole Trp).

30 "*CNMR (75 MHz, DMSO d®, 300°K):

&(ppm) 26.1 (CHz-CHz-phenyl), 28.4 (CH; 8Tmp), 32.1 (CHy-CHa-phenyl), 42.9 (CH4
o,p-dimethoxybenzyl}), 45.5 (CH aTrp), 55.5 (OCH,), 55.8 (OCH,), 98.7 (C; o,p-



506.3 507.4 106 (R)-N-(1-(5-benzy1-4-(2,2-diphenylethyl)-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-ypethyl)-2- amino-2-methylpropanamide
582.3 583.3 - 166 - 107 (R)-N-(1-(5-(2-(1H-indo1-3-yOethyl)-4-(2,2-
diphenylethyl)-4H-1,2,4-triazol-3-y1)-2-(1H- indo1-3-yl)ethyl)-2-amino-2-
methylpropanamide 635.3 636.4 108
(RYR0PT/524043,5-dimethoxybenzy1)-5-benzyl- PCT/EP2006/067945
4H-1,.2,4-triazo|-3-y1)-2-(1H.-indol-3-yp?éh)_/l)-
2-amino-2-methylpropanamide 552.3 5 173
dimethoxybenzyl), 104.9 (Cs o,p-dimethoxybenzyl), 109.7 (C, o, p-dimethoxybenzyl),
111.8 (C; Trp), 114.5 (C; o,p-dimethoxybenzyl), 118.5 (G, Trp), 118.8 (Cs Trp), 121.4
(Cs Trp), 124.4 (C, Trp), 126.7 (Cs 0,p-dimethoxybenzyl), 127.5 (G Trp), 128.1 (Cq
phenyl), 128.7-128.8 (C,, Cs, Cs and Cq phenyl), 136.4 {C; Trp), 140.3 (Cy phenyl),
5 141.2 (Gs o,p-dimethoxybenzyl), 144.2 (C; o-pyrazinyl), 144.3 (C, o-pyrazinyl), 146.8
(Cs o-pyrazinyl), 155.2 (Cqs triazole), 157.7 (Cs 0, p-dimethoxybenzyl), 160.7 (CO
amide), 162.9 (C, o,p-dimethoxybenzyl).

(SHN-((R)-1-(54(2-(1H-indol-3-yl)ethyl)-4-(2,4-dimethoxybenzyl)-4H-1,2, 4-triazol-3-yi)-2-
10 (1H-indol-3-y)ethyl)pyrrolidine-2-carboxamide {Compound 70):

"H NMR (300 MHz, DMS0 d°, 300°K):

8(ppm) 1.40 (m, 1H, Hy Pro ), 1.53 (m, 1H, H, Pro }, 1.71 {m, 1H, H, Pro ), 2.09 {m, 1H,
H; Pro ), 2.90 (m, 4H, Cﬂz-Cﬂz-indole), 3.06 (t, 2H, J= 6 Hz, Hs Pro ), 3.28 (m, 2H, CH,
pTrp), 3.40(s, 3H, OCH,), 3.80(s, 3H, OCH;), 3.80(m, 1H, CH aPro ), 4.80(d, 1H, J= 17
16 Hz, CHz-0,p-dimethoxybenzyl), 5.4 (d, 1H, J= 17 Hz, CHz-0, p-dimethoxybenzyl), 5.1
(m, 1H, CH oTrp), 6.26 (dd, 1H, J.= 8 Hz and JméJZ_Hz. H; o, p-dimethoxybenzyt), 6.38
(d, 1H, J,= 8 Hz, Hs 0, p-dimethoxybenzyl}, 6.53 (d, 1H, J,= 2 Hz, Hs 0,p-
dimethoxybenzyl), 6.84 (t, 1H, Hs indole), 6.91 (t, 1H, J,= 8 Hz, Hs Trp), 6.93-7.07 {m,
4H, Hp and Hg indole, H; and Hg Trp), 7.16 (d, 1H, J.= 8 Hz, H, Trp}, 7.28 {m, 3H, H,
20 and Hy indole, Hy Trp), 8.39 and 9.10 (2 m, 2H, NH Pro TFA salt), 9.22 (d, 1H, J= 8 Hz,
~ NH amide), 10.76 (s, 1H, NH indcle), 10.80 (s, 1H, NH indole Trp).

3G NMR (75 MHz, DMSO d°, 300°K):

8(ppm) 22.9 (CH,-CHq-indole), 23.5 (C, Pro ), 25.8 (CH;-CHx-indole), 29.6 (CH, 8Trp),
28.8 (C4 Pro ), 41.9 (CHz-0,p-dimethoxybenzyl), 45.2 (CH oTrp), 46.0 {Cs Pro ), 65.7

25 (OCH,), 55.9 (OCH3), 59.3 (CH aPro ), 99.0 (C; o,p-dimethoxybenzyl), 105.1 {Cs 0,p-
dimethoxybenzyl), 109.7 (C; Trp), 111.8 (C; indole and C; Trp), 113.4 (C, indole),
115.6 (C, 0,p-dimethoxybenzyl), 118.4 (C, indole and C, Trp), 118.7 (Cs indole and Cs
Trp), 121.4 (Cq indole and Cg Trp), 123.0 (C; indole and C, Trp), 127.2 (Cq indale),
127.3(Cq Trp), 128.1 (C; 0,p-dimethoxybenzyl), 136.5 (C; Trp), 136.6 (Cq indole),

30 155.0(Cq triazole), 157.8 (C, o,p-dimethoxybenzyl), 160.9 (C, o, p-dimethoxybenzyl),
168.1 (CO amide).



109 (R)-N-(1-(4,5-dibenzy1-4H-1,2,4-triazol-3-y1)-
2-(1H-indo1-3-yl)ethyl)-2-amino-2- methylpropanamide 492.3 493.3 110
(R)-N-(1-(5-benzyl-4-hexyl-4H-1,2,4-triazol-

~ 3-y1)-2-(1H-indo1-3-ypethy0-2-amino-2- methylpropanamide 486.3 487.4
111 (R)-N-(1-(4-(2-(1H-indo1-3-yl)ethyl)-5-benzyl-

AW 2804108201-3-y1)-2-(1H-indo1-311)ethyl)- PCI/EP2006/007945
2-amino-2-methylpropanamide 545.3 546.2 112
(S)-N-(1-(4-(2,4-dimethoxybenzyl)-5-bdazyl-

4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-ypethyl)-
2. am,{ﬁ) %%%‘gfb‘ﬁ%ﬁrﬂlﬁg‘%?@ 4-dimethoxybenzyi)-4+-1,2 4-triazol-3-y1}-2-

(1H-indol-3-yl)ethyl)pyrazine-2-carboxamide (Compound 71):
'H NMR (300 MHz, DMSO d°, 300°K):

&(ppm} 3.01 {m, 2H, CH:-CHz-indole), 3.10 {(m, 2H, CH,-CHs-indole), 3.51 (m, 2H, CH,
5 PTm), 3.55 (s, 3H, OCHz), 3.57 (s, 3H, OCHs), 5.15(d, 2H, J= 7 Hz, CHy-0,p-

dimethoxybenzyl), 5.63 (m, 1H, CH «Trp), 6.08 (dd, 1H, J,= 8 Hz and J,= 2 Hz, Hs 0,p-
dimethoxybenzyl}, 6.35 (d, 1H, Jy= 2 Hz, H; o,p-dimethoxybenzyl), 6.53 {d, 1H, J,= 8
Hz, Hg o,p-dimethoxybenzyl), 6.89 (m, 2H, Hs indole and Hs Trp), 6.99 (m, 2M, Hs
indole and Hz Trp), 7.08 (m, 2H, H; indole and H, Trp), 7.29 (m, 3H, Hs Trp, M, and Hy

10 indole), 7.41 (d, 1H, J,= 8 Hz, H; Trp), 8.61 (t, 1H, J= 2 He, H; o-pyrazine), 8.79 (d, 1H,
J=2 Hz, H; o-pyrazine), 8.94 (d, 1H, J= 1 Hz, H o-pyrazine), 9.43 (d, 1H, J= 8 Hz, NH
amide), 10.84 (s, 2H, NH indole and NH indole Trp).

*C NMR (75 MHz, DMSO d®, 300°K):

3(ppm) 22.0 (CH-CH;-indole}, 25.3 (CH,-CH-indole), 27.8 (CH, BTrp), 44.1 (CHz-0,p-

15 dimethoxybenzyl), 45.5 (CH aTrp), 55.5 (OCH,), 55.8 (OCH,), 88.8 (C; 0,p-

_dimethoxybenzyl), 104.8 (Cs o,p~-dimethoxybenzyl), 108.3 {C; Trp), 111.8 {C; indole

and G; Trp), 112.1 {C; indole), 113.4 (C, o,p—dimethoxybenzyl), 118.4 (C,; indole),
118.5 (C4 Trp), 118.8 (Cs indole and Cs Trp), 121.5 (C; indole and Cg Trp), 127.0 (Cy
indole), 127.4 (C; Tep), 136.4 (Cs Trp), 136.6 (Cg indole), 141.2 (Cs o-pyrazine), 144.1

20 (G, o-pyrazine), 144.3 (C; o-pyrazine), 146.8 (Cg o-pyrazine), 155.4 (Cq friazole), 156.0
(Cq triazole), 157.8 (C; o,p-dimethoxybenzyl), 161.0 (CO amide), 163.2 (C. o,p-
dimethoxybenzyl).

{R}-N-(1-(5-(2-(1H-indol-3-ylJethyl)-4-(2,4-dimethoxybenzyi)}-4H-1,2, 4-triazol-3-yl)-2-
25 (1H-indol-3-yl)ethyi)picolinamide (Compound 73):

'H NMR (300 MHz, DMSO df, 300°K):;

8(ppm) 2.94 (m, 4H, CHx-CHz-indole), 3.47 (m, 2H, CH, BTm), 3.57 (s, 3H, OCH,), 3.60
(s, 3H, OCHy), 5.05 (m, 2H, CHz-0,p-dimethoxybenzyl}, 5.56 {m, 1H, CH aTrp), 6.14
(dd, 1H, J,= 8 Hz and Jn= 2 Hz, H; 0, p-dimethoxybenzyl), 6.41 (d, 1H, Jun= 2 Hz, H,

30  o,p-dimethoxybenzyl), 6.52 (d, 1H, J.= 8 Hz, Hs o, p-dimethoxybenzyl), 6.88 (t, 2H, J,=
7 Hz, Hs indole and Hs Trp), 6.99 (1, 1H, J,= 8 Hz, Hg Trp), 7.01 (t, 1H, J.= 8 Hz, He
indole), 7.04 (d, 1H, J= 2 Hz, Hz Trp), 7.07 (d, 1H, J= 2 Hz, H, indole), 7.27-7.33 {m,



553.1 113 (R)-N-(1-(4-(3,5-dimethoxybenzy1)-5-
phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-
3-ypethyl)-2-amino-2-methylpropanamide 566.3 567.3 114
(R)-N-(1-(4-(4-bromobenzy1)-5-benzy1-4H-
112,44riazol-3-y1)-2-(1H-indo1-3-yl)ethyl)-2- amino-2- methylpropanamlde
5O, 2087201815 (R)-N-(1-(4-(2-methoxybenzy1)-5-benzy1-BEE/EP2066/007945
1,2,4-triazol-3-y1)-2-(1H-indol-3- yerthy%az amino-2-methylpropanamide

522.3523.0 116 (S)-N-(1-(4-(2,4- dlme thoxybenzyl)-5-
phengthyil 4he v, Rngilf] 'Qﬁé’h :r)ﬁl:)e?‘ﬁ%%'{k?qﬂ NH amide), 7.90 {m, 2H, H, and Hs
3- yOe }/I& 2-amino-2-meth Xﬁropanam

o-pynidyl}, 8.57 {d, TH, Jp= 4 Hz, Hg o-pyridyl), 9.15 (d, 1H, J= 8 Hz, H3 o-pyridyi), .

10.78 (brs, 2H NH indole and NH indole Trp).
G NMR (75 MHz, DMSO o, 300°K):

5 &(ppm) 22.3 (CHz-CH;-indole), 25.6 {CH.-Ciz-indole), 28.9 (CH, BTmp), 43.1 (CHw»0.p-
dimethoxybenzyt), 45.5 (CH oTrp), 55.5 (OCH;), 55.8 (OCH;), 98.9 (Cs 0,0~
dimethoxybenzyl), 105.0 (Cs o,p-dimethoxybenzyl), 109.5 (C; Trp), 111.8 (C; indole
and C; Trp), 112.8 (C; indole), 114.4 (C, o,p-dimethoxybenzyl), 118.4 (C, indole and
C4 Tip}, 118.7 (Cy indole), 118.8 (Cs Trp), 121.4 (Cq indole and Cg Trp), 122.5 (C;

10 indole and Cy o-pyridyt), 123.1 (C, Trp), 127.1 (Cs o-pyridyl), 127.2 {Ce Indole), 127.5
(Ce Trp), 128.6 (C¢ 0,p-dimethoxybenzyl), 136.4 (C; Trp), 136.8 (C; indole), 139.1 (C,
o-pyridyl), 146.6 (C¢ o-pyridyl), 150.6 (C; o-pyridyl), 155.5 (Cq triazole), 155.6 (Cq
triazole), 157.8 (C; o,p-dimethoxybenzyl), 161.0 (C, o,p-dimethoxybenzyl), 163.9 (CO
amide).

15

{R}-1-(5+(2~(1H-indol-3-ylJethyl}-4-(2,4-dimethaxybenzyl)-4H-1,2 4-triazol-3-yl)-2-(1H-
indol-3-yl)ethanamine {Compound 74):

'H NMR {300 MHz, DMSO d°, 300°K):

&(ppm) 2.79 (m, 2H, CH»CHy-indole), 2.86 (m, 2H, CH-CHa-indole), 3.30 {dd, 1H, 3=

20 14 Hzand 5 Hz, CH, pTrp), 3.38 (dd, 1H, *J= 14 Hz and 6 Hz, CH, BTrp), 3.62 (s, 3H,
OCH), 3.63 (s, 3H, OCH,), 4.47 (d, 1H, =17 Hz, CHz-0,p-dimethoxybenzyl), 4.59 (d,
1H, 3J= 17 Hz, CH:-0,p-dimethoxybenzyl), 6.11 {dd, 1H, J;= 8 Hz and Ju= 2 Hz, H; o0
dimethoxybenzyl), 6.20 (d, 1H, J,= 8 Hz, H; o,p-dimethoxybenzyl), 6.45 (d, 1H, J= 2
Hz, H, o,p-dimethoxybenzyl), .87 (t, 1H, J,= 8 Hz, Hs Trp), 6.91 (t, 1H, J;=8 Hz, H;

25 indole), 7.00-7.04 (m, 2H, Hs indoie and Hg Trp), 7.07 (s, 1H, H, indole), 7.09 {s, TH, H;
Trp), 7.17-7.35 (m, 4H, H, and H; indole, H; and H; Trp), 8,75 (brs, 3H, NHz TFA sait),
10.78 (s, 1H, NH indole), 11.00 (s, 1H, NH indole Trp).

3C NMR (75 MHz, DMSO d®, 300°K):

d(ppm) 22.8 (CH,-CH-indole), 25.7 {CH,-CHz-indole), 29.9 (CH; BTrp), 41.5 (CH»-0,p-
30  dimethoxybenzyl), 46.5 (CH oTrp), 55.6 (OCH,), 55.9 (OCH), 98.8 (C; o, p-

dimethoxybenzyt), 105.0 (Cs o,p-dimethoxybenzyl), 107.4 (Cz Trp), 111.8 (Cy indole

and C; Trp), 1134 (Cs mdole), 115.1 (C4 o,p-dimethoxybenzyl), 118.0 (C, indole),



566.3 567.0 117 (R)-N-(1-(4,5-diphenethy1-4H-1,24-triazol-3-
y1)-2-(1H-indo1-3-ypethyl)-2-amino-2- methylpropanamide 520.3 521.1
118 (R)-N-(1-(4-(3,4-dichlorobenzy9-5-benzyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-ypethyl)-
2-amino-2-methylpropanamide 560.2 561.3 119
(Ryel2¢br426014-indo1-3-yl)ethyl)-4-(2,4- PCT/EP2006/007945
dirnethoxybenzyl)-4H-1,2,4-triazol-3-y1)-2- (1H-indol-3-y1)ethanamine
451.3 452.1 120 (R)-N-(1-(4-(4-methox %hzyl)-S-benzyl-4H-

12 A ) TR Y B S o RN95%), 121.3 (6 Trp), 121.6 (G, indoe)
122.9 (C; indole}, 125.4 (C, Trp), 127.1 (Cs indole and Cg Trp), 128.5 (Cs 0,p-

dimethoxybenzyl), 136.5 (Cs Trp), 136.6 (C; indole), 152.3 (Cq trizzole), 155.6 (Cq
triazole), 157.6 (C; o,p-dimethoxybenzyl), 160.8 (C, o,p-dimethoxybenzyl).

{R)}-N-(1-(4-{4-methoxybenzyl)-5-phenethyt-4H-1,2, 4-triazol-3-y)-2-(1H-indol-3-
yl}ethyt)picolinamide (Compound 78k

'H NMR (300 MHz, DMSO d® 300°K):

8(ppm) 2.85 (m, 4H, CH-CHz-phenyl), 3.51 (m, 2H, CH, BTrp), 3.59 (s, 3H, OCHy),

10 5.1 (d, 1H, J= 17 Hz, CHy-p-methoxybenzyl), 5.23 (d, 1H, J= 17 Hz, CHz- p-
methoxybenzyl), 5.51 (m, 1H, CH oTrp), 6.59 (d, 2H, Jo= 8 Hz, H; and Hs p-
memoxybé"nzyi)', 6.73(d, 2H, J= 8 Hz,' H;z and Hg p-methoxybenzyl), 6.87 (t, 1H, J,=8
Hz, Hs Trp), 7.01 (t, 1H, Jo= 8 Hz, Hq Trp), 7.06 (m, 2H, H and Hg phenyl), 7.10 (d, 1H,
J= 2 Hz, H; Trp), 7.14 (d, 1H, Jo= 7 Hz, Hs Trp), 7.24 {m, 3H, H,, H, and Hs phenyl),

15 7.34 (d, 1H, Jo= 8 Hz, H; Trp), 7.55 (m, 1H, NH amide), 7.88 (m, 2H, H, and Hs o-
pyridyl), 8.56 (d, 1H, J,p= 4 Hz, H6 o-pyridyl), .20 (d, 1H, Jo= 8 Hz, H, o-pyridyl), 10.80
(s, 1H, NH indole Trp).

BC NMR {75 MHz, DMSO d°, 300°K):

&(ppm) 26.2 (CH-CHx-phenyl), 28.6 {CH, fTrp), 32.1 (CHo-CHa-phenytl), 45.5 (CH

20  oTp), 46.2 (CH;-p-methoxybenzyl), 55.4 (OCH;), 109.6 (C; Trp), 111.8 (C; Trp), 114.3
(Cy and Cs p-methoxybenzyl), 118.5 (C, Trp), 118.8 (Cs Trp), 121.4 (Cs Trp), 122.5 (C;
o-pyridyl), 124.5 (C, Trp), 127.2 (C; and C, phenyl), 127.4 (Cy Trp and C, p-
methoxybenzyl), 127.8 (Cs o-pyridyl), 128.7 (C; and Cs p-methoxybenzyl), 128.8 (Cs,
C. and Cs phenyi), 136.4 (Cs Trp), 138.1 {C4 o-pyridyl), 140.3 (C; phenyl), 148.7 (C; o-

25  pyridyl), 149.3 (C; o-pyridyl), 155.0 (Cq triazole), 155.3 {Cq triazole), 159.0 (C, p-
methoxybenzyl), 164.1 (CO amide).

{R}-N-{1-{542-(1 H—indo!—3—yl)ethyi)—4—(4~methoxybenzyi y-4H-1,2,4-triazol-3-yl)-2-(1H-
indol-3-yl)ethyl)picolinamide {Compound 80):

30 'H NMR (300 MHz, DMSO d°, 300°K):

8(ppm) 2.95 (m, 4H, CH,-CH.-indole), 3.48 (m, 2H, CH, BTrp), 3.58 (s, 3H, OCH,), 5.16
{m, 2H, CH,-p-methoxybenzyl), 5.50 {m, 1H, CH aTrp), 6.57 (d, 2H, J,= 8 Hz, H; and



methylpropanamide 483.3 484.0 - 167 - 121
(R)-N-(1-(4-(4-fluorobenzyl)-5-phenethyl-4H-
1,2,4-triazol-311)-2-(1H-indol-3-yflethyl)-2- amino-2-methylpropanamide
524.3 524.9 122 (R)-N-(1-(4-(34-dichlorobenzyl)-5-phenethyl-
4H-1,2,4-triazol-311)-2-(1H-indo1-3-yOethy1)-
NG 20 éthylpropanamide 574.2 574.9 124 PCT/EP2006/007945
(R)-N-(1-(4-(4-methylbenzyl)-5-benzyl-4H- 1
,2,4-triazol-3-02-(1H-indol-3-yOethyl)-23amino-2-methylpropanamide
506.3 507.3

10

15

20

25

30

Hs p-methoxybenzyl), 8.72 (d, 2H, J¢= 8 Hz, Hp and Hs p-methoxybenzyl), 6.87 (t, 2H,
Jo= 8 Hz, Hs Trp and Hs indole}, 6.96-7.07 (m, 5H, Hz and Hs indole, Hy, Hs and He
Trp), 7.27-7.34 {m, 3H, H, and H; indole, H, Trp), 7.55 {m, 1H, NH amide), 7.88 (m,
2H, H, and H; o-pyridyl), 8.56 (d, 1H, J,5= 4 Hz, Hy o-pyridyl), 8.18 (d, 1H, ;=8 Hz, H,
o-pyridyl), 10.77 (brs, 2H, NH indole Trp and NH indole).

3C NMR (75 MHz, DMSQ d°, 300°K):

8(ppm) 22.4 (CH,-CHa-indole), 25.7 (CH,-CH-indole), 28.9 (CH, BTrp), 45.5 (CH
aTrp), 46.2 (CHz-p-methoxybenzyl), 55.4 (OCH,), 109.7 (C, Trp), 111.8 (C; Trp and C;
indole), 112.6 (C; indole), 114.3 (C; and C; p-methoxybenzyl), 118.4 (C4 Trp and C,
indole), 118.7 (Cs indole}, 118.8 (Cs Trp), 121.4 {C; Trp and C; indole), 122.4 (C; ¢-
pyridyl and C; indole), 124.5 (C; Trp), 126.7 (Cy indole), 127.1 (C; Trp), 127.2 (Cs 0~
pyridyl), 127.5 (C; p-methoxybenzyl}, 127.7 (C, and Cg p-methoxybenzy!), 136.4 (Cy
Trp}, 136.6 (C; indole), 138.1 (C4 o-pyridyl), 148.7 (Cs o-pyridyl), 149.3 (C, o-pyridy!),
165.3 (Cq triazole), 159.0 (C, p-methoxybenzyl), 164.0 (CO amide).

(R)-N-1-(5-(2-(1H-indol-3-yi)ethyl)-4-{4-methoxybenzyl)}-4H-1,2 A-triazol-3-yi)-2-(1H-
indol-3-yl)ethyl)piperazine-2-carboxamide {Compound B1):

*H NMR (300 MHz, DMSO d®, 300°K):

&(ppm) 2.18 (m, 2H, NH piperazine), 2,96 (m, 6H, H, Hs and H, piperazine), 3.34 (d,
2H, J=7 Hz, CH, BTrp), 3.57 (m, 4H, CH,-CHz-indole), 3.61 (s, 3H, OMe), 3.64 (m, 1H,
H; piperazine), 4.82 {m, 2H, CHy-p-methoxybenzyl), 5.40 {m, 1H, CH o Trp), 6.45 (d,
2H, Jo= 8 Hz, Hy and Hs p-methoxybenzyl), 6.51 {d, 2H, J,= 8 Hz, H, and Hg p-
methoxybenzyl), 6.65-7.47 (m, 10H, CHar, indole and indole Trp), 8.95 (m, 1H, NH
amide), 10.88 (d, 1H, J= 2 Hz, NH indole), 10.91 (s, 1H, NH indole Trp).

3C NMR (75 MHz, DMSO d®, 300°K):

3(ppm) 22.5 (CHz-CHz-indole), 25.8 (CHz-CHy-indole), 31.3 (CH, BTrp), 41.9 (CHx-p-
methoxybenzyl), 47.7 (CH aTrp, Cs and Cg piperazine), 55.5 (OCH; and C, piperazine),
61.1(C; piperazine), 109.3 (C; Trp), 111.7 (C; indole and C; Trp), 114.0 (C; indols),
114.3 (C; and Cs p-methoxybenzyl), 118.6 (C, indole), 118.7 (C4 Trp), 118.8 (Cs indole
and C; Trp), 121.4 (Cq indole), 121.5 (Cq Trp), 123.9 (C, indole and C, Trp), 127.0 (Ce
indole), 127.2 (Ce Trp), 127.7 (C4 p-methoxybenzyl), 128.1 (C;, and C; p-



125 (S)-N-(1-(4-(4-methoxybenzyl)-5-(3-
phenylpropy1)-4H-1,2,4-thazol-3-0)-2-0 H- indo1-3-yl)ethyl)-2-amino-2-
methylpropanamide 550.3 551.3 126
(S)-N-(1-(4-(4-methoxybenzy0-5-benzyl- 1 ,2,4-triazol-3-0)-2-(1
H4ndo1-3-yl)ethyl)-2- amino-2-methylpropanamide 522.3 523.4 128
(RYeNtei4dodds-nitrobenzy1)-5-phenethy1-4H- PCT/EP2006/007945
1,2,4-triazol-3-4)-2-(1H-indol-3-y9ethyl)-2- amino-2-methylpropanamide
551.3 551.9 129 (S)-N- (1 (4-(4-methoxyB&nzy1)-5-phenethy(-

4H-1,2,4-triazol-3- y H indol-3-ynethyl)-
2_amimet _)fyf@ﬂlﬁyf R, 136.5 (G, indole), 155.5 (Cq triazole), 162.2 (C, p-

methoxybenzyl}, 171.1 CO amlde)

{(S)-N-((R)-1-{5-(2~(1 H-indol-3-yt)ethyl)-4-(4-methoxybenzyl)-4H-1,2,4-triazol-3-yl}-2-
3 (1H-indol-3-yhethyl)pyrrolidine-2-carboxamide (Compound 88):

'H NMR (300 MHz, DMSO df, 300°K);

8(ppm} 1.42 (m, 1H, H3 Pro ), 1.52 (m, 1H, H, Pro), 1.72 (m, 1H, Hy Pro), 2.07 (m, 1H,

Ha Pro), 2.94 (m, 4H, CHa-CHz-indale), 3.05 (t, 2H, J= 6 Hz, Hs Pro), 3.30 (m, 2H, CH,

BTrp), 3.67 (s, 3H, OCH,), 3.96 (m, 1H, CH aPro ), 5.02 (s, 2H, CHx-p-methoxybenzyl},
10 5.19(m, 1H, CH dTrp). .73 (s, 4H, CHar p-methoxybenzyl), 6.84 (t, 1H, J,= 8 Hz, Hs

indole), 6.90 {t, 1H, J;= 8 Mz, Hs Trp), 6.93-7.06 (m, 4H, H, and Hg indole, H; and Hg

' Trp), 7.17 (d, 1H, Jo= 8 Hz, H, Trp), 7.26 (d, 3H, J,= 8 Hz, H, and H; indole, H, Trp},
8.39 and 9.10 (2 m, 2H, NH Pro TFA salt}, 9.25 (d, 1H, J= 8 Hz, NH amide), 10.76 (s,
TH, NH indole), 10.80 (d, 1H, J= 2 Hz, NH indole Trp).

15 3C NMR (75 MHz, DMSO d®, 300°K):

3(ppm) 22.8 {CH;-CH,-indole), 23.5 (C, Pro), 25.8 (CH,-CH-indole), 28.4 (CH, PTrp),
29.8 (C; Pro), 45.2 (CH aTrp), 45.5 (CHz-p-methoxybenzyl), 46.0 (G5 Pro), 56.5
(OCH3), 59.3 (CH aPro}, 109.6 (C; Trp), 111.8 (C; indole and C; Trp), 113.4 (C;
indole), 114.6 (C; and Cs p-methoxybenzyl), 118.4 (C, indole), 118.5 (C, Trp), 118.7

20 (Csindole and Cs Trp), 121.4 (Cq indole and Cq Trp), 123.0 (C, Trp), 124.7 (C; indole),
127.2 (G, indole), 127.3 (C, Trp), 127.7 (C, p-methoxybenzyl), 127.8 (C; and Cs p-
methoxybenzyl), 128.5 (Ca Trp), 136.6 (Cs indole), 154.8 (Cq triazole), 154.9 (Cq
triazole), 1569.2 (C, p-methoxybenzyl), 168.2 (CO amide).

25 (R)-N-({R)-1+5-(2-{1H-indol-3-ylJethyl)-4-(4-methoxybenzyl)-4H-1,2, 4-triazol-3-y!)-2-
(1H-indol-3-yl)ethyl)pyrrolidine-2-carboxamide {Compound 80):

"M NMR (300 MHz, DMSO df, 300°K):

d(ppm} 1.23 (m,1H, Hs Pro), 1.52 (m, 1H, Hy Pro ), 1.74 (m, 1H, Hy Pro ), 2.08 (m, 1H,

Ha Pro ), 2.81 (m, 2H, Hs Pro ), 2.80-8,14-(m; 4H, CH,-CH,-indole), 3.31 (dd, 1H, J= 14 -
30 Hzand 7 Hz, CH, BTrp), 3.41 (dd, 1H, J= 14 Hz and 8 Hz, CH, BTrp), 3.63 (s, SH.

OCHs), 4.05 (m, 1H, CH aPro ), 4.86 (s, 2H, CH,-p-methoxybenzyl), 5.21 {m, 1H, CH



536.3 537.0 130 (R)-N-(1-(4(4-methoxyphenethy0-5-
phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-
3-ypethyl)-2-amino-2-methylpropanamide 550.3 551.0 131
(R)-N-(2-(1H-indo1-3-y1)-1-(5-phenethy1-4- (thiophen-2-ylmethyl)-4H-1
,2,4-triazol-3- yl)ethyl)-2-amino-2-methylpropanamide 512.2 512.8 132
(RYONYQ0LINd01-3-y1)-1-(5-phenethy1-4- PCT/EP2006/007945
(pyridin-2-ylmethyl)-41-1-1,2,4-triazol-3-
ypethyl)-2-amino-2- methylpropanamldégw 3508.4 133

(R)-Ns (é"éa'ﬁ] 3 '%N %Z%é ?ﬂyé 88 (t, 2H, Jo= 7 Hz, Hs indole and Hs
(pyrldln %/Im 1azo
, Hz and I-fs indole, H; and Hs Trp), 7.26-7.34 (m, 4H, H, and H,
:ndoie, H, and H; Trp), 8.51 and 8.18 (2 m, 2H, NH Pro, TFA salt), 9.27 (d, 1H, J= 8
Hz, NH amide), 10.73 (s, 1H, NH indale), 10.80 (s, 1H, NH indole Trp).

5 CNMR (75 MHz, DMSO d®, 300°K):

8(ppm} 22.8 (CH,-CHg-indole), 23.8 (C, Pro ), 25.9 (CHz-CHz-indole), 29.7 (CH, BTrp
and Gy Pro ), 45.4 (CHz-p-methoxybenzyl), 46.8 (CH oTrp), 46.1 (Cs Pro ), 55.5
(OCH3), 59.2 (CH oPro ), 109.7 (C3 Trp), 111.8 (C; Trp), 111.9(C; indole), 113.4 (Cs
indole), 114.4 (C; and Cs p-methoxybenzyl), 118.3 {C, indols), 118.5 (C, Trp), 118.6

10 (Cs indole), 118.8 (Cs Trp), 121.4 (Cs indole and Cg Trp), 122.9 {C, indols and C, Trp),
127.2 (Cy indole), 127.4 {Cy Trp), 127.6 (Cy, C; and C; p-methoxybenzyl), 136.5 {Ca
Trp), 136.6 (C;y indole), 154.4 (Cq friazole), 155.0 (Cq friazole), 159.1 (Cap-
methoxybenzyl), 168.3 (CO amide).

15 (R}-N-{1-(5<(2-(1H-indol-3-yl)ethyi)-4-{4-bromobenzyl}-4H-1,2, 4-triazol-3-y|}-2-(1H-
indol-3-yl)ethyl)-2-amino-2-methylpropanamide (Compound 92):

"M NMR (400 MHz, DMSO-d®):

8(ppm) 1.28 (3H, s, CH; Aib), 1.30 (3H, 5, CH; Aib), 2.90 (2H, m, CH,-CHz-indole), 3.00
(2H, m, CH,-CH;-indole), 3.37 (2H, m, CH, BTrp), 5.10 (2H, s, CH, 4-bromobenzy?),

20 5.13(1H, m, CoH Trp), 6.75 (2H, d, J=8.1, Hy, Hg 4-bromobenzyl), 6.88 (1H, t, J=7.3,
Hg Trp), 6.93 (1H, t, J=7.5, Hs indole), 7.03 (1H, t, J=7.0, Hy Trp), 7.05 (1H, Hg indole),
7.07 (1H, d, 3=1.7, H, indols), 7.09 (1H, d, J=1.8, H, Trp), 7.12 (1H, d, J=8.2, H, ),
7.28 (1H, d, J=7.9, H4 indole), 7.32 (2H, d, J=8.2, H; Trp, H; indole), 7.41 (2H, d, J=8.1,
Hs, Hs 4-bromobenzyl), 8.01 (2H, s, NH; Aib), 8.95 (1H, d, J=7.9, NH Trp), 10.77 (1H,

25 brs, NH indole), 10.80 (1H, brs, NH indole Trp).

3C NMR (400 MHz, DMSO-d®):

&(ppm) 22.4 (CH,-CHyindole), 23.1 (CH; Aib), 23.4 (CH; Aib), 25.4 (CH,-CHyindole),
28.7 (CP Trp), 44.8 (CH; 4-bromobenzyi), 45,2_{(3& Trp.), 56.3 (Cq Aib), 108.4 (C3 Trp),
111.3(C; Trp, G indole), 113.0 (Cs indole), 117.8 (C, Trp). 118.0 (C4 indole), 118.2 (Cs

3¢ indole), 118.3 (Cs Trp), 120.8 (C; 4-bromabenzyl), 120.9 (Cq Trp, Cgindole), 122.5 (C,
indole), 124.4 (G, Trp), 126.7 (Cy Indole), 126.8 (Cy Trp), 128.0 (C,, Cs 4-



yl)ethy9piperidine-3-carboxamide 533.3 534.0 134
(S)-N-((R)-1-(4-(4-ethylbenzyl)-5-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indol1-3- yl)ethyl)pyrrolidine-2-carboxamide
546.3 547.3 135 N-((R)-1-(4-(4-ethylbenzyl)-5-phenethy1-4H-
1,2,4-triazol-3-14)-2-(1H-indol-3-ypethyl)-2- aminoacetamide 506.3 507.3
13®%0¢{R308145-(2-(1H-indo1-3-ypethyl)-4-(4- PCT/EP2006/007945
methoxybenzy1)-4H-1,2,4-triazol-3-y1)-2-(1H-
indo1-3-ypethyl)-2-(pyridin-4-ypecetami®8 609.3 610.4 - 168 -
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bromobenzyi), 131.8 (C,, Cs 4-bromobenzyl), 135.1 {C, 4-bromobenzyl}, 136.1 (Cs Trp,
Cq indole), 154.2 (Cq triazole), 154.5 (Cq triazole), 171.4 (CO Aib).

(R}-N-{1-(5<(2-(1H-indol-3-yl)sthyl)-4-(4-methoxybenzyt)-4H-1,2,4-triazol-3-yi)-2-
phenylathyl)-2-amino-2-methylpropanamide {Compound 93):

'H NMR (300 MHz, DMSO-d®, 300°K);

d(ppm) 1.18 (3H, s, CH; Aib), 1.27 (3H, s, CH3 Aib), 2.91 (4H, m, CH,-CHz-indole), 3.19
(2H, m, CH, BPhe), 3.69 (3H, s, OCH;), 5.05 (2H, m, CHp-p-methoxybenzyl), 5.20 (1H,
m, CH aPhe), 6.82 (2H, d, J,= 8 Hz, H; and Hy p-methoxybenzyl), 6.88 (2H, d, J,= 8
Hz, H, and Hy p-methoxybenzyl), 6.92 (1H, t, Jo= 8 Hz, Hs indole), 7.02 (1H, t, J;= 7 Hz,
He indole), 7.03 (1H, d, J= 2 Hz, H; indole), 7.11-7.20 (5H, m, CHar Phe), 7.29 (2H, d,
Jo= 8 Hz, H, and Hy indole), 7.98 (3H, brs, NH; Aib), 8.93 (1H, d, J= 8 Mz, NH amide),
10.77 (1H, 5, NH indole).

BC NMR (75 MHz, DMSO-d®, 300°K):

§(ppm) 22.8 (CH,-CHg-indole), 23.5 (CH; Alb), 23.9 (CHj, Aib), 25.9 (CH,-CH,-indole),
38.7 (CH; BPhe), 45.7 (Cstp-methoxybehzyl), 46.4 (CH oPhe), 55.6 (OCH3), 56.8 (Cq
Aib), 111.8 (Cy indole), 113.4 (C; indole), 114.7 (C; and Cs p-methoxybenzyl), 118.5
(C4 Trp), 118.6 (Cs Trp), 121.4 (Cs Trp), 123.0 (C; Trp), 127.0 (C4 phenyl), 127.2 {Cq
indole), 127.9 {C, p-methoxybenzyl), 128.1 (C; and Cg phenyt), 128.5 (C3 and Cs
phenyl), 129.8 (C, and Cs p-methoxybenzyl), 136.6 (C, indole), 137.7 (Cq pheryl),
185.2 (Cq triazole), 154.4 (Cq triazole), 159.3 (C4 p- methoxybenzyl), 171.7 (CO Aib).

(RI-N-{1-(4-(2-(1H-indol-3-y)ethyl)-4H-1,2 4-triazol-3-y1)-2- 1 H-indol-3-yethyl)-2-
amino-2-methylpropanamide (Compound 85):

'H NMR (400 MHz, DMSO-d®):

8(ppm) 1.29 (3H, s, CHy Aib), 1.35 (3H, s, CH; Aib), 2.85 (1H, m, 1H N-CHa-CHz-in),
2.88 (1H, m, 1H, ~N-CHz-CHa-In), 3.28 (1H, dd, J=14.2, J=6.8, 1H CH,p Trp), 3.40 (1H,
dd, J=14.2, J=8.4, 1H CHB Trp), 4.10 (2H, m,—N-CH,-CHz-In), 5.25 (1H, m, CHe: Trp),
6.85 (1H, d, J=2.0, Hz indole), 6.90-6.98 (2H, m, Hs indole), 7.01 (1H, d, J=2.0, H,
indole), 7.02-7.12 (2H, m, H, indole), 7.30 (1H, d, J=8.2, H; indole), 7.33 (1H, d, J=8.3,
Hy indole), 7.40 (1H, d, J=7.9, H4 indole), 7.47 (1H, d, J=7.8, H, indole), 8.04 (2H, brs,



137 (2R)-NAR)-1-(4-(4-ethylbenzy1)-5-phenethyl-
4141,2,4-triazol-3-y1)-2-(1H-indol-3- yl)ethyl)piperidine-2-carboxamide
560.3 561.3 138 N-((R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3- y1)ethyl)picolinamide 554.3 555.3 139
N-((R)-1-(4-(4-ethylbenzyl)-5-phenethyl-411- 1,2 _
ARRBDBIBHB)-2_(1H-indol-3-y1)ethyl)-2- aminopyridine-3-cadoxarmicie07945
569.3 570.3 140 (2S)-N-((R)-1-(4-(4-ethylbenzyl1)-5-phenethyl-
4H-1,214-triazo1-3-y1)-2-(111-indol-3=y#fethyl)- 2-aminopropanamide

520-34u, Aib), 8.42 (1H, 5, H triazole), .01 (1H, d, J=8.0, NH Trp), 10.81 (1H, s, NH indale),
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10.90 {1H, s, NH indole).

(R)-N-(1-(5-{((1H-indol-3-yl)methyl)-4-methyi-4 H-1 .2,4-triazol-3-yl}-2-( 1 H-indol-3-
ylethyl)-2-amino-2-methylpropanarmide (Compound 96):

H NMR (400 MHz, DMSO-d%);

&(ppm) 1.20 (3H, s, CHs Aib), 1.28 (3H, s, CH; Aib), 3.32 (3H, d, N-CHy), 3.30-3.45
(2H, m, CHoB Trp), 4.22 (2H, s, -CHzIn), 5.30 (1H, m, CHa Trp), 6.91 (1H, t, J=7.5, Hs
indole), 6.94 (1H, d, J=7.5, H; indole), 7.02 (1H, t, J=7.9, Hy indole), 7.05 (1H, t, J=7.9,
Hg indole), 7.08 (1H, d, J=1.9, H indole), 7.12 (1H, d, J=1.9, H, indole), 7.29 (1H, d,
J=8.1, H, indole), 7.33 (1H, d, J=8.2, H, indale), 7.48 (1H, d, J=7.9, H, indole), 7.57
(1H, d, J=7.9 H; indole), 8.00 (2H, brs, NH; Aib), 8.85 (1H, d, J=8.2, NH Trp), 10.82

{(1H, s, NH indole), 10.98 (1H, s, NH indole).

{R)-N-(1-(5~(2-{1H-indol-3-yhethyl}-4-methyl-4H-1 2,4-triazol-3-y1)-2-( 1 H-indo}-3-
yhethyl}-2-amino-2-methylpropanamide {Compound 97):

"H NMR (400 MHz, DMSO-d®):

8(ppm) 1.30 (3H, 5, CHs Aib), 1.40 (3H, 5, CH; Aib), 3.00-3.20 (4H, m, -CH-CHy-In),
3.36 (3H, s, N-CHy), 3.45-3.50 (2H, m, CH,B Trp), 5.30 (1H, m, CHo. Trp), 6.95-7.04
(2H, t, Hs indole), 7.06-7.13 (2H, m, Hs indole), 7.18 (2H, brs, Hy indole), 7.34 (1H, d,
J=8.0, Hy indole), 7.36 (1H, d, J=8.0, H; indcle), 7.48 (1H, d, J=7.8, H, indole), 7.58
(1H, d, J=7.8, H, indole), 8.10 (2H, brs, NH, Aib), 8.95 (1H, d, J=8.1, NH Trp), 10.95
(1H, s, NH indole), 10.96 (1H, s, NH indole).

3C NMR (100 MHz,DMSO-d%):

8(ppm) 22.9 ~ 25.9 (-CH,-CHy-indole), 24.1 (CH, Aib), 24.3 (CH; Aib), 28.8 (CHap Trp),
30.7 (-NCHa), 46.2 (CHa Trp), 57.2 (Cq Aib), 110.2 (C; indole), 112.3 (2C, indole),
113.5 (G indole), 118.9-119.2 (2C;, 2C, indole), 121.9 (2C; indole), 123.6 (C; indole),
125.3 {C; indole), 127.7 (C, indole), 128.0 (C; indole), 136.9 (Cs indole), 137.1 (Cy in-
dole), 155.3 (Cqtriazole), 155.8 (Cq triazole), 172.2 (CO Aib).



521.2 141 N-((R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3- ygethypisonicotinamide 554.3 555.4 142
N-((R)-2-(1H-indo1-3-y1)-1-(5-phenethy1-4-
phenyl-4H-1,24-triazol-3-yflethyl)piperidine- 4-carboxamide 518.3 519.3
143 (2S)-N-((R)-2-(1H-indo1-3-y1)-1-(5-phenethyl-
435RapyiarppaE, 2 4-triazol-3- yOothyl)pyrrolidine-2-carboxamielerai4e8s/007945
505.1 144 N-((R)-2-(1H-indo1-3-y1)-1-(5-phenethyl-4-
phenyl-4H-1,2,4-triazol-3-y9ethyl)-2- arffhoacetamide
(R)-N-{1-(5-({1H-indol-3-yl)methyl)-4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-yl)ethyl)-2-
amino-2-methylpropanamide (Compound 98):

*H NMR (400 MHz, DMSO-d®):

&(ppm) 1.31 (3H, s, CH; Aib}, 1.42 (3H, s, CH; Aib), 3.19 (1H, dd, J=14.5, J= 9.6, 1H
5 CH, BTp), 3.35 (1H, dd, J=14.5, J= 5.3, 1H CH, BTrp}, 4.15 (2H, s, CH, indole), 5.26
(1H, m, CaH Trp), 6.95 (1H, t, Hs Trp), 6.96 (1H, t, Hs indole), 7.05 (1H, t, He Trp), 7.06
{1H, s, Ha Trp), 7.07 {1H, 1, H; indols), 7.21 (1'H, 8, H;indole), 7.32 (1H, d, H; Trp),
7.37 (1H, d, Hy indale), 7.51 (1H, d, J=7.8, H, indole), 7.58 (1H, d, J=7.8, H, Trp), 8.00
(2H, s, NH; Aib), 8.64 (1H, d, J=8.7, NH Trp), 10.77 (1H, s, NH indole Trp), 10.92 (1H,
10 s, NHindole),

B3C NMR (400 MHz, DMSO-d®):

&(ppm) 22.9 (CH, indole), 23.2 (CH, Aib), 23.3 (CHj Aib), 29.4 (CB Trp), 48.3 (Co. Trp),
56.3 (Cq Aib}, 109.7 (C; indole), 110.3 (C; Trp), 111.2 (Cy Trp), 111.3 (C; indole),
118.1(C, Trp, Cs Trp), 118.3 (C,4 indole), 118.4 (C; indole), 120.7 {Cy Trp), 121.0(Cs

15 indole), 123.4 (C; indole), 123.6 (C, Trp), 126.8 (C; indole), 127.1 (Cy Trp), 136.0 {Cs
Trp), 136.2 (Cq indole), 157.5 (Cq triazole), 161.7 {Cq triazole), 170.8 (CO Aib).

(R)-N-{1-(5<{(1 H-indok-3-y)methyl)-4-(2,4-dimethoxybenzyl)-4H-1,2,4-triazal-3-yl)-2-
(1#-indol-3-yl)ethyl)-2-amino-2-methylpropanamide (Compound 99):

20 'H NMR (400 MHz, DMSO-d°):

8(ppm) 1.27 (3H, s, CH; Aib), 1.28 (3H, s, CH; Aib), 3.25 (1H, dd, J=14.3, J= 5.6, 1H
CH; 8Trmp), 3.38 (1H, dd, J=14.3, J=9.1, tH CH, BTrp), 3.68 (3H, s, OCH,), 3.72 (3H, s,
OCHa), 4.10 (1H, d, J=16.5, 1H CH; indole), 4.16 (1H, d, J=16.5, 1H CH, indole), 4.96
(1H, d, J=16.8, TH CH; o,p-dimethoxybenzyl), 5.12 (1H, d, J=16.8, 1H CH, o,p-

25 dimethoxybenzyl), 5.16 (1H, m, CeH Trp), 6.21 (1H, dd, J=8.5, J=2.1, H; 0,p-
dimethoxybenzyl), 8.27 (1H, d, J=8.5, Hg 0,p-dimethoxybenzyl), 6.57 (1H, d, J=2.1, Ha
o,p-dimethoxybenzyl), 6.83 (1H, t, Hs Trp), 6.94 (1H, t, Hs indole), 7.02 (1H, t, Hg Trp),
7.05 (1H, t, H, indole),7.06 (1H, t, Hg indole), 7.07 (1H, s, H, Trp), 7.07 (1H, t, H, Trp),
7.31 (1H, d, Hy Trp), 7.33 (1H, d Hyindole), 7.36 (1H, d, J=7.8, H, indole), 8.00 (2H, br

30 s, NH; Ab), 8.92 (1H, d, J=8.2, NH Trp), 10.79 (1H, s, NH indole Trp), 10.89 (1H, s, NH
indole).

3C NMR (400 MHz, DMSO-d®):



464.3 465.1 145 N-((R)-2-(1H-indo1-3-y1)-1-(5-phenethyl-4-
phenyl-4H-1,2,4-triazol-3-yl)ethyl)-2-(pyridin- 2-yl)acetamide 526.3 527.2
146 N-((R)-2-(1H-indo1-3-y1)-1-(5-phenethyl-4-
phenyl-414-1,2,4-triazol-3- y1)ethyl)picolinamide 512.3 513.4 147
Nw‘%%l 5-(2-(1H-indo1-3-ypethyl)-4-(4-

e

UPAPI34H-1,2 4-triazol-3-y1)-2-(1H- indol-3-yl)ethypREBTER iR 7945

579.3 580.1 148 N-((R)-l—(5'-(2-(1H-in_dﬁj'-_S-erthyl)-4-(4- ethyl phe
ny0-4H-1,2,4-tdazol-3-y1)-2-(11-1-
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8(ppm) 21.2 (CH,indole), 23.1 (CH; Aib), 23.2 (CH; Aib), 28.6 (CB Trp), 41.4 (N-CH,
o,p-dimethoxybenzyl), 45.1 (Ca Trp), 55.2 (OCHj), 55.4 (OCH3), 56.2 (Cq Aib), 98.5
(Cs o,p-dimethoxybenzyl), 104.6 (C; o,p-dimethoxybenzyl), 107.9 {Cs indole), 108.5
(Cs Trp), 111.2(C, Trp), 111.3(C; indole), 115.1 (C4 o, p-dimethoxybenzyl), 117.8 {Ca
Trp), 118.1 (Cs Trp), 118.3 (C,4 indole), 118.4 (C5 indole}, 120.8 (Cs Trp), 121.1 {Cs in-
doie), 123.5 (C, indole), 124.3 (C, Trp), 128.6 (C, indole), 126.8 (Cq Trp), 127.2 (Cyq
o,p-dimethoxybenzyl), 136.0 (Cs Trp), 136.2 (C; indole), 157.5 (Cq triazols), 154.9 (Cq
triazole), 157.2 (C; o,p-dimethoxybenzyl), 160.3 (C, o,p-dimsthoxybenzyl), 171.2 (CO
Aib).

(R)-N-1-(5<(1H-incol-3-yl)methyl)-4-(4-methoxybenzyl)-4H-1 .2, 4-triazof-3-yi)-2-( 1 H-
indot-3-ytJethyl)-2-amino-2-methylpropanamide (Compound 101):

*H NMR (300 MHz, DMSO-d¢, 300°K):

&(ppm) 1.22 (3H, s, CH; Alb), 1.25 (3H, s, CHy Aib), 3.22 (1H, dd, J= 14 Hz and 6 Hz,
CH, BTrp), 3.34 (1H, dd, J= 14 Hz and 9 Hz, CH, BTrp), 3.68 (3H, s, OCH,), 4.11 (2H,
m, CHz-indole), 5.09 (3H, m, CH oTrp and CH-p-methoxybenzyl), 6.70 {44, s, CHar p-
methoxybenzyl), 6.78 (2H, m, Hs indole and Hs Trp}, 6.93 (2H, m, Hg indole and Hg
Trp), 7.01-7,06 (3H, m, H; indole, H; and H, Trp), 7.31 (3H, m, H, and H; indole, H,
Trp), 7.98 (3H, brs, NH; Aib), 8.92 (1H, d, J= 8 Hz, NH amide), 10.77 (1H, s, NH
indole), 10.89 (1H, s, NH indole Trp).

BC NMR (75 MHz, DMS0O-d®, 300°K):

8(ppm) 21.7 {CHz-indole), 23.5 (CH; Alb), 23.7 (CHj Alb), 28.9 (CH, pTrp), 45.6 (CH
aTrp), 45.8 (CHz- p-methoxybenzyl), 55.5 (OCH;), 56.7 (Cq Aib), 108.1 (Cs Indole),
109.7 (C3 Trp), 111.7 (C; Trp), 111.9 (C7 indole), 114.5 (C3 and Cs p-methoxybenzyl),
118.3 (C4 Trp), 118.7 (C4 indole), 118.8 (Cs indole), 118.9 (Cs Trp), 121.3 {Cs indole),
121.6 (C; Trp), 124.2 (C; indole), 125.3 (C, Trp), 127.1 (Cy indole), 127.2 (Co Trp),
127.6 (C p-methoxybenzyl), 127.8 (C; and Cg p-methoxybenzyl), 136.4 (Cy Trp), 136.7
(Cs indole), 154.2 (Cq triazole), 155.2 (Cq triazole), 159.2 (C, p-methoxybenzyl), 171.9
(CO Aib).

(R)-N-(144-(2,4-dimethoxybenzyl)-5-benzyl-4H-1,2,4-triazol-3-yl »2-(1 H-Indol-3-
ylyethyt}-2-amino-2-methyipropanamide (Compound 102):



indol1-3-yl)ethy4)-2-(pyridin-2-ypacetamide 593.3 594.2 149
N-((R)-1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(4-
ethylpheny1)-411-1,2,4-triazol-3-y1)-2-(1H-
indol-3-y9ethyl)-2-aminoacetamide 531.3 532.2 150
(2S)-N-((R)-1-(5-(2-(1H-indol-3-ypethyl)-4-(4-
etigiptveny@xiH-1,2,4-triazol-3-y1)-2-(1H- PCT/EP2006/007945
indol-3-ypethyl)pyrrolidine-2-carboxamide 571.3 572.4 - 169 - 152
N-((R)-1-(5-(2-(11-1-indo1-3-yOethyl)-4142~
methoxybenzy1)-4H-1,2,4-triazol-3-y0-2-(1H-
indol-$BEFAM b PMECeimide 547.3 548.0
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8(ppm) 1.30 (3H, 5, CH; Aib), 1.33 (3H, s, CH, Aib), 3.26 (1H, dd, J=14.2, J=5.9, 1H
CH, BTrp), 3.38 (1H, dd, J=14.2, J=8.7, 1H CH, BTrp), 3.68 (3H, 5, OCHj), 3.72 (3H, s,
OCHj), 4.02 (2H, s, CH; benzyl), 4.87 (1H, d, J=16.7, 1H CH, o,p-dimethoxybenzyl),
5.08 (1H, d, J=16.7, 1H CH; o,p-dimethoxybenzyl), 5.17 (1H, m, CaH Trp), 6.24 (1H,
dd, J=8.4, J=1.7, H; 0, p-dimethoxybenzyl), 6.28 (1H, d, J=8.4, Hg 0,p-
dimethoxybenzyl), 6.56 (1H, d, J=1.7, H; o0,p-dimethoxybenzyl), 6.85 {1H, t, J=7.5, Hs
Trp), 7.02 (1H, t, Hg Trp), 7.07 (2H, m, Hy, Hs benzyl), 7.08 (1H, s, Hz Trp), 7.0 (1H, d,
Hs Trp), 7.16-7.28 (3H, m, M3, Hz, Hs benzyl), 7.31 (1H, d, J=8.2, H, Trp), 8.01 (2H, s,
NH; Aib), 8.92 (1H, d, J=7.8, NH Trp), 11.79 (1H, s, NH indole Trp).

3C NMR (400 MHz, DMSO-d®);

&(ppm) 23.2 (2CHs Aib), 28.7 (CB Trp), 30.2 (CH-benzyl), 41.3 (CH:- 0,p-
dimsthoxybenzyl), 45.2 (Ca Trp), 55.2 (OCH,), 55.4 (OCH;,), 56.2 (Cq Aib), 98.5 (Cs
o,p-dimethoxybenzyl), 104.7 (Cs o,p-dimethoxybenzyl), 109.5 (C, Trp), 111.3 (C; Trp),
115.1(C, o,p-dimethoxybenzyl), 117.8 (C, Trp), 118.2 (Cs Trp), 120.8 (C; Trp), 124.3
(G2 Trp), 126.5 (C,, Cs benzyl), 126.8 (C, Trp), 127.3 {Cq 0,p-dimethoxybenzyl), 128.3
(Cs, Ca, Cs Benzyt), 135.8 (C, benzyl), 136.0 (Cs Trp), 153.4 (Cq triazole), 155.0 (Cq
triazole), 157.2 (C; o,p-dimethoxybenzyl), 160.3 (C, o, p-dimethoxybenzyl), 171.3 (CO
Aib).

(R)-N-{1-(5-{(1H-indol-3-yl)methyl}-4-phenethyl-4H-1,2, 4-tfriazol-3-yl )-2-(1H-indo}-3-
yl)ethyi)-2-amino-2-methylpropanamide (Compound 104):

'H NMR (300 MKz, DMSO-d®, 300°K):

8(ppm) 1.27 (3H, s, CH; Aib), 1.29 (3H, s, CH; Aib), 2.39-2.53 (4H, m, CH»-CH,~
phenyl), 3.74 (1H, m, CH; BTrp), 3.92 (1H, m, CHz BTrp), 3.99 (2H, s, CH-indole), 5.21
{1H, m, CH aTrp), 6.74 (2H, m, H; indole and Hs Trp), 6.90 (1H, t, J,= 8 Mz, Hg Trp),
6.92 (1H, t, Jo= 8 Hz, Hg indole), 7.01-7.06 (4M, m, H; and H; phenyl, H, indole and H,
Trp), 7.16 (3H, m, Hs, Hy and Hy phenyl), 7.27 (1H, d, J,= 8 Hz, H, Trp), 7.32 {1H, d,
Jo= 8 Hz, H; Trp), 7.36 (1H, d, J,= 8 Hz, H; indole), 7.50 (1H, d, J,= 8 Hz, H, indole),
7.99 (3H, brs, NH, Aib), 8.02 (TH, s, J= 8 Hz, NH amide), 10.78 (1H, s, NH indole Trp),

110.94 (1H, s, NH indale).

BC NMR (75 MHz, DMSO-d®, 300°K):



153 N-((R)-1-(4-(4-methoxybenzyl)-5-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indo1-3-ypethyl)-
2-trans-aminocyclohexanecarboxamide 576.3 577.2 154
N4(R)-144-(4-ethylbenzy9-5-phenethyl-4H-
1,2,4-triazol-3-0)-2-(1H-indol-3-y1)ethyl)-2- (pyridin-3-yflacetamide 568.3
588 YYEBYIE)-NA(R)-1-(4-(4-ethylbenzy1)-5-phenethyl-  PCT/EP2006/007945
4H-1,2,4-triazol-3-y1)-2-(1H-indol-3- yl)ethyl)piperidine-3-carboxamide
560.3 561.5 156 N-((R)-1-(4-(4-ethyliéfizy1)-5-phenethy1-4H-

1.2.45piazob 3y bk naok gl % (%Wa"l?b?ezrbzg ?c':l% BTrp) 358 (CH
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CHz-phenyl), 44.5 (CH-CHz-phenyl), 45.8 (CH oTmp), 56.7 (Cq Aib), 108.5 (C; indole),
109.9 (C; Trp), 114.0 (C; indole and C; Trp), 118.4 (C. Trp), 118.8 (C, indole and Cs
Trp), 119.0 (Gs indole), 121.4 (Ca Trp), 121.7 (Cg indole), 124.0 (C, indole and C, Trp),
127.1 (C4 phenyl), 127.7 (C, indole and C, Trp), 128.8 (C; and Cg phenyl), 129.1 (Cs
and Cs phenyl), 136.5 (Cs Trp), 1366 (C; indole), 137.5 (C, phenyl), 153.6 {Cq
triazole), 155.0 (Cq triazole), 171.8 (CO Alb).

(R)-N-(1-(5-benzyl-4-(2,2-diphenylethy!)-4H-1,2,4-triazol-3-yi)-2-(1 H-indoi-3-yl Jethyl)-2.
amino-2-methylpropanamide (Compound 108):

"H NMR (300 MHz, DMSO-d®, 300°K);

8(ppm} 1.28 (3H, s, CH; Aib), 1.34 (3H, 5, CH; Aib), 3.37 (4H, m, CH; BTrp and CH,-
benzyl), 3.74 (1H, t, J= 7 Hz, CH,-CH(Phe),), 4.21 (1H, dd, J= 14 Hz and 8 Hz, CH,-
CH(Phe),), 4.51 (1H, dd, J= 14 Hz and 8 Hz, CH.-CH(Phe),), 5.08 (1H, m, CH aTrp),
6.72 (2H, m, H; and Hg benzyl), 6.86-6.93 (5H, m, Hs, H, and Hs benzyl, Hs and H
Trp), 7.03 (1H, s, H, Trp), 7.06-7.25 {CHar phenyl from CH(Phe),), 7.33 (1H,d, J,=8
Hz, H, Trp), 7.47 (1H, d, J.= 8 Hz, H; indole), 8.10 (3H, brs, NH, Aib), 8.98 (1H, d, J= 8
Hz, NH amide), 10.94 (1H, s, NH indole Trp).

“C NMR (75 MHz, DMSO-d®, 300°K):;

d{ppm) 23.5 (CH; Aib), 23.7 (CH; Aib), 29.4 (CH, BTrp), 30.1 (CHa-benzyl), 46.0 (CH
oTrp), 47.7 (CH-CH(Phe),), 51.3 (CH(Phe),), 56.8 (Cq Aib), 109.8 (C; Trp), 112.0 (Cy
Trp), 118.5 (C, Trp), 119.0 (Cs Trp), 121.5 (C; Trp), 124.8 (C, Trp), 127.1 (Cs phenyl
from CH(Phe),), 127.4 (C; Trp, C; and C; benzyl), 128.3 (C, and Gy phenyl from
CH(Phe),), 128.8-129.1 (C; and C, phenyl from CH(Phe),, C, C4and Cs benzyl), 136.2
(Cy benzyl), 136.5 (Cs Trp), 141.0 (Cy phenyl from CH(Phe),), 153.5 (Cq triazole),
155.1 (Cq triazole), 172.0 (CO Aib)

(R}N-(1-(5~(2-(1H-indol-3-yl)ethyl }-4-(2.2-diphenylethyl)-4H-1 2, 4-triazol-3-y1)-2-(1H-
indal-3-ylethyl}-2-amino-2-methylpropanamide (Compound 107):

'H NMR (300 MHz, DMSO-d®, 300°K):

8(ppm) 1.34 (3H, 5, CH, Aib), 1.38 (3H, s, CH; Aib), 2.06 (1H, m, CH,-CH,-indole), 2.30
(1H, m, CH;-CHz-indole), 2.78 (2H, m, CH,-CHz-indole), 3.35 (1H, dd, J= 14 Hz and 7



569.1 157 N-((R)-1-(5-(2-(1H-indo1-3-ypethyl)-4-phenyl-
4H-1,24-triazol-3-y1)-2-(1H-indol-3- yl)ethyl)picolinamide 551.3 552.2 158
N-((R)-1-(5-(2-(1H-indo1-3-ypethyl)-4-phenyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indo1-3- yl)ethyl)piperidine-4-carboxamide
557.3 558.1 159 N-((R)-2-(1H-indo1-3-y1)-1-(4-(2,4-
divteehgxspetieny1)-5-phenethy1-4H-1,2,4- triazol-3-yOethyppentiransioceross
572.3 573.4 160 N-((R)-2-(1H-indo1-3- yl) 1-(4-(2,4-

dlmethoxyphenyl) -5-phenethy1-4H-1, 21

2-(pyridin- 2 ypacetamid
triazof e & R P AGe A Sz, o, BTrp), 3.58 (1H, t, J= 7 Hz, CH,-

Cﬂ(Phe)z), 4.14 (1H, dd, J= 14 Hz and 8 Hz, CH,-CH(Phe),), 4.38 (1H, dd, J= 14 Hz
and 7 Hz, CH,-CH{Phe}),), 5.12 (1H, m, CH oTrp}, 6.50 (2H, m, H; indole and Hs Trp),
6.76 (2H, m, H; indole and Hg Trp), 6.87 (2H, m, H; indole and H, Trp), 6.89-6.95 (2H,

5 m, Hy phenyl), 7.03-7,15 (8H, m, H, H3, Hs and Hg phenyl), 7.33 (3H, m, H, indole, H,
and Hy Trp), 7.47 (1H, d, J= 8 Hz, H; indole), 8.11 (3K, brs, NH; Aib), 8.04 (1M, d, J= 8
Hz, NH amide), 10.76 (1H, s, NH indole), 10.96 (1H, s, NH indole Trp).

3C NMR (75 MHz, DMSO-d®, 300°K):

Mppm)22.4 (CHg-gHz-indole), 23.6 (CHg Aib), 23.8 (CHj4 Aib), 24.9 (CH-CH,-indole),
10 29.6 (CH, ;3‘{@), 48.1 (CH aTrp), 47.5 (CH-CH(Phe),), 51.5 (CH,-CH{Phe),), 56.8 (Cq

Aib), 109.8 {Ca Trp), 111.8 (C; Trp}, 112.1 (C; indole), 113.5 (Cs indole), 118.4 (C,

Trp), 118.7 (C4 and Cs indole), 119.0 (Cs Tip), 121.4 (Cs indole and Cg Trp), 122.8 (C,

indole), 125.0 {C; Trp), 127.2 (Cy indole and Cp Trp), 127.3 (C4 phenyl), 128.2 (C, and

Cs phenyl}, 128.7 (C3 and Cs phenyl), 136.6 {C; indole and Cy Trp), 141.0 (Cy phenyl),
15 154.6 (2 Cq triazole), 172.0 (CO Alb).

(R)-N-{1-(4,5-dibenzyl-4H-1,2,4-triazol-3-yI)-2-( 1 H-indol-3-yl)ethyl)-2-amino-2-
methylpropanamide (Compound 108):

'H NMR (300 MHz, DMSO-d®, 300°K):

20 3(ppm) 1.23 (3H, s, CH; Alb), 1.26 (3H, s, CH; Aib), 3.23 (1H, dd, J= 14 Hz and 6 Hz,
CH; BTrp), 3.35 (1H, dd, J= 14 Hz and 9 Hz, CH; BTrp), 3.99 (2H, s, C-CHz-phenyl),
5.10 (3H, m, N-CHz-phenyl and CH aTrp), 6.77 (3H, m, Hs Trp, H and Hg phenyl from
N-CHz-phenyl), 6.99 (2H, m, Hp and Hg Trp), 7.01-7.07 (3M, m, H, Trp, Hz and Hg from
C-CHz-phenyl), 7.15-7.23 (6H, m, Hj, H, and Hs phenyl from N-CHa-phenyl and from C-

25 CHgphenyl), 7.25 (1H, d, J= 8 Hz, H; Trp), 8.01 (3H, brs, NH; Aib), 8,81 (1H, d, J=8
Hz, NH amide), 10.78 (1M, s, NH indole Trp).

BC NMR (75 MHz, DMSO-d®, 300°K):

&(ppm) 23.5 (CH3 Aib), 23.7 (CHs Aib), 29.0 (CH, BTrp), 30.67(C—QH2-pheny[), 45.7 (CH
oTrp), 46.1 (N-CHy-phenyl), 56.7 {(Cq Aib), 109.8 (C; Trp), 111.7 (C; Tip), 118.3 (C,
30 Trp), 118.7 (Cs Trp), 121.2 (Cg Trp), 124.8 (C, Trp), 126.3 (C; and Cs phenyl from N-
CHz-phenyl), 127.0 (C; and Cq phenyl from C-CHy-phenyl), 127.2 (C, Trp), 128.0 (Cy
phenyl from N-CHgz-phenyl), 128.8 (C;, C4 and Cs phenyi from C-CH-phenyl), 128.9 (Cs



586.3 587.3 161 N-((R)-2-(1H-indo1-3-y1)-1-(4-(2,4-

dimethoxyphenyl)-5-phenethy1-4H-1,2,4-

triazo1-311)ethyl)pyrazine-2-carboxamide 573.3 574.2 162

N-((R)-2-(1H-indo1-3-14)-1-(4-(24-

dimethoxypheny1)-5-phenet)iyl-4H-1,2,4-

A2 1038 Bhy1)-2-aminoacetamide 524.3 525.3 163 PCT/EP2006/007945

N-((R)-2-(1H-indo1-311)-1-(4-(2,4-

dimethoxyphenyl) -5-phenethy1-4H-1;2%- .

tnazol-% Igﬁ ridine-4-carboxamide 578.3 579.4 164

N ((R35 ? _rL!R F(CW%_ -@I)ﬁ%?n% phenyl from N-CH,-phenyl), 136.2 (C4

414192%%%92@03%)0&9('1*% 1R8141{Gs Trp), 153.9 (Cq triazole), 155.3 (Cq mazoie)
171.9(CO Aib).

5 (R)-N-(1-{5-benzyl-4-hexyl-4H-1,2,4-triazol-3-yi)-2-(1H-indol- 3—yf)ethyl)~2-amlno-2-
methylpropanamide {Compound 110}:

'H NMR (300 MHz, DMSO-d°, 300°K):

8(ppm) 0.71 (3H, t, 3= 7 Hz, (CHy)s-CHs), 0.87 (4H, m, 2 CH,), 0.85 (2H, m, CHs-CH3),
1.00 (2H, m, N-CH-CH_), 1.36 (6H, s, CH; Alb), 3.36 (1H, dd, 3J= 14 Hz and 7 Hz, CH,

10 BTrp), 3.41 (1H, dd, ®J= 14 Hz and 7 Hz, CH, $Trp), 3.50 (1H, m, N-CH;), 3.65 (1H, m,
N-CH,), 4.11 (2H, s, CHx-benzyl), 5.14 (1H, m, CH aTrp), 6.90 {1H, t, J;= 7 Hz, Hs Trp),
7.01 (1H, 1, Jo= 7 Hz, Hg Trp), 7.04 (1H, 5, Hz Trp), 7.09 (2H, m, H, and Hg benzyl),
7.17-7.29 (4H, m, He Trp, Hs, Hy and Hg benzyt), 7.47 (1H, d, Jo= 8 Hz, H, Trp), 8.10
(3H, brs, NH; Aib), 8.05 (1H, d, J= 7 Hz, NH amide), 10.84 (1H, s, NH indole Trp)

15 "CNMR (75 MHz, DMSO-d®, 300°K):

8(ppm) 14.1 ((CHg)s-CHa), 22.1 (CH,-CHg), 23.8 (CH; Aib), 23.5 (CH; Aib), 25.8 (CHa-
CHz-CHy-CH;), 29.5 (CH; BTrp), 30.3 (N-CH-CHy), 30.8 (CHy-benzyl and CHy-CHy-
CHg), 43.3 (N-CHp-CH,), 46.1 (CH aTrp), 56.8 (Cq Aib), 109.6 (C5 Trp), 111.8 (C; Trp),
118.2 (C4 Trp), 118.8 (Cs Trp), 121.4 (Cq Trp), 124.7 (C, Trp), 127.2 (C, and Cg

20 benzyl), 127.3 (Cy Trp), 128.8 (Cy, C¢ and Cs benzyl), 136.2 (C, benzyl), 136.5 (Cs Trp),
153.1 {Cq triazole), 155.1 {Cq trlazole), 171.9 (CO Aib).

(R)-N-{1-(4-{2-(1H-indol-3-yi)ethyl)-5-benzyi-4H-1,2,4-triazol-3-yi}-2-(1 H-indol-3-
ylethyl)-2-amino-2-methylpropanamide {(Compound 111):

25 "H NMR (400 MHz, DMSO-d°, 300°K):

&(ppm) 1.31 (3H, s, CH; Alb), 1.35 (3H, 5, CH, Aib}, 2.51 (2H, m, CH-CHo-indole), 3.37
(2H, m, CH, pTrp), 3.76-3.90 (4H, m, CHa-benzyl and CH,-CH,-indole), 5.25 (1H, m,
CH aTrp), 6.88 (2H, t, J,= 7 hz, Hs indole and H; Trp}, 6.95 (2H, 1, J,= 7 Hz, H; indole
and Hg Trp), 7.03 (4H, m, H, Trp, H, indole, H, and Hs benzyi), 7.16 (2H, d, J.= 8 Hz,
30 H,indole and Hs Trp), 7.20-7,30 (4H, 3, Hy indole, Ha, H, and Hg benzyl), 7.47 (1H, d,



yllethyppicolinamide 513.3 514.3 165
N-((R)-1-(5-benzyl1-4-((pyridin-2-yl)methyl)-

411-1,2 4-triazol-3-y1)-2-(1H-indol-3-yOethyl)- 2-amino-acetamide 465.3
466.4 - 170 - 166 N-((R)-1-(5-benzyl-4-((pyridin-2-yOmethy1)-
4H-1,2,4-triazol-3-y1)-2-(1H-indo1-3- yl)ethyl)piperidine-4-carboxamide
5%832020 167 N-0)-1-(5-benzyl-4-((pyridin-4-yl)methy1)- PCT/EP2006/007945
4H-1,2,4-triazol-3-y1)-2-(1H-Indol-3-yOethyl)-
2-amino-2-methylpropanamide 493.3 24963
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Jo= 8 Hz, H; Trp), 8.05 (3H, brs, NH, Aib), 8.05 (1H, d, J= 8 Hz, NH amids), 10.83 (1H,
s, NH indole), 10.88 (1H, s, NH indole Trp).

BC NMR {100 MHz, DMSO-d®, 300°K):

&(ppm) 23.5 (CH; Aib), 23.7 (CH; Aib), 28.6 (CH; BTrp), 30.3 (CHy-benzyl and CH,-
CHz-indole), 44.1 (CHz-CHy-indole), 46.1 (CH oTrp), 56.8 (Cq Aib), 108.8 (C; Trp),
109.9 (C; indole), 111.8 (C; indole and C; Trp), 118.3 (C, Trp), 118.4 (C4 indole), 118.9
{Cs indole and C5 Trp), 121.3 (Ce Trp), 121.5 (Cg indole), 123.7 (C; indole), 124.7 (C,
Trp), 127.0 {Cs indole), 127.2 (C, and Cy benzyl), 127.4 (Cy Trp), 128.8 (Cy and Cs
benzyl), 129.0 (C, benzyl), 136.3 (C, benzyl), 136.4 (C, indole and C, Trp), 153.1 (Cq
triazole), 1566.3 (Cq triazole}, 171.8 (CO Aib).

{S)-N-(1-{4-(2,4-dimethoxybenzyl)-5-benzyl-4H-1,2 4-triszol-3-yi)-2-{ 1 H-indol-3-
yl)ethyl}-2-amino-2-methylpropanamide (Compound $12):

'H NMR (300 MHz, DMSO-d®, 300°K):

d(ppm) 1.26 (3H, s, CH, Aib), 1.29 (3H, s, CH; Aib), 3.24 (1H, dd, J= 14 Hz and 6 Hz,
CH; BTip), 3.33 (1H, dd, J= 14 Hz and 9 Hz, CH, BTrp), 3.64 (3H, s, OCH;), 3.68 (3H,
s, OCH,), 3.98 (2H, s, CH; pheny!), 4.84 (1H, d, J= 17 Hz, CHz-0,p-dimethoxybenzyl),
5.05 (1H, d, J= 17 Hz, CHz-0,p-dimethoxybenzyl), 5.13 (1H, m, CH aTrp), 6.24 (2H, m,
Hs and Hs 0, p-dimethoxybenzyl), 6,52 (1H, d, Jnw= 2 Mz, Hj o,p-dimethoxybenzyl), 6.83
(1H, t, Jo= 7 Hz, Hs Trp), 7.01 (1H, t, Jo= 8 Hz, H;s Trp), 7.04 (1H, s, H, Trp), 7.05-7.23
(6H, m, H4 Trp and CHar phenyl), 7.27 (1H, d, J,= 8 Hz, H, Trp), 8.01 (3H, brs, NH,
Aib), 8.90 (1H, d, J= 8 Hz, NH amide), 10.77 (1H, d, J= 2 Hz, NH indole Trp).

3C NMR (75 MHz, DMSO-d®, 300°K):

&(ppm) 23.6 (CH; Aib), 28.1 {CH, BTrp), 30.6 (CH,-phenyl), 41.9 {(CHz-0,p-
dimethoxybenzyl), 45.7 (CH aTrp), 55.7 (OCH,), 55.9 (OCH,), 56.7 (Cq Aib), 89.9 (C,
o,p-dimethoxybenzyl), 105.1 (Cs o,p-dimethoxybenzyl), 108.9 (C; Trp), 111.7 (C; Trp),
115.5 (Cy o,p-dimethoxybenzyl), 118.3 (C4 Trp), 118.6 {(Cs Trp), 121.3 (Cg Trp), 124.2
(C2 Trp), 127.0 {Cs o, p-dimethoxybenzyl}, 127.3 (Cq Trp), 127.8 {C, phenyl), 128.8 (C.,
Ca, Cs and C phenyl), 136.2 (Cs Trp), 136.4 (C; phenyl), 153.9 (Cq triazole), 155.5 (Cq
triazole), 157.6 {C, o,p»difnethoxybenzyl). 160.8 (C, o,p-dimethoxybenzyl), 171.8 (CO
arnide).



168 N-C(R)-1-(5-(4-methoxybenzyl)-4-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-yflethyl)-
2-amino-2-methylpropanamide 536.3 537.3 169
N-((R)-1-(5-benz)1-4-((pyridin-411)methyly
411-1,2,4triazol-3-y1)-2-(1H-indol-3- yl)ethyl)picolinamide 513.3 514.2 170

I\W&Iﬁ?‘}i’(’(@%nzyl 4-((pyridin-4-yl)methyly PCT/EP2006/607945
4H-1,2,4-triazol-3-y1)-2-(1H-Indol-3- yl)ethyl)2 amino-acetamide 465.3

466.1 171 (R)-benzyl-3-(2- ammmsobdty?amldo) 3-(5-

S{ZH%@W%}—@% QN& a%ﬁ r)é'ﬂwp—i?ﬁ)z 4-triazol-3-y1)-2-(1H-indok-3-

yl ethy#) 2-am|no- -methylpropanamide {Compound 113);
'H NMR (300 MHz, DMSO-d®, 300°K):

8(ppm) 1.24 (3H, s, CH Aib), 1.27 (3H, s, CH; Aib), 2.83 (4H, 5, CH,-CH,-phenyl), 3.32
5 (2H, m, CH, pTrp), 3.61 (6H, s, OCH;3), 5.02 (2H, m, CH,-m-dimethoxybenzyl), 5.18
(tH, m, CH aTp), 6.07 (2H, d, Jn= 2 Hz, H; and Hg m-dimethoxybenzyt), 6.42 (1H, brs,
H4 m-dimethoxybenzyl), 6.83 (1H, t, J,= 7 Hz, -Hs Trp), 6.99 (1H, 1, J,= 8 Hz, Hg Trp),
7.08 (1H, d, J= 2 Hz, Hy Trp), 7.13 (3H, t, Jo= 8 Hz, H,, H, and Hs phenyl), 7.20 (3H, d,
Jo= 7 Hz, H; and Hg phenyl, H, Trp), 7.28 (1H, d, J,= 8 Hz, H; Trp), 7.99 (3H, brs, NH,
10 Aib), 8.92 (1H, d, J= 8 Hz, NH amide), 10.77 (1H, s, NH indole).

BC NMR (75 MHz, DMS0O-d®, 300°K):

8(ppm) 23.5 (CHs Aib), 23.8 {CHs Aib}, 26.5 (CH,-CHy-phenyl), 28.2 (CH. BTrp), 32.7
(CH-CHz-phenyl), 45.6 (CH Trp), 45.8 (CH;- m-dimethoxybenzyl), 55.6 (OCH,), 56.8
- (Cq Aib), 99.6 {C, m-dimethoxybenzyl), 104.6 (C, and C; m-dimethoxybenzyl), 109.9
18 (Cy Trp), 111.8(C; Trp), 118.2(C, Trp), 118.7 (C;5 Trp), 121.3(Cq Trp), 124.8 (C; Trp),
128.5 (C, phenyl), 127.3(C, Trp), 128.7 (Cy, Cs, C5 and Cg phenyt), 136.4 (Cs Trp),
138.6 {C4 m-dimethoxybenzyl), 140.8 (C, phenyi), 154.6 (Cq triazols), 154.8 (Cq
triazole), 161.4 (C; and C; m-dimethoxybenzyl), 171.8 (CO amide).

20  (R)}N-(1-{4-(4-bromobenzyl)-5-benzyl-4H-1,2, 4-triazol-3-yl}-2-{ 1 H-indol-3-yethyl)-2-
amino-2-methylpropanamide (Compound 114):

*H NMR (300 MHz, DMSO-d®, 300°K):

8(ppm}1.23 (3H, s, CH; Aib), 1.25 (3H, s, CH; Aib), 3.26 (1H, dd, 3J= 14 Hz and 6 Hz,

CHz Trp), 3.34 (1H, dd, *J= 14 Hz and 9 Hz, CH, BTrp), 4.01 (2H, m, CHz-benzyl), 5,01
25 (1H,'m, CH aTrp), 5.08 (2H, s, CHp-p-bromobenzyl), 6.58 (2H, d, J,= 8 Hz, M, and Hg

p-bromobenzyl), 6.81 (1H, t, Jo= 7 Hz, Hs Trp), 6.94 (1H, s, H, Trp), 6.88 (1H, t, J,= 7

Hz, Hg Trp), 7.06 (2H, m, H; and He benzyl), 7.12 (1H, d, Jo= 7 Hz, H, Trp), 7.16-7.20

(3H, m, Hy, H, and Hs benzyl), 7.26 (1H, d, Jo= 8 Hz, H; Trp), 7.28 (2H, d, Jo= 8 Hz, Hs

and H; benzyl), 8.00 (3H, brs, NH; Aib), 8.92 (1H, d, J= B Hz, NH amide), 10.78 (1H, s,
30 NH indole Trp).

3C NMR (75 MHz, DMSO-d°®, 300°K):



595.2 172 N-((R)-1-(5-benzy1-4-((pyridin-3-yOmethyl)-
4141,2,4-triazol-3-y1)-2-(1H-indol-3-ynethyl)-
2-amino-2-methylpropanamide 493.3 494.3 173
N4(R)-1-(4-benzyl-5-phenethyl-4H-1;2,4-
triazol-311)-2-(1H-indol-3-yOethyl)-2-amino- 2-methylpropanamide 506.3
5030274014 R)-2-(1H-indo1-3-y1)-1-(4-methy1-5- PCT/EP2066/007945
phenethyl-41-1-1,2,4-triazol-3- yl)ethyl)picolinamide 450.3 451.3 175
N-((R)-1-(5-(2-(1H-indo1-3- y1)ethy|y4-1cirfény|-

g";é %{é‘;’;gﬁ%% 3%&@@3 @ﬁ'g hior B8 T8 p o) 30,5 (CHybenzyl), 45,6 (CH,-
p-bromobenzyl), 45,7 (CH o Trp), 56,7 (Cq Aib), 109,7 (C; Trp), 111,8 (C; Trp), 118,2
(C4 tryptophae), 118,7 (Cs Trp), 121,2 (C4 p-bromobenzyl), 121,3 (Cs Trp), 124,9 (C,
typtophane), 127,0 (C; and Ce benzyl), 127,2 (Cq Trp), 128,4 (C; and C; p-
5 bromobenzyl), 128,98 (Cs, C4 and Cs benzyl), 131,9 (C; and Cs p-bromobenzyl), 135,2
(C+ p-bromabenzyl), 136,2 (C; Trp), 136,4 (C, benzyl), 153,9 {Cq triazole), 1565,3 {Cq
triazole), 171,98 {CO Alb).

(R)-N-(1-(4-(2-methoxybenzyl)-5-benzyl-4H-1,2,4-triazol-3-yi}-2- 1 H-indol-3-yi)ethyi)-2-
1@ amino-2-methylpropanamide {Compound 115):

'H NMR (300 MHz, DMSO-d®, 300°K):

&{ppm} 1.24 (3H, s, CH; Aib), 1.27 (3H, s, CH; Aib), 3.20 {1H, dd, J= 14 Hz and 5 Hz,
CHz BTrp), 3.33 (1H, dd, J= 14 Hz and 9 Hz, CH; fTrp), 3.68 (3H, s, OCH,), 4.00 (2H,
s, CHz-phenyl), 4.95 (1H, d, J= 17 Hz, CHy-0- methoxybenzyl}, 5.07 (1H, m, CH aTrp),

15 5.18 (1H, d, J= 17 Hz, CHz-0- methoxybenzyl), 6.27 (1M, d, J,= 8 Hz, H; o
methoxybenzyl), 6.67 (1H, t, Jo= 7 Hz, Hs Trp), 6.77 {1H, t, J,= 6 Hz, Hs Trp), 6.92-7.05
(6H, m, H, Trp, H; and Hs phenyl, H,, Hs and Hg o- methoxybenzyl), 7.14-7.26 (5H, m,
M4 and Hy Trp, Ha, Hy and Hs phenyl), 8.03 (3H, brs, NH; Aib), 8.91 (1H, d, J= 8 Hz, NH
amide), 10.78 (14, 8, NH indole Trp).

20 3C NMR (75 MHz, DMSO-d®, 300°K):

3(ppm) 23.5 (CH; Aib), 23.6 (CH; Aib), 28.1 (CH; B Trp), 30.5 (CHy-phenyl), 42.1 (CH,-
o- methoxybenzyl), 45.7 (CH o Trp), 55.9 (OCHg), 56.7 (Cq Aib), 109.8 (C; Trp), 111.3
{C; o- methoxybenzyl), 111.7 (C; Trp), 118.2 (C4 Trp), 118.7 (Cs Trp), 120.9 (Cs o-
methoxybenzyl), 121.2 (Cs Trp), 123.3 (Cy o- methoxybenzyl), 124.8 (C. Trp), 126.6

25 (C;and G phenyl), 127.1 (C, o- methoxybenzyl), 127.2 (Cp Trp), 128.8 (Cs, Cs and Cs
phenyl), 128.5 (Cs 0~ methoxybenzyt), 136.0 (C, phenyl), 136.4 (Cy Trp), 154.0 (Cq
triazole), 155.6 (Cq triazole}, 156.5 (C2 o- methoxybenzyl), 171.8 (CO Aib).

(S)-N-{1(4-(2,4-dimethoxybenzyl}-5-phenethyl-4H-1,2 4-triazoi-3-yl}-2-( 1H-indol-3-
30 ylethyl)-2-amino-2-methylpropanamide (Compound 116):

"H NMR (300 MHz, DMSO-d®, 300°K):



531.3 532.4 176 N-((R)-1-(4-(4-methoxybenzy1)-5-phenethyl-
411-1,2,4-triazol-3-y1)-2-(1H-indo1-3- yOethyObenzamide 555.3 556.2
177 (R)-1-(4-(2,4-dimethoxybenzy1)-5-phenethyl-
411-1,2,4-triazol-3-y1)-2-(1H-indol-3-y1)-N- phenylmethanesutfonylamine
635.3 637.0 178 (R)-1-(4-(2,4-dimethoxybenzy1)-5-phenethyl-
AYP09TR2E 01-3-y1)-2-(1H-indol-3-y1)-N- tosylethanaminEERIEBB 345
179 N-((R)-1-(4-(2,4-dimethoxybenzyl)-5-
phenethy1-4H-1,2,4-triazoI-3-y1)-2-(1l'—|1-ﬁ’?d01-
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3(ppm} 1.28 (3H, s, CH; Aib), 1.32 (3H, s, CH; Aib), 2.81 (4H, m, CH,-CH -phenyi),
3.30 (2H, t, CH, BTrp), 3.61 (3H, s, OCHa), 3.69 (3H, 5, OCH,), 4.87 (1H, d, J= 17 Hz,
CH;-0,p-dimethoxybenzyl), 5.03 (1H, d, J= 17 Hz, CHz-0,p-dimethoxybenzyl), 5.20 (1H,
m, CH oTrp), 8.28 (1H, dd, J.= 8 Hz and J= 2 Hz, H; 0,p-dimethoxybenzyl), 6.43 (1H,
d, J,= 8 Hz, Hg o,p-dimethoxybenzyl), 6.55 (1H, d, Jn= 2 Hz, H, 0, p-dimethoxybenzyl),
6.83 (1H, t, Jo= 8 Hz, H; Trp), 6.99 (1H, t, J,= 8 Hz, He Trp), 7.06 (1H, d, J= 2 Hz, H,
Trp), 7.08-7.25 (6H, m, H, Trp and CHar phenyl), 7.28 (1H, d, Jo= 8 Hz, Hy Trp), 8.04
(3H, brs, NH; Aib), 8.92 (1H, d, J= 8 Hz, NH amide), 10.79 (1M, s, NH indole Trp).

C NMR (75 MHz, DMSO-d®, 300°K):

3(ppm) 23.8 (CH; Aib), 23.7 (CH; Aib), 26.5 {CH,-CHy-phenyl), 29.1 (CH, BTrp), 32.7
(CHz-CHg-phenyl), 41.8 (CH,-0,p-dimethoxybenzyl), 45.7 (CH aTrp), 55.7 (OCH;), 55.9
{OCH;), 56.8 (Cq Aib), 99.1 (C; o,p-dimethoxybenzyl), 105.2 (Cs b,p-dimethoxybenzy!),
109.9 (C3 Trp), 111.8 (Cr Trp), 115.6 (C, o,p-dimethoxybenzyl), 118.3 (C, Trp), 118.7
(Cs Trp), 121.3 (Ce Trp), 124.4 (C; Trp), 126.6 (C, phenyl), 127.3 (C, Trp), 128.2 (Cs
0,p-dimethoxybenzyl), 128.7 (C,, Cs, Cs and Cg phenyl), 136.4 (C; Trp), 140.9 (<
phenyl}, 154.6 (Cq triazole), 155.0 (Cq triazole), 157.8 (C; o,p-dimethoxybenzyl), 160.9
(Cq 0,p-dimethoxybenzyl), 171.8 (CO Aib).

(R)-N-{1-(4.5-diphenethyl-4H-1,2,4-triazol-3-yi)-2-(1H-indol-3-yl}ethyt)-2-amino-2-
methylpropanamide (Compound 117):

'H NMR (300 MHz, DMSO-d®, 300°K):

8(ppm) 1.32 (3H, 5, CH, Aib), 1.37 (3H, s, CH, Aib), 2.59 (4H, m, C-CH--CH ~phenyl),
2.83 (2H, t, J= 8 Hz, N-CHxCHz-phenyt), 3.38 (2H, m, N-CHx-CH,-phenyl), 3.84 {1H,
m, CHg BTrp), 3.94 (1H, m, CH, BTrp), 5.23 (1H, m, CH oTrp), 6.84 (2H, m, H, phenyt
from C-CH,-CHz-phenyl and H, pheny! from N-CH,-CH,-phenyl), 6.93 {(1H, 1, Jo= 8 Hz,
Hs Trp), 7.00 (1H, t, Jo= 8 Hz, Hs Trp), 7.07 (1H, d, J= 2 Hz, Hp Trp), 7.11-7.27 (9H, m,
Hz, Hs, Hs and H; phenyl from C-CH,-CHz-phenyl, H,, Hs, Hs and H, pheny! from N-
CHz-CHg-phenyl and M, Trp), 7.50 (1H, d, J,= 8 Hz, H; Trp), 8.07 (3H, brs, NH, Aib),
9.04 (1H, d, J= 8 Hz, NH amide), 10.85 (1H, s, NH indole Trp).

BC NMR (75 MHz, DMSO-d®, 300°K):

3(ppm) 23.5 (CHj, Aib), 23.8 (GH, Aib), 25.9 (C-CH,-CHy-phenyl), 28.5 (CH; pTrp), 32.4
(C-CH-CHz-phenyt), 35.8 (N-CH,-CH;-phenyl), 4.2 (N-CHz-CH_-phenyl), 45.9 (CH



3-yOethyl)-2-amino-2-methylpropanamide 566.3 567.2 -171 - 180
N-14(R)-144-(Z4-dimethoxybenzyl)-5-

phenethyl-4H-1,2 4-triazol-311)-2-(11-1-indol- 3-yl)ethyl)ethane-1
12-diamine 524.3 525.2 181 N-((R)-1-(4-((furan-2-yl)methyl)-5-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-ypethyl)-
23%mpie2aeethylpropanamide 496.3 497.1 182 PCT/EP2006/007945
N-((R)-1-(4-((furan-2-yl)methy1)-5-phenethyl-
4H-1,2,4-triazo1-3-y1)-2-(1H-indol-3- f/f?g Wyl)picolinamide 516.3 517.1
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aTrp), 56.8 (Cq Aib), 109.7 (C; Trp), 111.9 (C; Trp), 118.4 (C4 Trp), 118.8 (C5 Trp),
121.4 (G; Trp), 124.8 (C; Trp), 126.6 (C4 phenyl from C-CH,-CHy-phenyl), 127.2 (C4
phenyl from N-CHz-CHz-phenyf), 127.4 (Cs Trp), 128.7 (C2 and Cs phenyl from C-CHy-
CHz-phenyl, C; and Cs pheny! from N-CHz-CHz-phenyl), 128.8 (C; and Cs phenyl from
C-CHx-CHz-phenyl, Cs and Cs phenyt from N-CHz-CHa-phenyl), 136.5 (C, pheny! from
N-CHz-CHp-phenyt), 137.5 (Cy phenyl from C-CH,-CH-phenyl), 140.8 (Cg Trp), 154.1
{Cq triazole), 154.7 (Cq triazole), 171.9 (CO Aib).

(R)-N-(1-(4-(3,4-dichlorobenzyt)-5-benzyl-4H-1,2,4-triazol-3-yl}-2-( 1H-indol-3-yl)ethyl)-
2-amino-2-methylpropanamide (Compound 118):

'H NMR (300 MHz, DMSO-d®, 300°K):
8(ppm) 1.24 (3H, s, CH; Aib), 1.25 (3H, s, CH; Aib), 3.33 (2H, m, CH, BTrp), 4.04 (2H,

8, CHz-benzyl), 5.05 (1H, m, CH «Trp), 6.12 (2H, s, CH-m,p-dichlorobenzyl), 6.49 {1H,
dd, Jo= 8 Hz and J= 2 Hz, Hg m,p-dichlorobenzyl), 6.80 (1H, t, J,= 8 Hz, H; Trp), 6.87

.('1H, d, dm= 2 Hz, H; Trp), 6.98 (1H, t, Jo= 7 Hz, Hs Trp), 7.02-7.10 (3H, m, H; and Hg

benzyt, Hs m,p-dichlorebenzyl), 7.18 (3H, m, Ha, Hy and H; benzyl), 7.26 (2H, m, H,
and Hy Trp), 8.04 (3H, brs, NH; Aib), 8.94 (1H, d, J= 8 Hz, NH amide), 10.81 (1H, s,
NH indole Trp).

B3C NMR (75 MHz, DMSO-d®, 300°K):

3(ppm} 23.4 (CH; Aib), 23.8 (CH3 Aib), 28.0 (CH;, BTrp), 30.4 (CHx-benzyl), 45.1 (CHy-
m,p-dichlorobenzyl), 45.6 (CH aTrp), 56.7 (Cq Aib), 109.6 (C; Trp), 111.8 (C; Trp),
118.1 (Cs Trp), 118.6 (Cs Trp), 121.3 (C Trp), 124.9 (C; Trp), 126.4 (Ce m,p-
dichlorobenzyl), 127.0 (C, m,p-dichlorobenzyl), 127.2 (C, Trp), 128.4 (C, and Ce
benzyl}, 130.7 (Cs and Cs m, p-dichlorobenzyl), 131.8 {C; m,p-dichlorobenzyl), 136.0
(C1 benzyl), 136.4 (Cg Trp), 136.7 (Cy m,p-dichlorobenzyl), 154.1 (Cq triazole), 155.2
(Cq triazole), 172.0 (CO Aib). '

{R}N-(1 w(4—(4—methoxybenZyl)-S-benzyMH—1 ,2,4-triazol-3-yl)-2-phenylethyi)-2-amino-
2-methylpropanamide (Compound 420):

H NMR (300 MHz, DMSO-d®, 300°K):

8(ppm) 1.18 (3H, s, CHy Aib), 1.26 (3H, s, CHs Aib), 3.09 (1H, dd, J= 14 Hz and 6 Hz,
CH; BPhe), 3.18 (TH, dd, J= 14 Hz and 9 Hz, CH, BPhe), 3.99 (2H, d, J= 4 Hz, CH,-



183 N-OR)-1-(4-((furan-2-yOmethyl)-5-phenethyl-
41-1-1,2,4-triazol-310-2-(1H-indol-3- y9ethyl)piperidine-4-carboxamide
522.3 523.2 184 N-((R)-1-(4-(4-methoxybenzyl)-5-phenethyl-
4141,2,4-triazol-3-y1)-2-(1H-indol-3-y1)ethyl)-
tetrahydro-2F1-pyran-4-carboxamide 563.3 564.2 185
NYRR§91938%¢1 H-indo1-3-y1)methyl)-4-(3- PCT/EP2006/007945
methoxybenzyl)-4H-1,2,4-triazo|-3-y1“)1—g1-(1H- indol-3-ypethy0-2-amino-2-
methylpropanamide 561.3 562.2 186
(ZhS)-bhéé?.-lis(fi’rc(ﬂ:@i@tmwmlb,&ﬁly&;ﬁémoxybenzlyn. 5.06 (1H, d, J= 16 Hz, CHa-p-
n -41-1- ~trfazol-3-y1)-2-(1H:I -
2_;; egt{%{?fﬁg% ﬂ’o %?j?b {f ﬁh&b@op&gﬁg}‘%?g {lg{?s, CHar p-methoxybenzyl), 7.02-
7.08 (4H, m, H; and Hg phenyl, H, and H; Phe), 7.12-7.25 (6H, m, Ha, H. and Hs
phenyl, Hs, H, and Hg Phe), 7.99 (3H, brs, NH; Aib), 8.92 (1H, d, J= 8 Hz, NH amide).

3C NMR {75 MHz, DMSO-d®, 300°K):

8(ppm) 23.4 (CHjy Aib), 23.8 (CH; Aib), 30.7 {CH-phenyl), 38.7 (CH, $Phe), 45.9 (CH,-
p-methoxybenzyl), 48.4 (CH aPhe), 55.6 (OCH;), 56.7 (Cq Alb), 114.6 (C; and C;s o
methoxybenzyl), 126.9 and 127.1 (C, phenyl and C, Phe), 127.7 (C, p-methoxybenzyl),

10 128.2(C; and Cq Phe}, 128.5 (C; and Cs Phs), 128.9 (C;, Cy, Cs and Cs phenyl), 129.7
(C; and Ce p- methoxybenzyl}, 136.3 {C; phenyl), 137.6 (C+ Phe), 154.0 (Cq triazole),
154.8 (Cq triazole), 1598.2 (C, p- methoxybenzyl), 171.7 (CO amide).

(R)-N-(1-(4-(4-fluorobenzyl)-5-phenethyl-4H-1,2,4-triazol-3-yI)-2-( 1 H-indol-3-yhethyi)-2-
15 amino-2-methyipropanamide (Compound 121):

'H NMR (300 MHz, DMSO-d°, 300°K):

&(ppm) 1.27 (3H, 5, CH; Aib), 1.28 (3H, s, CH3 Aib), 2.82 (4H, m, CH»-CHa-phenyl),
3.34 (2H, m, CH, pTrp), 5.06 (2H, s, CH-p-fluorobenzyl), 5.16 (1H, m, CH alrmp), 6.85
(3H, m, Hs Trp, H; and Hs p-fluorebenzyl), 6.98-7.04 (4H, m, H, and H, Trp, Hz and Hg

20  phenyl), 7.08-7.11 (2H, m, H; and Hg p-fluorobenzyl), 7.15 (1H, d, J;= 6 Hz, Hg Tep),
7.18 (3H, t, Jo= 8 Hz, H;, H, and Hs phenyl), 7.28 (1H, d, J,= 8 Hz, H, Trp), 8.01 (3H,
brs, NH; Aib), 8.94 (1H, d, J= 8 Hz, NH amide), 10.78 (1H, s, NH indole Trp).

3C NMR (75 MHz, DMSO-d®, 300°K):

8(ppm) 23.5 (CHs Aib), 23.8 (CH; Aib), 26.5 (CH,-CHo-phenyl), 29.2 (CH, pTrp), 32.7
25 (CHz-CHz-phenyt), 45.4 (CH,-p-fluorobenzyl), 45.7 (CH oTrp), 56.8 (Cq Aib), 109.8 {Cs

Trp), 111.8 (C; Trp), 115.9 and 116.2 (C; and Cs p-fluorobenzyl), 118.3 (C, Trp), 118.7

(Cs Trp), 121.3 (Cg Trp), 124.8 (C, Trp), 126.5 (C4 phenyl), 127.3 (Cg Trp), 128.5 (C,

and Cq p-fluorobenzyl), 128.7 (C,, Cy, Cs and Ce phenyl), 132.2 (C, p-fluorcbenzyl),

136.4 (Cg Trp), 140.9 (C, phenyl), 154.5 (Cq triazole), 154.7 (Cq tﬁazo!e,), 160.3 (Cs p-
30 fluorobenzyl), 171.9 (CO amide).

NMR "°F (282 MHz, DMSO-d®, 300°K):



598.3 599.1 187 (R)-1-(5-(2-(1H-indo1-3-yeethyl)-4-(2,4-
dimethoxybenzy1)-4H-1,2,4-triazol-3-y1)-2-
(1H-indol-3-y1)-N-tosylethanamine 674.3 675.0 188
N-((R)-1-(4-(2,4-dimethoxybenzyl)-5-
phenethyl-4H-1,24-triazol-3-y1)-2-(1H-indol1-

WP etpRPpMidzidobenzamide 626.3 627.3 189 PCT/EP2006/007945
N-benzyl-(R)-1-(4-(2,4-dimethoxybenzyl)-5-
phenethy1-4H-1,2,4-triazo|-3-y1)-2-(1H1 ol- 3-yDethanamine 571.3

572.3 190 (2S)-N-UR)-1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(4
Mo LR 21 e

(R)-N-(‘!-(4«(3,4-dichlorobeniyl)-.5-phenethyl-4H-‘i \2,4-triazol-3-yl)-2-( 1 H-indol-3-
yl)athyl)-2-amino-2-methylpropanamide {(Compound 122):

5 M NMR (300 MHz, DMSO-¢F, 300°K):

8{ppm) 1.25 (3H, s, CH; Aib}, 1.26 (3H, s, CH; Aib), 2.84 (4H, m, CH,-CHz-phenyl),
3.34 (2H, d, J= 7 Hz, CH, 8Trp), 5.11 (3H, m, CH aTrp and CH,-m, p-dichlorabenzyl),
6.63 (1H, dd, J,= 8 Hz and J,= 2 Hz, Hg m,p-dichlorobenzyt), 6.83 {1H, t, J,=8 Hz, Hs
Trp), 6.98 (1H, 1, J,= 8 Hz, Hg Trp), 7.05 (1H, d, J= 2 Hz, H, Trp), 7.12 (5H, m, CHar
10 phenyl), 7.17 (1H, ¢, J,= 8 Hz, H, Trp), 7.21 (1H, s, H, m,p-dichlorobenzyl), 7.27 (1H,
‘ d, Jo= 8 Hz, Hs m,p-dichlorobenzyl), 7.39 (1H, d, J,= 8 Hz, H; Trp), 8.02 (3H, bre, NH,
Aib), 8.94 (1H, d, J= 8 Hz, NH amide), 10.78 {1H, s, NH indole Trp).

BC NMR (75 MHz, DMSO-d°, 300°K):

8(ppm) 23.5 (CH; Aib), 23.8 (CH; Aib), 26.4 (CHp-CH,-phenyl), 29.1 (CH; BTrp), 32.6

15 (CHz-CHz-phenyl), 44.7 (CH-mn, p-dichlorobenzyi), 45.6 (CH o Trp), 56.7 (Cq Aib),
109.7 (C5 Trp), 111.8 (C7 Trp), 118.1 (C4 Trp), 118.7 (C5 Trp), 121.3 (Ce Trp), 124.9 (C,
Trp), 126.5 (C, phenyt and Cg m,p-dichlorobenzyl), 127.2 (Cs Trp), 128.7 {C,, Cs, Cs
and Cq phenyl, C, m,p-dichicrobenzyl), 130.9 (C, m,p-dichlorobenzyt), 131.4 (Cs m,p-
dichlorabenzyl), 132.0(C; m,p-dichlorobenzyl), 136.4 (C, Trp}, 137.2 (C, m,p-

20 dichlorobenzyl), 140.8 (C, phenyl), 154.5 (Cq triazole), 154.7 (Cq triazole), 171.9 (CO
amide).

(R)-N-{1-(4-(4-methylbenzy!)-5-benzyl-4H-1,2,4-triazol-3-yi)-2-(1 H-indoi-3-yljethyt)-2-
amino-2-methylpropanamide (Compound 124):

25 "M NMR (300 MHz, DMSO-¢® 300°K):

8(ppm) 1.22 (3H, s, CH3 Aib), 1.27 (3H, 5, CH; Aib), 2.22 (3H, s, CH; p-methylbenzyl),
3.22 (1H, dd, J= 14 Hz and 6 Hz, CH, BTrp), 3.33 (1H, dd, J= 14 Hz and 9 Hz, CH,
BTrp), 3.99 (2H, s, CHy-benzyl), 5.04 (2H, s, CH,-p-methylbenzyl), 5.09 (1M, m, CH
aTrp), 6.64 (2H, d, Jo= 8 Hz, Hy and Hs p-methylbenzyl), 6.78 (1H, 1, J.= 7 Hz, Hs Trp),
30 6.98 (4H, 1, Jo= 7 Hz, Hg Trp, Hs, Hy and Hs benzyt), 7.01 {1H, d, J= 2 Hz, H, Trp), 7.07
(2H, d, Jo= 7 Hz, Hz and Hg p-methylbenzyl), 7.20 (3H, m, Hy Trp, Hy and H, benzyl),



indol-3-ypethyl)-2,5-dihydro-1H-pyrrole-2- carboxamide 585.3 586.2 - 172
- Il) GHS-R 1a Receptor-ligand binding assay (membrane preparations
from transfected LLC PK-1 cells) The GHS-R la receptor
binding/affinity studies were performed according to Guer5 lavais et al. (J.
Med. Chem. 2003, 46: 1191-1203). Isolated plasma membranes from
L€ PRI, a renal epithelial cell line originally derived REFEBIE794s
kidneys (ECACC No. 86121112) (10 Pq f protein), that were transiently
transfected with human GHS-R la cDNA (Guerlavais et al., J. Med. Chem.

2003 746:(14,.94 41208k, W%jnﬁy@estﬁob}@ hADASIRIZAYANDYLTgH LR 150
mM TJis H]g,,%) I1_‘0 25mM ED A, and 30 pg/mL
for

baC|traC|n (Slgma m|n a C (steady-state conditions) with 60 pm
1251 “HinsiRrimHA Dreehahgogtkhe presence or absence of competing
compoundsﬁgcom ounds of the invention).  The binding affinity for each

compRAT @F‘tﬂ@% Rt €51 AR 78 IWEStAdts2R4dH; BTrp),
diS plaoen @i minttys, wsciotrbeTien) wnqmzmmammaﬂn%smwmﬂm
15 of herfgs} wmeowe,q (191D 1040) gleﬂs %g@@pﬁﬁﬁwécz Tro),

perfow&e,id &t Ibcate Nonspecific bin was sin
excess ( o "’M& stEMEMPerRYY f?lé%bc‘fggf& 13\7&\%(5?015[3\9&2{9)9 Heriftro s
of 4 ﬁﬁd&qe@e&oﬂw f@HéW’e@h By Fiipilienrytititi? 8 (Cr ptetipttenzB)P1G5.3

filtersresedindmbruith MEX(QOIyLINgRREMaeD, P58¥e0H SHeRTMEe52DCq
hindifg 5o liparrhindbe filters. Filters were rinsed three times with 3

mL of ice-cold wash buffer [50 mM Tris (pH 7.3), 10 mM M9C12, 2.5 mM
EDTA and 0. 015% (W/v) X-100 Triton], and the radioactivity bound to

ter (Kont A t
ﬂ%’ e o Oy ke wosoh e Ak
of tedt %H&oﬁﬂﬂ%’?mm"&?@m‘ﬂﬂ (ermpewd|&2pkyhrelin bind-25 ing by

0%1(_[@'\.)"3,&\/@%@@;?{@% gsyggéukg competitive binding curves using
non-linear regression (PRISM 3.0,'Graph Pad San Diego, USA). In the

fsilowlmrgnialade @Hes Ok, aiaingr Ser S edeg s, com pmy relsed tb&t@ﬂ;ntlon
are Wr?‘e%‘?fi'tsém‘ﬁ?ﬂ*ﬁaf'ﬁ?rbw éﬁ%"&ﬁé"gﬁ’%t ex;?’{"?r 4AIL JG20 Wﬁ’ln

glvega%\re the mean of at least two Independe ents per

triplicR ErB O dites P {3 s fdviitie SIS henm o Arstliitio it BpM 75
GHS4R 3 Qw@mﬁn@mmnalﬁ@(aasayomm%msﬂegmnemm aRd e H,
sel;a’i?d Eompﬂuﬂdsz9r11§ﬂia ﬁ%nﬁ'f)H?@rp@z}zbﬁd(ﬂﬁ]d 137 62,19, 59 alftnﬂ; 50
373 3 2akle zra,%%& &Bn%%@rgﬁ 19 binding 3@@% &ﬁ%é,jgrg

valu num of seledted ex ary com
S@l%ﬁ NS amide), 16,78 (1 dylm 2 Hzp NH indole Trp).

*C NMR (75 MHz, DMSO-d¢, 300°K):

5(ppm) 23.6 (CH, Aib), 23.8 (CH; Aib), 24.1 (CHz-CH,-CHa-phenyl), 28.5 (CHp-CHy-
CHz-phenyl), 28.2 (CH, pTrp), 34.7 (CHp-CH-CHa-phenyl), 45.5 {CHz-p- -

25 methoxybenzyl), 45.8 (CH «Trp), 55.5 (OCHs), 56.8 (Cq Aib),109.8 (C, Trp), 111.8(C;
Trp), 114.6 (C3 and Cs p- methoxybenzyl), 118.3 (C, Trp), 118.7 {Cs Trp), 121.3 (Cq
Trp), 124.9 (C; Trp), 126.2 (C, phenyl), 127.3 (Cs Trp), 127.8 {C1 p- methoxybenzyl),
127.8 (C;, Cq4 and Cs phenyl), 128.7 (C, and Cy o methoxybenzyi). 136.4(Cs Trp),
141.7 (C, phenyt}, 1 54.7 (Cq triazole), 154.8 (Cq triazole), 159.2 (C, p-

30 methoxybenzyi), 171.9 (CO amide).



1060 [Win] Chemical name 1 160
(R)-N-(1-(5-(2-(1H-indo1-3-yflethyl)-4-(2,4-
dimethoxybenzy1)-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-
ypethy9-2-amino-2-methylpropanamide 2 81
(R)-N-(1-(5-(2-(1H-indo1-3-yflethyl)-4-phenethyl-4H-1,2,4-
trE2 383309LY 1 H-indol-3-yOeth4)-2-amino-2- methylpropan&FNRP BbA07945
(R)-N-(2-(5-(3-(1 - 154
H-ind01-3-yl)propyl)-4-phenethyl-4H1,iﬁ-triazol-SlO-Z-(lH-indol-3-y1)eth
Y1)-2-panRr 42 (AAABHRBEARABIOG #1201 2, 4-triazol-3-yi)-2-(1H-indol-3- :
(R)-Nﬁ-ggge@A?%?ﬁélen-é |g1ﬁrg¥|)-4H-1 YIy2-(1F-indok 3-yijethyt) 2
,24triazo']-32-yn13- -fﬁq-ln oL -fff‘eﬂﬂy -2-amino-2- methylpropanamide 5
125 () Nl (@H6d. Brisda: Japheghy)-4-(naphthalen-1-
ylmethyl)-4H-1,2,44riazol-3-y1)-2-(1H-indol-3-y1)ethyl)-2-
aminSERMSRYIHb5aftlndige 52Bd3H, s, CH; Aib), 3.26 (1H, dd, J= 14 Hz and 6 Hz,
ﬁ-ll\tiﬂs-ﬁrﬁ%ﬁwfmzﬂaiﬁmm‘éﬂhéfﬁ:w}%hw_@w ¥, s, CH,-phenyl), 4.98
- -triazol-3-v9-2-(1H-| -3-yfle -2-a -2-
methﬁg; épgﬁé%%ﬁ%ﬂ%gzyﬁqyﬂa ‘?1 M m.w a%'rpWéﬂS% éH, s, CHar p-
(R)-NPEPeAvEsnidi Gl B Enty ) SHgeke Y- P2 ekt BHA HeTrRkTiAdd 06
-3-yl )ty Paamdrka-Tp, Hz and He phenyl), 7.20 (3K, m, Ha, M, and Hs phenyt), 7.27
(1H, d, Jo= 8 Hz, H; Trp), 8.00 (3H, s, NH; Aib), 8.91 (1H, 4, J= 8 Hz, NH amide), 10.76

10 (1H, s, NH indale Trp).
"*C NMR (75 MHz, DMSO-d¢, 300°K):

&(ppm) 23.5 (CHy Aib), 23.7 (CH; Aib), 29.1 (CH; PTrp), 30.6 (CHz-phenyl), 45.7 (CH
aTrp and CH-p-methoxybenzyl), 55.5 (OCH;,), 56.7 (Cq Aib), 109.8 (C; Trp), 111.7 {C;
Trp), 114.5 (C5 and Cs p-methoxybenzyi), 118.3 (C, Trp), 118.7 (Cs Trp), 121.3 (Ce

16 Trp), 124.8 (C, Trp), 127.1 (C, phenyl), 127.3 (C4 Trp), 127.6 (C, p-methoxybenzyl),
127.8 (C and Cq p-methoxybenzyl), 128.8 (C; and Cq phenyl), 128.9 (C, and Cs
phenyl), 136.3 (C; Trp), 136.4 (C, phanyl), 153.8 (Cq triazole}, 155.2 (Cq triazole),
158.2 (C4 p- methoxybenzyl), 171.9 (CO amide).

20 N-{(R)-1~(4-(4-nitrobenzyl)-5-phenethyi-4H-1,2,4-triazol-3-yl}2-( 1 H-indol-3-ylethyl)-2-
amino-2-methylpropanamide (Compound 128):

'H NMR (300 MHz, DMSO-d®, 300°K):

3(ppm) 1.28 (3H, s, CHz Aib), 1.29 (3H, s, CH; Aib), 2.77-2.94 (4H, m, CH,-CH,-

phenyl), 3.28 (1H, dd, °J= 14 Hz and 8 Hz, CH, BTrp), 3.43 (1H, dd, 3J= 14 Hzand 7
25 Hz, CH, BTrp), 5.05(1H, m, CH aTmp), 5.25 (2H, d, J= 7 Hz, CH,-p-nitrobenzyl), 6.72

(TH, 1, Jo= 7 Hz, Hs Trp), 6.89 (2H, d, J= 9 Hz, H; and Hg p-nifrobenzyl), 6.92 (1H, t,

Jo= 7 Hz, Hg Trp), 7.00 (1H, d, Ju= 2 Hz, H, Trp), 7.08-7.15 (4H, m, Hy and H, Trp, H,

and Hg phenyl), 7.17 (2H, J,= 7 hz, H3 and Hs phenyl), 7.24 (1H, t, J,= 8 Hz, H, pheny)),

7.82 (2H, 4, Jo= 9 Hz, Hj and Hy p-nitrobenzyl), 8.06 (3H, brs, NH, Aib), 8.98 (1H, d, J=
30 8 Hz, NH amidse), 1_0.79 (1H, s, NH indole Trp).

3C NMR (75 MHz, DMSO-d°, 300°K):



methylpropanamide 8 18
(R)-N-(1-(5-(241H-indo1-3-ypethyl)-4-benzyl-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-yDethyl)-2-amino-2- methylpropanamide 9 46
(R)-N-(1-(5-(3-(1H-indo1-3-y0Opropy9.4benzyl-4H-1,2,4-
triazol-3-(}/12’-2-(1H-indo1-3-yl)ethyl)-2-amino-2- methylpropanamide 10 32
RPRUTIEY3-(1 H-indo1-3-yl)propy1)-4-(3- PCT/EP2006/007945
methoxybenzy1)-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-
yerthyI)-2-amino-2-mathy|propanamidé5fI 137

R)-Ne(1-(543(1H:indql-3-yDnropy1):4-(naphthalen-1-
ol ES R kN 2 K RO RK AR AR e, 29.1 Ot T, 526
aminé=DareEaipndb 4R aGter-nitrgipnzyt). 65.7 (CH aTrp), 56.8 (Cq Aib), 109.6 (C;
(R)-NF(): (612 Findos-3(0ORy IS (@4 maINexyLeDZYIY), 124.1 (C; and C; p-
fnlji;]¥i@€>r%éﬂé§4§,()’2373 @dﬁ" gHﬁgf&%Hgéggmlg'@]szm, C; and C; p-
(RS TRS (o e o henyt 1361 0. 1R 445 ASral 1R85
|-3-ypetipeenzinife-2(Ch Bagipy I pAB 4RSI Hiaznie) 472.0 (CO Ab).

(S)-N-(1-(4-{4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-yl)-2{1 H-indol-3-
yhethyl}-2-amino-2-methylpropanamide {Compound 129):

10 'H NMR (300 MHz, DMSO-¢®, 300°K):

8(ppm} 1.27 (3H, s, CH; Aib), 1.30 (3H, 5, CH; Aib), 2.81 (4H, m, CH,-CH,-phenyl),
3.34 (2H, d, J= 7 Hz, CH, BTrp), 3.68 (3H, s, OCHS), 4.98 (2H, 5, CHyp-p-
methoxybenzyl), 5.20 (1H, m, CH oTrp), 6.75 (4H, m, CHar p- methoxybenzyl), 6.83
(TH, t, J= 7 Hz, Hs Trp), 7.03 (1H, 1, Jo= 8 Hz, H5 Trp), 7.04 (1H, d, J= 2 Hz, H, Trp),

15 7.10(2H, d, 4= 7 Hz, Hz and Hy phenyl), 7.13 (1H, d, J,= 8 Hz, Hq Trp), 7.19 (3H, 1, Jo=
7 Hz, Hs, Hy and Hs phenyl), 7.29 (1H, d, J,= 8 Hz, H; Trp), 8.01 (3H, brs, NH, Aib),
8.94 (1H, d, J= 8 Hz, NH amide), 10.78 (1K, d, J= 2 Hz, NH indole Trp).

3C NMR (75 MHz, DMSO-d®, 300°K):

8(ppm) 23.6 (CH; Aib), 23.8 (CH; Aib), 26.6 (CH,-CH,-phenyl), 29.2 (CH, 8Tp), 32.7
20 (CHp-CH,-phenyl), 45.3 (CH,-p- methoxybenzyl), 45.7 (CH aTrp), 55.5 {OCH;), 56.8

(Cq Aib), 109.9 (C; Trp), 111.8 (C; Trp), 114.6 (C; and Cs p- methoxybenzyl), 118.3 (C,

Trp), 118.7 (Cs Trp), 121.3 (G5 Trp), 124.8 (C, Trp), 126.5 (C. phenyl), 127.3 (Cs Trp

and C, p- methoxybenzyl), 127.9 {C; and Cs p- methoxybenzyl), 128.7 (C;, Cs, Cs and

Cg p- methoxybenzyl), 136.5 (Cs Trp), 140.9 (C1 phenyl), 154.4 {Cq triazole), 154.7 (Cq
25 triazole), 158.2 (C, p- methoxybenzyl), 171.9 (CO amide).

(R)-N-{1-(4-{(4-methoxyphenethyl)-5-phenethyl-4+-1,2,4-triazol-3-yi)-2-( 1 H-indoi-3-
yl)ethyl}-2-amino-2-methylpropanamide (Compound 130):

'H NMR (300 MHz, DMSO-d®, 300°K):

30 &(ppm) 1.30 (3H, s, CHs Aib), 1.35 (3H, s, CHa Aib), 2.55 (4H, m, CH,-CH,-phenyt and
CHz-CHp-p-methoxybenzyl), 2.83 (2H, t, J= 8 Hz, CH-CHy-phenyl), 3.37 (2H, m, CH.-
CHg-p-mathoxybenzyi), 3.65 (3H, s, OCHy), 3.77 (1H, m, CH, BTrp), 3.82 (1H, m, CH,



(R)-N-(1-(5-(3-(1H-indol-3-yl)propy1)-4-(4-bromobenzy1)-
41-/-1,2,4-triazol-3-y1)-2-(1H-indol-3-yOethy9-2-amino-2-
methylpropanamide 15 120 (R)-N-(1
-(5-(2-(1H-indol-3-yflethyl)-4-hexy1-4H-1,2,4-
triazo1-3-y1)-2-(1H-Indol-3-ypethyl)-2-amino-2- rnethylpropanamide 16
20O IR 5-(3-(1H-indo1-3-yflp ropyl)-4-hexy1-4H-1,2, £CT/EP2006/007945
triazol-311)-2-(1H-indol-3-y1)ethyl)-2- anyém -2- methylpropanamide 17 156
(R)-N-(

1-(4, Tl?bsj(% é&%‘llll %’?’P)e@% ffHH gl'gﬂg'rt,cr:l-a oX be)nzytslé_bﬂqﬂl, E’ Jy D ?t

hyl)- amlno -2-_methylprop anaml el

(S)-NF s Tl IRR ﬁg{ﬁ S b LiR)T A5 (1H, d. J= 2 Hz, Hy Trp), 7.11 (2H, d,
dimetla®XyHre hiz pni Hi-bheavd. TrigAdH3dy dor Z-HeHAiTp)- 325 (3H m, Ha, Hs, Hs
yl)etiydhydyanstna+d ey REORATIBINEMS (91 As, NH, Aib), 9.02 (1H, d, J= 8 hz,
(Ps)"\hﬂé(#rc% MR RENZ¥ LSRRG RGLRE(H-1.2,4-

triazol-3-y1)-2-(1H- mdol 3-pethyl)-2-amino-2- methylpropanamide 20 14

(R)-N*G NMB{(75 Mzt id§DeiZ30)Byphenethyl - 4H-1 ,2,4-

triazol-3- yl -2-(1H-indol-3- ethyl -2-amino-2- methylpropanamide 21 203

(R)- RPN @Al Aipk 63 g}gﬁ PR EH-GH-phenyl), 28.5 (CHz BTm), 32.5

methi§itid@irzptignsibl 36,0 (ieiEHales math@idandyinaei4 BeH,-CHy-p-

vy ethydindsgpaign 4818 TeH RFOPRBEAIEEH,), 56.8 (Cq Aib), 109.9 (C; Trp), 111.9 (C/

10 Trp), 114.2 (Cs and Cs p- methoxybenzyl), 118.4 (C, Trp), 118.9 (C; Trp), 121.4 (Cq

Trp), 124.7 (C; Trp), 126.5 (C, phenyt), 127.4 (C, Trp), 128.7 (C,, C3, Cs and Cy
phenyl), 129.4 (C, p- methoxybenzyl), 130.3 {C; and Cq p- methoxybenzyl), 136.5 (C,
Trp), 141.0 (C, phenyl), 154.0 (Cq triazole), 154.5 (Cq triazole), 158.6 (C, p-
methoxybenzyi), 171.8 (CO amide).

15

(R}-N-(2-(1H-indol-3-yi)-1-(5-phenethyl-4-(pyridin-2-yimethyl)-4H-1,2,4-tdazol-3-
yljethyl)-2-amino-2-methylpropanamide (Compound 132) '

'H NMR (300 MHz, DMSO-d®, 300°K):

3(ppm) 1.26 (3H, s, CH; Aib), 1.29 (3H, s, CHj Aib), 2.95 (4H, m, CH,-CH;-phenyl),

20 3.40 (2H, m, CH, BTrp), 5.26 (1H, m, CH aTrp), 5.37 (2H, s, CH,-o-pyridyl), 6.83 (1H, t,
Jo= 7 Hz, Hs Trp), 6.98 (1H, t, Jo= 8 Hz, Hg Trp), 7.11-7.30 (10H, m, Ha, H, and H; Trp,
CHar phenyl, H; and Hs o-pyridyl), 7.71 (1H, t, J,= 7 Hz, H, o-pyridyl}, 8.22 (3H, brs,
NH; Aib), 8.42 (1H, d, Jop= 4 Hz, Hg o-pyndyl) 9.05 (1H, d, J= 8 Hz, NH amide), 10.87
{1H, s, NH indole Trp).

25 BC NMR (75 MHz, DMSO-d®, 300°K):

8(ppm) 23.4 (CH, Aib), 23.7 {CH; Aib), 26.4 (CH,-CH,-phenyt), 28.6 (CH, BTrp), 32.5
(CHz-CHp-phenyl), 45.7 (CH aTrp), 47.6 (CH, o-pyridyl), 56.8 (Cq Aib), 109.8 (Cs Trp),.
111.8 (G, Trp), 118.3 (C4 Trp), 118.6 (Cs Trp), 121.2 (Cs Trp), 122.0 (C5 o-pyridyl),
123.6 (Cs o-pyridyl), 126.3 (C, Trp), 126.6 (C, phenyl), 127.3 (Cg Trp), 128.7 (Cz, Cs, Cs

30 and Cq phenyl), 136.4 {C; trypophane), 137.7 (C, o-pyridyl), 140.7 (C, pheny), 150.1
(Ce o-pyridyl), 154.9 (Cq triazole), 155.2 (Cq triazole), 158.7 (C; o-pyridyl), 172.0 (CO
amide).



22 12
(R)-N-(1-(4-(4-methoxybenzy1)-5-(3-phenylpropyl)-4H1,2,4-triazol-3-y1)-2
-(1 H-indo1-3-yOethyl)-2-amino-2- methylpropanamide 23 37
(R)-N-(1-(5-(3-(1H-indo1-3-yl)propy1)-4-(4-
methoxybenzyl)-4H-1,2,4-triazol-310-2-(1H-indol-3-

y‘.’f’)%?ﬁgl%l"@‘ﬁ%ino 2-methylpropanamide 24 29 (R)-N-(1-(4-PEY/EP2006/007945
H-indo1-3-yflethyl)-5-(3-(1 H-indo1-3-

yOpropyl)-4H-1,2,4-triazol-3-y1)-2- (11—?§F1dol 3-yl)ethyl)-2-
amino-2-methylpropanamide - 175 - 25 96 :
(R)-N-(1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(2-methoxy)benzyl)-

41-15 ﬂr(%% h@'é%&gé&eﬂzﬁ R AT 8 1y 2.1 Heindiok-3-

methylp
(R wﬁ AR Ry 92T A SRR 178 4

triazol3mk) Zo6 Nl ERLS I RIFKY-2-amino-2- methylpropanamide 27
126 (R)-N-(2-(1H- -indo1-3- y1)-1-(4-(na phtha len-1-ylmethyl)-5-

plie Nt 126 (s, 24- nmbﬁqmama Diayninp 282081 Ay TEPGAAPAEIRIRS

79 (Fé)éélrﬁlzlﬁﬁaﬁzs@i'dpﬂ%ﬁ'% '3)1:14d§r145 368 s, 3H, OCH), 485 (d, 1H, J=

d'Chl‘?I} e&z-:ylc) L detnazel3:0)-e-(1H ng Oz CHyro pedimethox

ylethylj-2-aminG- n%fh WHSER AR de z0,p-dimsthoxybenzyl),
5.18 (m, 1H, CH oTmp), 6.29 (dd, 1H, J,= 8 Hz and J,= 2 Hz, H; o,p-dimsthoxybenzyt),
6.40 (d, 1H, J,= 8 Hz, Hq 0,p-dimethoxybenzyl), 6.55 (d, 1H, Jo= 2 Hz, H; 0,p~

10 dimsthoxybenzyl), 8.82 (t, 1H, J,= 8 Hz, H5 Trp), 6.99 (t, 1H, J,= 8 Hz, Hs Trp), 7.05 (s,
TH, H; Trp), 7.09-7.24 (m, 6H,' Hq Trp and CHar phenyt), 7.27 (d, 1H, J,= 8 Hz, H, Trp),
7.99 (s, 3H, large, NH, Aib TFA salt), 8.88 (4, 1H, J= 8 Hz, NH amida), 10.77 (s, 1H,
NH indole Trp).

*C NMR (75 MHz, DMSO df, 300°K):

153 8(ppm) 23.6 (CH; Aib), 23.7 (CH3 Aib), 26.5 (CH,-CHy-phenyl), 29.2 (CH, BTrp), 32.7
(CHz-CHz-phenyl), 41.6 (CH2~o,p-dimethdxybenzyi), 45.7 (CH «Trp), 55.7 (OCH,3), 55.9
(OCHa), 56.7 (Cq Aib}, 98.1 (C; 0,p-dimethoxybenzyl), 105.2 (Cs o,p-dimethoxybenzyl),
110.0 (G5 Trp), 111.8 (C; Trp), 115.7 (C4 0, p-dimethoxybenzyl), 118.3 (C; Trp), 118.7
(Cs Trp), 121.3 (Cg Trp), 126.5 (C, Trp and Cq 0,p-dimethoxybenzyl), 127.3 (Cy Trp),

20 128.1 (C, phenyl), 128.7 (Cq, Ca, Cs and Cs phenyl), 136.4 (C; Trp), 140.9 (C, phenyl),
154.5 (Cq triézola), 155.0 (Cq triazole), 157.8 (C; o,p-dimethoxybenzyl), 160.9 (C, o,p-
dimethoxybenzyl), 171.7 (CO amide).

N-{(R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4+-1,2,4-triazol-3-yl }-2-( 1 H-indol-3-
25  yhethyl)-tetrahydro-2H-pyran-4-carboxamide {Compound 184);

"H NMR (300 MHz, DMSO d®, 300°K):

3(ppm) 1.20 (m, 1H, Hs tetrahydropyrane), 1.30 (m, 3H, H; and Hs tetrahydropyrane),
217 {m, 1H, H, tetrahydropyrane), 2.82 (m, 4H, CH,-CHz-phenyl), 3.16 (m, 2H, H, and
Hs tetrahydropyrane), 3.31 (dd, 1H, J= 14 Hz and 8 Hz, CH, BTrp), 3.35 (dd, 1H, J= 14

30 Hzand7 Hz, CH; fTrp), 3.66 (s, 3H, OCHa}, 3.72 (m, 2H, H, and H, tetrahydropyrane),
5.08 (m, 2H, CHy-p-methoxybenzyl), 5.26 (m, 1H, CH aTrp), 6.73 (s, 4H, CHar p-



29 66 (R)-N-(1-(5-(2-(1H-indo1-3-yOethyl)-4-(4-fluoro
benzyl)-4111,2,4-triazol-3-y1)-2-(1H-indol-311)ethyl)-2-amino-2-
methylpropanamide 30 171 |
(R)-N-(1-(4-(4-fluorobenzyl)-5-benzyl-4H-1,2,4-triazol-3-
y1)-2-(1H-indo1-3-y)ethyl)-2-amino-2-methylpropanamide 31 0,5
(R)pNe¢14@se63-(1H-indo1-3-yOethyl)-4-(2,4- PCT/EP2006/007945
dimethoxybenzyl)-4H-1,2,4-triazol-3-y1)-2-(11-1-indol-3-
yl)ethyl)piperidine-4-carboxamide 3271 8-

cmel e SR TR SRR T TR g s ana v 707

ypet

R oD dr iR 80 tnefemihda’ 8 §78GH. Hs, He and Hs phenyl), 7.30 (m, 2H, H,

(ﬁ)-1N;u(¢mﬂmmimgsgmm)*ﬁza(skpaﬂwmmy@.4zm1mgms-yl)-2-(
-14 -3-ypethyl)-2-amino-2- methylpropanamide
(R)-N%%&Q%Wﬁgm%ﬁeﬁqglﬁh-@-m eth ythenzyl)-

4-1 ﬁrrtri@ael@m%@@@sﬂQk.ﬁ-baeatha"ﬁ?félm&ra%grea&e

VN-(L45-(2-(LF-indol. 3y ot A 242 FTP)

methylpro mide 38 ,
mOP RSP At AP I AR 211 489 (CH
yfletiyepasereamb. 255 (06kan 66 (£7 arjidCs tetrahydropyrane), 109.8 (C; Trp), 111.7

10

15

20

25

30

(C; Trp), 114.5 (C; and Cs p-methoxybenzyl), 118.4 (C; Trp), 118.7 (C5 Trp), 121.3 (Cq
Trp), 124.5 (C; Trp), 128.7 (C4 phenyl), 127.2 (Cq Trp), 127.5 (C, p-methoxybenzyl),
128.8 (C; and Cg phenyl), 1287 (C: and Cs phenyl), 1279 (C, and C; p-
methoxybenzyl), 136.4 (Cs Trp), 140.4 (Cy phenyl), 154.7 (Cq triazole), 155.7 (Cq
triazole), 158.2 (C,4 p-methoxybenzyl), 174.2 (CO amide).

N-((Ry1-(5-{{1 H-indol-3-y|)methyl)-4-{3-methoxybenzyl }-4H-1,2,4-triazoi-3-yi}-2-( 1 H-
indol-3-yl)ethyl}-2-aminc-2-methylpropanamide (Compound 185):

H NMR (300 MHz, DMSO d°, 300°K):

&(ppm} 1.19 (s, 3H, CH; Aib), 1.23 (s, 3H, CH; Aib), 3.14 (dd, 1H, J= 14 Hz and 5 Hz,
CH; BTrp), 3.34 (dd, 1H, J= 14 Hz and 9 Hz, CH, BTrp), 3.46 (s, 3H, OCHa), 3.72 (m,
2H, CHz-indole), 5.06 (m, 1H, CH aTrp), 5.14 (m, 2H, CH;-m-methoxybenzyl), 6.31 (s,
1H, H, m-methoxybenzyl), 6.32 (d, 1H, J,= 7 Hz, Hg m-methoxybenzyl), 6.77 (m, 3H,
Hs indole, Hg Trp and H, m-methoxybenzyl), 8.92 (m, 2H, Hy indole and Hg Trp), 7.02
(rﬁ. 2H, H; indole and H; Trp), 7.26-7.30 (m, 3H, Hs m-methoxybenzyl, H, and H,
indole, Hy Trp), 7.41 (d, 1H, Jo= 8 Hz, H; Trp), 7.94 (brs, 3H, NH, Aib TFA salt), 8.87
{d. 1H, J= 8 Hz, NH amide), 10.73 (d, 1H, J= 2 Hz, NH indole), 10.85 (s, 1H, NH indole
Trp).

G NMR (75 MHz, DMSO d°, 300°K):

8(ppm) 21.7 (CHz-indole), 23.5 (CH; Aib), 23.7 (CH; Aib), 28.9 (CH, BTrp), 45.5 (CH
aTrp), 46.2 (CHz-m-methoxybenzyl), 55.2 (OCH,), 56.7 (Cq Aib), 108.2 (C; indole),
109.8 (C43 Trp), 111.7 (C; Trp), 111.9(C; indole and C; m-methoxybenzyl), 113.7 (C,
m-methoxybenzyl), 118.2 (Cy m-methoxybenzyl), 118.4 (C, Trp), 118.6 (C, indole),
118.9 (Cs indole and C; Trp), 121.2 (Cq indole), 121.6 (Cs Trp), 127.1 (Cy Indole), 127.2



(R)-N-(1-(4-(4-methylbenzyl)-5-phenethyl-411-1,2,4-
triazol-3-y1)-2-(1H-indol-3-ypethyl)-2-amino-2- methylpropanamide 38 112
(R)-N-(1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(2,4- _
dimethoxybenzyl)-4H-1,2,4-triazo1-3-y1)-2-(1H-indol-3-
ypethyl)-2-aminobenzamide - 176 - 40 249
(59‘?4%?’&%‘{‘(1'\3)-1-(4-(4-methoxybenzyl)-s-phenethy1-41-1-PCTfEi’zeoefaoms
1,2,4-triazo|-3-y1)-2-(1H-indol—3-ypetp¥ 4.
hydroxypyrrolidine-2-carboxamide 41 1

(S)-Net\Ripd-(4o 45y Qﬁb%ﬁb.%é%l)&r&f‘%’ﬁé%"ﬁ%‘éxr\%&ﬁenég)n&s%z (Cq

triazo)-3-v1)-2:L1H-indo1-3-yDethylpiperi ine-3- carboxami _

(R NVER Y RS ARBES hgendy 1 0 amic)
triazol-3-y9-2-(1H-indol-3-ypethyl)piperidine-3- carboxamide 43 4 ,
(R)-N-(1-(4-(4-ethylbenzy1)-5-phenethyl-4H-1,2,4-triazol3-y1)-2-(1H-Indo1
-3-meI’52-5Hﬁ? _SXeiRIFYIBIHIosimenta avith syrahetic sequence and MS data

(F)-N-(1-(4-(4temetpmindeenz 2] 3:3pheriagitpledbd, 2545, 36-122, 124-126, 128-
triazol-3-y1)-216bHradel3-y1)ethyl)piperidine-4- carboxamide

No. Chemical name ESI-MS ESI-MS
{Chem Draw Uitra 8) (calculated) | {found (M+H)+]
2 {R}-N~{1-(5-(2-(1H-indol-3-ylethyl)-4- 559.3 560.4

phenethyl-4H-1,2, 4-triazol-3-yi)-2-(1H-indol-

3-yljethyl)-2-amino-2-methylpropanamide ,

3 {R)-N-{14{5-(3-{ 1H-indol-3-yi)propy!}-4- 573.3 - b74.3

phenethyl-4H-1,2,4-triazol-3-yl}-2-(1H-indol-

3-yl)ethyl)-2-amino-2-methylpropanamide

14 | (R)-N-(1-(5(3-(1H-indol-3-yl)propy!)-4-(4- 637.2 638.1

bromobenzyl)-4H-1,2,4-triazol-3-yi)-2-(1H-
indol-3-yl)ethyi)-2-aming-2-

methylpropanamide

16 | (RFN-(145+(3-(1H-indol-3-yl)propyl}-4-hexyl- | - 553.3 554.4

4H-1,2,4-triazol-3-yl)-2-{ 1 H-indol-3-y Jethyl)-
2-amino-2-methyipropanamide

17 | (R)-N-{(1-(4,5-bis(2-{ 1H-indol-3-yl)ethy)-4H- 598.3 599.2

1,2,4-triazol-3-yl}-2-( 1H-indol-3-ylJethyl}-2-
amino-2-methylpropanamide

18 | (R)-N-{1-(4(3-methoxybenzyl)-5-phensthyl- 536.3 537.1.

4H-1,2,4-triazol-3-y1}-2-( 1H-indol-3-yi Jethyl)-
2-amino-2-methylpropanamide

20 | (R)-N-{1{4-{4-methoxybenzyi)-5-phensthyl- 536.3 537.3

4H-1,2,4-triazol-3-yl}-2-( 1H-indol-3-yl Jethyl)-
2-amino-2-methyipropanamide

21 | (R)-N-{1-(6<(2-{1H-indol-3-yl)ethyl)-4-{3,5- 605.3 606.4

dimethoxybenzyl)-4H-1,2 4-triazol-3-yl)-2-
(1H-indol-3-yl)ethyl)-2-amino-2-

methylpropanamide

22 {R)-N-(1-(4-(4-methoxybanzyl}-5-(3- 550.3 551.3

phenylpropyl}-4H-1,2 4-triazol-3-y)-2{ 1H- : -

indal-3-yljethyl}-2-amino-2-

methylpropanamide




45 0,3 (R)-N-(1-(5-(2-(1 H-indo1-3-ypethyl)-4-(4-methoxybenzyl)
414-1,2 4-triazol-3-y1)-2-(1H-indol-3-y1)ethyl)piperidine-4- carboxamide
46 12 (S)-N-aR)-14444-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-yOethyppyrrolidine-2- carboxamide 47 27
(R)-N-OR)-1-(4-(4-methoxybenzy1)-5-phenethyl-41-1-1,2,4-
trvazabB4b§2-(1H-indol-3-ypethyl)pyrrolidine-2- carboxamida-4&dabos 007045
(S)-N-((R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-y1)ethyl)pipei®ine-2- carboxamide 49 23
(R)-N=QOR)-1-(4-(4-methaxyhenzy1)-5-phenethy1-414-1,2.4-
triazq|- 2ty RPN 46 HIGRI ) PBIPedidE2] carbtR@midk 50 662.8
(R)-N-(1-(4-(adprétHpBRYBry 1 Rd-pendimy 2-4H-1.2,4-
triazql-3-yi1)-2-(1HtiReRi£- Q)%WBUEU%moacetamlde 513
(R)-NefLe{d-(4- mpfhmmadﬁmwmﬂ@pnmhvl 414-1,2 4-
triazg I-@-y 1??”61?4(%6’1‘-@?&@@&% 2{ y1)&éefamide 53 537.1
1,2,4-triazol-3-yl)-2-{ 1H-indol-3-yl ethyl) _
2-amino-2-methylpropanamide
27 | (R)-N~{2-(1H-indol-3-y1}~1-(4-{naphthalen-1- 556.3 557.2
yimathyl}-5-phenethyl-4H-1,2,4-triazol-3-
yi)ethyl}-2-amino-2-methylpropanamide
28 | (R)-N-{1-(5-(2-(1H-indol-3-yl)ethyl}-4-(3,4- 613.2 6142
dichlorobenzyl)-4H-1,2,4-triazol-3-yij-2-{ 1 H-
indol-3-ylyethyl)-2-amino-2-
methylpropanamide
29 | (R}-N-(1-{5-(2-{1H-indol-3-yl)ethyl}-4-(4- 563.3 564.1
fluorobenzyl)-4H-1,2,4-triazol-3-yi}-2-{ 1 H-
indob-3-yl)ethyl)-2-amino-2-
methylpropanamide
130 | (R)-N<{1-(4-{4-flucrobenzyl)-5-benzyl-4H- 510.3 511.0
1,2, 4-triazol-3-y1}-2-{ 1H-indol-3-yl)athyl}-2-
aming-2-methyipropanamide
31 | (RMN-(1-{5-(2«1H-indol-3-yl)ethyi)-4-(2,4- 631.3 632.0
dimethoxybenzyt}-4H-1,2,4-triazol-3-yi)-2-
{1H-indol-3-yi)ethyl)piperidineg-4-
carboxamida
32 | (R)-N-{1-(5-(2(1H-indol-3-yl)ethyl}-4-(2 4- 631.3 631.8
dimethoxybenzyl)-4H-1,2,4-triazol-3-yl)-2-
(1H-indol-3-ylethyl)piperidine-3-
carboxamide
33 (R)-N-{1-(4-(4-methylbenzyi}-5-(3- 534.3 535.4
phenylpropyl}-4H-1,2 4-iriazoi-3-yi)-2.{ 1H-
indol-3-yDethyl)-2-aming-2-
methylpropanamide
34 | (R)}-N-(1-(552-(1H-indol-3-yi)ethy!)-4-(4- 559.7 559.9
methylbenzyl}-4H-1,2,4-triazol-3-yl)-2-(1H-
indol-3-ylJethyl)-2-amino-2-
methylpropanamide
36 | (R)-N-(1-(5-{2-(1H-indol-3-yl)ethyl}-4-(2,4- 631.3 631.8
dimethoxybenzyi)- 44-1,2,4-triazol-3-yl})-2-
(1H-indol-3-yi)ethylpiperidine-2-
carboxamide
37 | (R}-N-{1-(4-(4-methylbenzyl}-5-phenethyl- 520.3 521.0
4H-1,2,4-triazol-3-yl}-2-(1H-indol-3-yiJethyl}-
2-amino-2-methylpropanamide




18 (R)-N-(1-(4-(4-methoxybenzyl)-5-phenethy1-414-1,2 4-
trlazol-3-y1)-2-(1H-indol-3- ypethyl)cyclohexanecarboxam ide - 177 - 54
35 (R)-N-(1-(542-(1H-indo1-3-y)ethyl)-4-benzyl-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-ypethyupiperidine-4- carboxamide 56 11
(R)-N-1-(5-(2-(1H-ind ol-3-yl)ethyl)-4-benzyl-4H-1,2,4-

tr2 33420913 (1H-indo1-3-yl)ethyppiperidine-3- carboxamiBETHP 8B6/007945
(R)-N-(1-(4-(4-methoxybenzyl)-5- phe

y1-4H-12,4-

triazol-3- yl) -2- (1H -indo1-3- ypethyl) -3- amlnopropanamlda 57 140

LLID.

Al D A
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triaz(
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eB?
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)pana
124

16+

de 58 29

639.8

triaz

(R)-N-(1-
triazgl-3-y

o

H-12
8- yppropanamide

2§5L3C tatrit

40

(25,4R}-N-((R)-1~(4-(4-methoxybenzyl)-5-
phenethyl-4H-1,2,4-triazol-3-y()-2-( 1H-indol-
3-ylethyl)-4-hydroxypyrrolidine-2-
carboxamide

564.3

41

(S)-N-{(R})-1-(4-(4-methoxybenzy!)-5-
phenethyl-4H-1 2, 4-triazol-3-yi)-2-( 1 H-indoi-
3-ylethyl)piperidine-3-carboxamida

562.3

563.0

42

(R)-N-((R)-1-(4-(4-methoxybenzyl}-5-
phenethyl-4H-1,2,4-triazol-3-yi)-2-( 1 H-indo}-
3-yllethyl)piperidine-3-carboxamide

562.3

562.9

43

(R}-N-(14{4-(4-ethylbenzy!}-5-phenethyl-4H-
1.2,4-triazoi-3-yi}-2-{ 1 H-indoi-3-yt)ethyl)}-2-
aming-2-methylpropanamide

5343

535.0

(R)-N-(1-(4-{(4-methoxybenzyl)-5-phensathyl-
4H-1,2,4-triazol-3-vi}-2-{ 1H-indol-3-
yllethvi)piperidine-4-carboxamide

562.3

563.0

45

(R)-N-(1-(54 2+ 1H-indol-3-yl)ethyi)-4-(4-
methoxybenzyl)- 4H-1,2 4-triazol-3-yi}-2-(1H-
indol-3-yethyl)pineridine-4-carboxamide

601.3

602.0

{S)-N-({R)-1-{4-{4-methoxybenzyl}-5-
phenethyl-4iH-1,2 4-triazoj-3-yi}-2-{ 1H-indol-
3-yl)ethyl)pyrrolidine-2-carboxamide

548.3

548.9

47

(R}-N-{(R)-1-{4-(4-methoxybenzyi)-5-
phenethyi-4H-1,2 4-triazol-3-yl}-2-( 1H-indol-
3-yhethytpyrrolidine-2-carboxamide

548.3

548.9

48

{S)-N-{{R)-1-{4-(4-methoxybenzyl}-5-
phenethyl-4H-1,2,4-triazol-3-yl)-2-( 1H-indol-
3-yhethyl)piperidine-2-carboxamide

562.3

563.0

49

(R)-N+{({R})-1-{4-{4-methoxybenzy!)-5-
phenethyi-4H-1,2,4-triazol-3-yi}-2-( 1H-indol-
3-yljethyiipiperidine-2-carboxamide

§62.3

b62.9

50

(R)-N-{ 1-{(4-{4-methoxybenzyl)-5-phenethyi-
4H-1,2,4-triazol-3-yi)-2-(1H-indol-3-y)ethy!)-
2-aminoacetamide

508.3

508.9

51

(R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-
4H-1,2,4-friazol-3-y1}-2-(1H-indol-3-yl)ethyl)-

2-{pyridin-2-yllacetamide

570.3

571.2




60 61 (R)-N-(1-(5-(2-(1H-indo1-3-y9ethyl)-4-benzyl4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-14)ethyl)-2-(pyridin-2- 14)acetamide 61 34
(R)-N-(1-(5-(2-(1 H-indo1-314)ethyl)-442,4-
dimethoxybenzyl)-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-
y1l)ethyl)-2-(pyridin-2-yflacetamide 62 0,9

(ReNtefi4#n(Ds 4-dimethoxybenzyl)-5-phene(hy1-4H-1,2,4- pC1/EP2006/007945
triazol-314)-2-(1H-indol-3-yl)ethyl)piperidine-4- carboxamide 63 210
(R)-N-((R)-1-(4-(2,4-dimethoxybenzy1)-Bfhenethy1-4H1,214-triazol-3-y1)
_2_(1_1 irdel-3-ynethyNpineridine-2- carboxamide 64 11
(R)-N-GR(4! (Q}dn‘ﬁ*ééﬁ@ﬁ% TyEphenmy 1 4j- 157 %3 570.9
triazgl-3-14%" (ir—‘r‘rﬁa@r%ﬂ)ﬂ 75?&8@95% 65 58

(R)_l\ {1-{4(2 4 d:l” alat -: pth\/!_ H-1.2.4-

triazal- ylﬁhigl(llr(ﬂﬁ ofhosa ? Befmide G618triazbl- 3-ypfRd(1
(R)-N-(1-(4-(2, 4 Eﬁeﬂkﬁ '%'M?éﬂethyL 4H-1,2,4-
H-indek3-+methl yi pyp;i, exaneca oxamide

54 P(R}-NJT- ”5—(2- 1H-indok-3-yl)ethyl)-d-benzyl- |~ 571.3 572.5

4H-1,2,4-trizzol-3-yl}-2-(1H-indol-3-

yliethyl)piperidine-4-carboxamide

55 | (R}-N-{1-(5-(2-(1H-indol-3-yl)ethyi)-4-benzyl- 5713 572.4

4H-1,2,4-triazol-3-yl)-2-(1H-indol-2-

yllethylpiperidine-3-carboxamide

56 | (R}-N-(1-(4-(4-methoxybenzyl}-5-phensthyl- 522.3 523.3

4H-1,2 4-triazol-3-y1)-2-(1H-indol-3-yl)ethyl)- '

3-aminopropanamide .

57 (S)N-((R}-1-(4-{4-msthoxybenzyl)-5- 522.3 523.3

phenethyl-4H-1,2 4-friazol-3-yl)-2-{1H-indol- ‘

3-ylhethyl)-2-aminopropanamide
58 | (R)-N-(1-(4-(4-methoxybenzy!)-5-phenethyl- 570.3 571.2
4H-1,2,4-triazol-3-yi}-2-( 1H-indol-3-y)ethyl)- :

2-(pyridin-3-yi}acetamide

58 | (R)}-N-{1-{(4-(4-methoxybenzyl)-5-phenethyl- 584.3 585.3

4H-1,2,4-triazol-3-y|}-2-( 1 H-indol-3-yl)ethyl)-

3-{pyridin-3-yi}propanamide
60 | (R}-N-(1-(5-(2- 1H-indol-3-ylJethyl)-4-benzyl- 579.3 580.2
4H-1,2,4-triazol-3-yl}2-(1H-indol-3-yl)ethyl)-
2-(pyridin-2-yl)acetamide

61 | (R}-N-{1+(5-(2-(1H-indol-3-yl)ethyl}-4-(2,4- 639.3 640.5

dimethoxybenzyl}-4H-1,2,4-triazoi-3-yl)-2-
(1H-indol-3-yi)ethyl)-2-(pyridin-2-

yljacetamide :

62 {R}-N-(1-(4-(2,4-dimethoxybenzyl}-5- 592.3 593.3

phenethyl-4H-1,2,4-triazol-3-yl}-2~( 1 H-indal-
3-yllethyl)piperidine-4-carboxamide

63 (R}FN-({R)-1-(4-(2,4-dimethoxybenzyl}-5- 5923 503.3

phenethyl-4H-1,2 4-friazol-3-yl)-2-( 1H-indol-
3-ylethylipiperidine-2-carboxamide

64 (R)}-N-{1{4+{2 4-dimethoxybenzyl)-5- 586.3 587.2

phenethyl-4H-1,2 4-triazol-3-y1)-2-{ 1 H-indol-

3-yhethyhpicolinamide
65 (R}N-(1-(4-(2,4-dimethoxybenzy!)-5- 586.3 587.2
phenethyi-4H-1,2,4-triazol-3-yl}-2-(1H-indol-
3-yl}ethyl)isonicotinamide




carboxamide - 178 - 67 35
(R)-N-1-(4-(2,4-dimethoxybenzy1)-5-phenethyl-4H-1,2,4-
triazol-3-y1)-2-(1H-inclo1-3-yl)ethyl)-piperazine-2- carboxamide 68
(S)-N-((R)-1-(442.4-dimethoxybenzyl)-5-phenethyl-411-
1,2,4-triazol-3-y9-2-(1H-indol-3-ypethyl)pyrrolidine-2- carboxamide 69 38
(RPRUWTYE063 - (1H-indo1-3-yl)ethyl)-4-(2,4- PCT/EP2006/007945
dimethozybenzyl)-4H-1,2,4-triazol-3-y1)-2-(1F1-indol-3-
yl)ethyl)-2-aminoacetamide 706 - 163-
(S)-N-4R)}-1-(542-(1 |_| iclol-3=yDethyl)-4-(2 4-

/BB

dimething N4 f@ Mﬁﬁéﬂ 3@’1 Q’i‘lH indol347.3 588.2
yIOn(;&Apy enz %@aﬁr%’ﬁ?ﬁ?&é Y24 H-indol-
G Ir% y m S ’iﬁr(fﬂ wg%ﬁ%}% (1H-ind§R33 594.2
dimatfxyb b 5 (1H-n .
Alé?ﬁybp);{gg j _(ég‘mgxgwf’ilag 3y (1H-indol- |

Jpiperazing -Wbﬁmme

t(jli?r)ne'Lt‘i%xybé%?t‘gg\é1 A'H{T(é ﬂfdt'ﬂ‘rfg?ﬁ"@ Sel H-|nd§F-§3. 579.4

. o _ T gndoi-
y1)ethylypfbe v etﬁ pyrrohdsne 2-carboxam:de

68 | (Ry-N-{14{5-(241H-indol-3-yl}ethyl}-4-(2,4- 577.3 578.0
dimethoxybenzyl}-4H-1,2,4-triazol-3-yi)-2- -

(1H-indol-3-yl}ethyl)}-2-aminoacetamide

70 | (S)N-{(R)-1-(5-(2-(1H-indol-3-ylethyi)-4- . 817.3 618.0

(2.4-dimethoxybenzyl)-4H-1,2,4-triazol-3-yi)-
2-(1H-indol-3-yl)ethyl)pyrrolidine-2-

carboxamide

71 | (R}N-{1-(5-(2«{ 1H-indo}-3-yhethyl}-4-(2,4- 626.3 627.2

' - dimethoxybenzyl)-4H-1,2,4-triazol-3-yl)-2-

(1H-indol-3-yi}ethyl)pyrazine-2-carboxamide

72 | (R)-N-1+(5-(2-(1H-indoi-3-yethyl)-4-(2,4- 632.3 ' 633.2

dimethoxybenzyl}4H-1,2,4-triazol-3-yl)-2-
(1H-indol-3-ylJethyl)piperazine-2-

carboxamide

73 | (R}-N<{1-{5-{2~( {H-indol-3-yl)ethyl)-4-(2,4- 625.3 - 626.3

dimethoxybenzyl}-4H-1,2 4-triazol-3-yi)-2-
(1H-indol-3-yhethyl)picolinamide

74 {R}-1-{5-(2-(1H-indol-3-y})ethyl)-4-{2,4- 520.3 520.8

dimethoxybenzyl}-4H-1,2,4-triazol-3-yl)-2-
(1H-indol-3-yllethanamine

75 (R)-N-(1-(4-(2,4-dimethoxybenzyl)-5- 538.3 538.3

phenethyl-4H-1,2 4-triazol-3-yi)-2-( 1H-indol-
3-yliethyl)-2-aminoacetamide

76 | (R)-N-{1-{4-(4-methoxybenzy}-5-phenethyi- 557.3 - 558.0

4H-1,2,4-triazol-3-y}-2-(1H-indal-3-

yliethyl)pyrazine-2-carboxamide

77 | (R}N-{1-(4-(4-methoxybenzyl)-5-phenethyl- 556.3 556.9
4H-1,2,4-triazol-3-yi)-2-{1H-indo!-3-
yljethyllisonicotinamide
78 | (R)-N-1-{4-(4-methoxybenzyl)-5-phenethyl- 563.3 564.0

4H-1,2,4-triazol-3-y1)-2-{ 1H-indoi-3-
ylJethyl)piperazine-2-carboxamide
79 | (R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl- 556.3 557.3
4H-1,2,4-triazoi-3-y1)-2-( 1H-indol-3-
vijethyl)picolinamide




(R)-N-(1-(5-(2-(1H-indol-3-yOethyl)-4-(2,4-
dimethoxybenzy1)-4H-1,2,4-triazol-319-2-(1H-indol-3-
yOethyl)picolinamide 75 140
(R)-N-(1-(4-(2,4-dimethoxybenzy1)-5-phenethy1-4H-1,2,4-

triazol-3-y1)-2-(1H-indol-3-y9ethyl)-2-aminoacetamide 76 14

(RHONYZAZM¥-methoxybenzy1)-5-phenethyl-4H-12,4-

triazol-3-y1)-2-(1H-indol-3-yDethyl)pyrazine-2- carboxamide 77 119

PCT/EP2006/007945

(R)-N-(1-(4-(4-methoxybenzy1)-5-phend®hyl-aH-1 ,2,4-
triazol-23 y‘l\ 2-(1H-indel~3 \lflnfh\ll\lcnnmnflnarr*ldn 78 54
(R)-N-CP (4 (&R?f{‘é' ﬁ&gﬁé‘ﬁ%ﬁ% iy iﬂ'PPé'?Y@tFr 4H-1,2,ﬁ95 3 596.2
triazd-3-yoTSHPPKIR tg iﬁg ﬁg sYAAnE2! carboxamidé 79 0,7
(R)-N-EL-{4-4-m i ?_ ..f' ) %fhul 4124
triazal-3-y %R % : 21(115' %lfﬂ;ﬂiﬁ%rﬁfﬁmda 80@%3 603.3
(R)-N-(1-(5 )’fz fﬁ %ﬁ@ Intstdybenzy1)-
1 0 40 L=, icalinamida 179 -.81.18
Mt T PR CUeea | 5693
1.2,4-triazol-3-yl)-2-(1H-indol-3-yl)ethyl}-2-
{pyridin-2-yl)acetamide
83 | (R)-N-{1-{4-{4-athylbenzyl}-5-phenethyl-4H- 580.3 561.3
1,2, 4-triazol-3-yl}-2-{ tH-indoi-3-
ylethyipiperidine-4-carboxamida
84 | (R)-N-1-(4-(4-sthylbenzy!}-5-phenethyl-4H- 561.3 b62.2
1,2,4-triazol-3-yl)-2-( TH-indo}-3-
ylethylipiperazine-2-carboxamide
85 | (R)-N-(1-(4-(4-ethylbenzyl)}-5-phenethyl-4H- 555.3 566.2
1,2.4-triazotl-3-y1}-2-{ 1H-indof-3-
ylethyl)pyrazine-2-carboxamide
86 | (R)-N-{1-{5-{2-(1H-indol-3-yl)ethyl}-4-(2,4- 645.3 646.2
dimethoxybenzyl}-4H-1,2,4-triazal-3-y1)-2-
{1H-indol-3-yhethyl}-2-cis-
aminocyclohexanecarboxamide
87 | (S)}-N-{(R)-1-(5-{2«(1H-indol-3-yl)ethyi}-4-(4- 601.3 801.9
methoxybenzyl)-4H-1,2 4-triazol-3-yl}-2-{ 1 H-
indol-3-yl)ethyl}piperidine-3-carboxamide
88 | (R}-N-{(R)-1-(5-(2-(1H-indol-3-yl)ethyi)-4-(4- 601.3 602.2
methoxybenzyl)-4H-1,2,4-triazol-3-yl)-2-(1H-
indol-3-ylethylipiperidine-2-carboxamide
B9 | (S)-N-{(R}-1-(5-(2«{1H-indol-3-yl)ethyl}-4-(4- 587.3 588.2
methoxybenzyi}-4H-1,2 4-triazol-3-yi}-2-(1H-
indol-3-vl}ethyl)pyrrolidine-2-carboxamide
80 | (R)}-N-((R})-1-(5-(2<{1H-indol-3-yl)ethyl}-4-(4- 587.3 588.0
methoxybenzyl}-4H-1,2,4-triazol-3-yi)-2-{ 1H-
indol-3-yl)ethyl)pyrrolidine-2-carboxamide
91 (R)-N-(1-(5-{2-(1H-indol-3-yl)ethyl)-4-(4- 609.3 610.0
methoxybenzy!}-4H-1,2 4-triazol-3-y1)-2-{ 1H-
indol-3-yhethyl)-2-(pyridin-2-yl)acetamide
g2 (R)-N-(1-(5-(2-(1H-indol-3-yl}athyl}-4-(4- 623.2 624.1
bromobenzyl}-4H-1,2,4-triazol-3-yi)-2-(1H-
indol-3-yhethyi}-2-amino-2-
methylpropanamide
83 {R)-N-(1-(5-(2-( 1H-indol-3-yl}ethyl}-4-(4- 536.3 536.9
methoxybenzyl)-4H-1,2,4-triazol-3-y()-2-
phenylethyl)-2-amino-2-methyipropanamide




(R)-N-(1-(54(1H-indo1-3-yuethyl)-4-(4-methoxybenzyl)
4H-1,2,4-triazol-3-y1)-241H-indol-3-Aethyl)-piperazine-2- carboxamide 82
51

(R) N-(1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2,4-triazol3-y1)-2-(1H-indo1
eth 2-(pyridin-2-yl)acetamide 83 19

I%O?iﬂ(% 94-ethylbenzyl)-5-phenethyl-4H-1,Z4-triazol3-y 1 ROLERAHGEEHDS
3 -yOethyl)piperidine-4-carboxamide 84% (}2547
(R)- N (1 (4 (4 ethylbenzyl) -5- pheneth

2SWIA
\/

plperazm AN ‘ : g : © -eth;‘r}PB'a 538.8
benzy0-5pheng AT - -(]H indol 3 y9ethyl)pyrazine
-2-cargpx A(D A

min

ypet1yl)-: -Cis- amlngg(& gmg&%é)xaml 87 10
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imdol-3-

(S)-N-EERITATRT FH-': r‘a°y
methoxyheng )4_ m
ylel hyl)plperld@&-ﬁﬁg_@ gm % ﬁl
(R)-IN-gF )(r-tr-@ 7 fH‘fﬁ’db?%—‘él}é?hUi)A' R 469.3 4702
meth oxybqp,zy Y )ﬂ I 2 )ﬁ indol-3-
yertwprlperldlggn%ng_ag |].g§a de
98 [ (R}-N-{1-{5-((1H-indol-3-yl)methyl}-4H-1,2,4- 441.3 442.1
triazol-3-yl)-2-( 1H-indol-3-yl)ethyl)-2-amino-
2-methylpropanamide
99 | (R)-N~{1-(5-((1H-indol-3-yi)methyl)-4-(2,4~ 591.3 . 592.1
dimethoxybenzyl}-4H-1,2,4-triazol-3-yl)-2-
(1H-indol-3-yi)athyl)-2-amino-2-
methylpropanamide
100 | (R)}-N-(1-(4-(2,4-dimethoxybenzyl)-5-methyl- 476.3 477.4
4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-ylethyl)-
2-arnino-2-methyipropanamide
101 (R)-N{1{5-((1H-indo!-3-yl)methyl)-4-(4- 561.3 562.3
methoxybenzyl)- 4H-1,2 4-triazol-3-y1)-2-{1H-
indol-3-yl)ethyl)-2-amino-2-
methylpropanamide
102 | (R)-N~{1-(4-(2,4-dimethoxybenzyl}-5-benzyl- 552.3 553.2
4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-yl)ethyl)-
2-amino-2-methyipropanamide _
103 | (R)-N-{1-(5~(3-(1H-indol-3-yl)propyl)-4-(2,4- 619.3 620.2
dimethoxybenzyt}-4H-1,2 4-triazol-3-yi)-2-
{ 1H-indol-3-ylethyi)-2-amino-2-
methylpropanamide
104 (R}-N-{1-{5-{(1H-indol-3-y)methyl}-4- 545.3 546.4
phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol- |
3-ylethyl)-2-amino-2-methylpropanamide
105 | (R)-N-(1-{5-benzyl-4-phenethyt-4H-1,2,4- 506.3 507.4
triazol-3-y1}-2-(1H-indol-3-yl)athyl -2-amino- '
2-methylpropanamide
106 | (R)-N-(1-(5-benzyl-4-(2,2-diphenylethyl)}-4H- 582.3 583.3
1,2,4-triazof-3-yl)-2-(1H-indol-3-yl)ethyl}-2- |
amino-2-methylpropanamide

A meth: % 55.2 456.4
y




9 (S)-N-((R)-1-(5-(2-( 1H-indo1-3-y1)ethyl)-4-(4-
methoxybenzy1)-4H-1,2,4-triazol-3-y9-2-(1H-indol-3-
ypethyppyrrolidine-2-carboxamide 90 28

(R)-N-((R)-1-(5-(2-(1H-indo1-3-yl)ethyl)-4-(4- m

ethoxybenzy1)-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-

yRarypyreolidine-2-carboxamide 91 11 (R)-N-0

-(5-(2-(1H-indo1-3-yflethyl)-4-(4-methoxybenzy1)-

4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-Aé

PCT/EP2006/007945

[J-2-(pyridin-2- yl)acetamide 92

200 ( Ve Nefda(5-(2-(1 Hindol-3-vhethyv-4-(4- hrnmnhpn7\l|\[
4H-1 zf%r.a%wwf)@ epsish 1!@91%3@- amPAB Y- 636.4
meth ytprop ;5,2 4-triazol-3-yi)-2-( TH
(RN-(2-(1H- |ndo”fd§'99\"ie‘w)ﬁ%"aﬁgﬁ1§1 4-(thigphen-2-
yimethyh-4H-1+-24 tr:w_m_u xamide.- =
250 (RPA- il‘z ((13 %fﬁﬁ?gé’(ﬁ ?f% R 1-4PPAD 4. 5533
triazal-3-y|1 Pﬁo glj SYWRYD - methylpropaham ide 136
106 Z-amino-2-methylpropgnamids
108 | (R)-N-(1-(4,5-dibenzyl-4H-1,2, 4-triazol-3-yl)- 492.3 493.3
2+(1H-indol-3-yl)ethyl}-2-amino-2-
methylpropanamide
110 | (R)-N-(1-{5-benzyl-4-hexyl-4H-1,2,4-triazol- 486.3 487 .4
3-yt)-2-(1H-indol-3-yl)ethyt}-2-aming-2-
meihylpropanamide
111 | (R}N-(1+(4-(2-(1H-indol-3-yhethyl)-5-benzyl- 545.3 548.2
4H-1,2 4-triazol-3-y1)-2-(1H-indol-3-ylJethyl)-
2-amino-2-methylpropanamide
112 | (8)-N-(1-(4-(2,4-dimethoxybenzyl)-5-benzyl- 552.3 553.1
4H-1,2,4-triazol-3-yl)-2-( 1 H-indal-3-yl)ethyl)-
2-amino-2-methylpropanamide
113 {R}-N-(1-(4-(3,5-dimethoxybenzy!)-5- 566.3 567.3
phenethyi-4H-1,2 4-triazol-3-yi}-2- 1H-indol-
3-yljethyi}-2-amino-2-methylpropanamide
114 | (R)}-N-{1-(4-(4-bromobenzyl}-5-benzyl-4H- 570.2 571.0
1,2,4-triazol-3-yl}-2-( 1H-indol-3-yi)ethyl)-2-
amino-2-methyipropanamide
115 | (R)-N~{1-(4-{2-methoxybenzyl)-5-benzyl-4H- 522.3 523.0
1,2, 4riazol-3-yl}-2-{ 1H-indal-3-y}ethyi)-2-
amino-2-methyipropanamide
116 {8)-N~(1-{4-(2,4-dimethoxybanzy|}-5- 566.3 567.0
phenethyl-4H-1,2 4-triazol-3-yi)-2-{1H-indol-
3-yllethyl)-2-amino-2-methylpropanamide
117 | {R}-N-(144,5-diphenethyl-4H-1,2,4-triazol-3- 520.3 5211
yl}-2-{ 1H-indol-3-y}ethyl}-2-amino-2-
methylpropanamide
118 ¢ (R}-N-{1-(4-{3 4-dichiorobenzyi)-5-benzyl- 560.2 561.3
4H-1,2,4-riazol-3-yl)}-2-(1H-indol-3-yl)ethyl)-
2-amino-2-methylpropanamide
119 (R)-1-(5-(2-(1H-indol-3-yhethyl)}-4-(2,4- 451.3 452.1
dimethoxybenzyl)-4H-1,2, 4-triazol-3-yl)-2-
(1H-indol-3-yl)ethanamine
120 | (R)-N-(1-(4~(4-methoxybenzyl)-5-benzyl-4H- 483.3 484.0

1,2,4-triazol-3-yi}-2-phenylethyl)-2-amino-2-

methylpropanamide




(R)-N-(1-(5-(2-(1H-Indo1-3-ynethyl)-4-(4-methoxybenzyl).
4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-ypethyl)-2-(pyridin-4- yflacetamide
135 44 N-((R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1
,2,4-triazol3-y1)-2-(1H-indol-3-yl)ethyl)picolinamide 146 105
N-((R)-2-(1H-indo1-3-y1)-1-(5-phenethy1-4-pheny1-4H1,2 4-triazol-311)et
hYHrbelittatde 147 49 PCT/EP2006/007945
N-((R)-1-(5-(2-(1H-indo1-3-yl)ethyl)-4- ié ethylpheny1)-4H1,2,4-triazol-3-0
)-2-(1H-indol-3- yOethyI)p| canna mide

N- ((F ( e A2 A-trigzo-3-y1
)-2- (J)Ilﬁlnd -- i “‘ DA XA T
N-((R)-1-(5- (2 (15“95?9 etny‘(ln eth pxybenzy9

4/4-1 .F,ﬁ ﬁé} WA am cﬁ,b'loullldc %{:4'?9188
(35)-N-((R ? 4; rsgax p@(ﬂq- e Qﬁeﬁxﬁ b
triazol-3-y1)-2-(BHndol %Mgm&;cme 3- carboxamlde 157 160

N-((F)rds ﬁ? iﬁ_‘; 0 at?n){ L R Y % 507.3
triazol-3-y1)-2-41 ﬂ@%?zxmzmg @lgﬂé@gwde 158
amino-2-methyipropanamide
125 (8)-N-(1-{4-(4-mathoxybenzyl}-5-(3- 550.3 551.3
phenyipropyl)-4H-1,2,4-triazol-3-yl)-2-( 1H-
indol-3-yl)ethyl)-2-aming-2-
methylpropanamide
126 ¢ (8)-N-(1-{4-(4-methoxybenzyl}-5-benzyl- 522.3 5234
| 12,4-triazol-3-y1)-2-( TH-indok-3-yl)ethyi)-2- '
aming-2-methyipropanamide
128 | (R)-N-(1-{4-(4-nitrobenzyl)-5-phenethyi-4H- 551.3 551.9
1,2,4-triazol-3-yi}-2+(1H-indol-3-yl)sthyi)-2-
" amino-2-methylpropanamide
129 | {S)-N-{1-(4-(4-methoxybenzy!)}-5-phenethyl- 536.3 537.0
4H-1,2,4-triazol-3-yl)-2-{ 1H-indol-3-yl)ethyl)-
2-amino-2-methylpropanamide
130 (R)-N-{1-{4-(4-methoxyphenethyi)-5- -550.3 551.0
phenethyl-4H-1,2,4-triazol-3-yl}-2-(1H-indol-
3-yliethyl}-2-amino-2-methylpropanamide
1311 {R)}-N-(2-{1H-indol-3-y1}-14{5-phenethyl-4- 512.2 5128
{thiophen-2-yimethyl)-4H-1,2,4-triazol-3-
ylethyl)-2-amino-2-methylpropanamide
132 (R)-N-{2-(1H-indo!-3-yi)-1-{5-phenethyi-4- 507.3 508.4
(pyridin-2-yimethyl)-4H-1,2,4-triazol-3-
yl)ethyl)-2-amino-2-methyipropanamide
133} (R)-N-(-2-(1H-indol-3-yl)-1-(5-phenethyl-4- 533.3 534.0
{pyridin-2-ylmethyl)-4H-1,2 4-triazol-3-
yhethyl)piperidine-3-carboxamide
134 | (S)-N-((R)-1-(4-(4-ethylbenzyl}-5-phenethyl- 546.3 547.3
4H-1,2 4-triazoi-3-yl}-2-{ 1H-indo}-3-
yl)ethyl}pyrrolidine-2-carboxamide
135 | NA{{R)-1-(4-(4-ethylbenzyl)-5-phenethyi-dH- 506.3 507.3
1,2,4-triazol-3-y1}-2-( 1H-indo}-3-yl)ethyl)-2-
aminoacsetamide
1361 N-((R)-1-(5-(2-(1H-indol-3-yl)ethyl}-4-(4- 608.3 6104
methoxybenzyl)-4H-1,2,4-triazol-3-yi)-2-(1H-
indol-3-yl)ethyl)-2-(pyridin-4-yl)acetamide




70 N-((R)-1-(5-(2-(1H-indo1-3-y4)ethyl)-4-phenyl-4H-1,2 4-
triazol-3-y1)-2-(1H-indo1-3-yl)ethyl)piperidine-4- carboxamide 159 33
N-((R)-2-(1H-i ndo1-3-y1)-144-(2,4-d imethoxyphenyl)-5- h p
enethyl-4H-1,2,4-triazol-3-ypethyl)picolinamide 160 121
N-((R)-2-(1H-indo1-3-y1)-1-(442,4-dimethoxyphenyl)-5-

pwermtietedid-1,2 4-triazol-3-ypethyl)-2-(pyridin-2- yOacetawidg:2f3sm87945

N-((R)-2-(1H-indo1-3-y1)-1-(4-(2,4-dimethoxypheny1)-5-

phenethyl-4H-1,2 4-triazol-3-ypethyl)pi

N-((F)

) 1. /l—: hanzyl 4 //h\lrlnlln 2 /\mafh\ll\ A 1_2 4

Eagrl‘dine 4- carboxamide' 164 207

triazol

N-((R)-1-(4-befi?

(1H-i

‘ig?

dal
o

F%;ﬁf(ﬁ : ﬁé fgﬁ EANEARYE

Aol riazg
oun ﬁ y ’.ﬂﬁ“ Cﬁ!@@ﬁaml e\nana

_1860.373
l-3-y1)-2-
nide-175.144

|14 5613

138

T\I— R) -1 {H%ﬁsyibenzyl)-S-phenethyr4H~
1.2.4-triazol-3-y()-2-( 1H-indol-3-
yljsthyl}picolinamide

554.3

565.3

139

N-{(R)-1~{4-(4-sthylbenzyl}-S-phenethyl-4H-
1,2 4-triazob-3-y1)-2-{ 1H-indol-3-ylJethyl }-2-
aminopyridine-3-carboxamide

568.3

570.3

140

(28)}N-((R)-1-(4-{4-ethylbenzyl}-5-phenethyl-
4H-1,2,4-triazol-3-yi)}-2-( 1 H-indol-3-yi)ethyl)-
2-aminopropanamide

520.3

521.2

141

N-{{R)}-1-(4-(4-ethylbenzyl)-5-phenethyl-4H-
1,2,4-triazol-3-y1)-2-{ 1H-indol-3-
yhethyl)isonicotinamide

554.3

5654

142

N-({R}-2-{ 1H-indo!-3-yi)}-1-{5-phensthyl-4-
phenyl-4H-1,2 4-triazol-3-yl)ethyl)piperidine-
4-carboxamide

518.3

519.3

143

(28)-N-((R)-2-(1H-indol-3-yl)-1-(5-phenethyl-
4-phenyi-4H-1,2 4-triazol-3-
yhethyl)pyrrolidine-2-carboxarmide

504.3

505.1

144

N-{{R)-2-(1H-indo}-3-yl}-1-(5-phenethyi-4-
phernyi-4H-1,2 4~tnazol~3-yt)ethyl)-2-
aminocacetamide

464.3

465,1

145

N-({R)-2-{1H-indol-3-y1}-1-(5-phenethyi-4.
phenyl-4H-1,2,4-triazol-3-yl}ethyl)-2«{pyridin-
2-yhacetamide

526.3

527.2

146

N-({R}-2-( 1H-indol-3-yi)}-1-{5-phenathyl.4-
phenyl-4H-1,2,4-triazol-3-
yijethylpicolinamide

512.3

513.4

147

N-({R}-145-{2-(1H-indo!-3-yl)ethyl)-4-(4-
ethylphenyl}-4H-1,2,4-triazol-3-yl)-2-(1H-
indol-3-yl}ethyl)picolinamide

579.3

580.1

148

N-{({R}-1-{5-(2-(1H-indol-3-yl)ethyl}-4-(4-
sthylphenyl }-4H-1,2,4-triazol-3-y1}-2-(1H-
indol-3-yhethyi)-2-(pyridin-2-yhacetamide

583.3

584.2

148

N-{{R)-1+(5-(2-( 1H-indol-3-yl)ethyi}-4-{4-
ethylphenyl)-4H-1,2, 4-triazol-3-yl)-2-(1H-
indol-3-ytethyl)-2-aminocacetamide

531.3

532.2

150

(2S)-N-(R)-1-{5-(2-(1H-Indo}-3-yl)ethyl)-4-(4- | _

ethylphenyl}-4H-1,2 4-trazol-3-yi}-2-(1H-
indol-3-yi)ethyl)pyrrolidine-2-carboxamide

571.3

572.4




N-((R)-1-(5-(2-(1H-indo1-3-y1)ethyl)-4-phenyl-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-yDethyl)-2-amino-2- methylpropanamide 178
80 N-p)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-y1)-2-(1H-indo1-3-yl)ethyl)benzamide 179 62
N-((R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-
e 319384413 - (1H-indol-3-yOethyl)-2-amino-2- methylprop&6GarRIecysTI4s

189 N-1-((R)-1-(4-(2,4-d
|methoxybenzy1) 5 phenethyl -4H1,2,4

?rlézol-S-yl)-2-(1H-indo|-3-yl)ethy|

Jethamest
NaR;‘%( é‘s “ "@H{ at1 2473 548.0
triazgl-3-y1 rS‘é 16 184 5,9
N-((R ! FAtt=12
trlazol-ggj Qﬁ:{g&? rﬁxﬂ 5_ ﬁg 2H ;sy’?ran 4- ¢arbo¥drhide
186 175 (=2 q}agg@m]n- : phenethyl -43-1-
1,2,4- 2l MO ATENYIPTop, gamide
187 5_§6g(|: ﬁ%@féﬁ thm H%Y g dlméﬁ%xybenzyly&ﬂ
4H-1,2,4-riazol-3- y(g, ]3 déEé‘&lnﬁa)é tosy ethanamine
155 | (38)-N-((R)-1 (4- (4-ethylbenzyl)-5-phenethyl- 560.3 561.5
4H-1,2 4-triazol-3-yl)-2-( 1H-indol-3-
yhethyipiperidine-3-carboxamide
156 | N-((R)-1-(4-(4-ethylbenzy!)-5-phenethyl-4H- 568.3 569.1
1,2, 4-triazol-3-y1)-2-( 1H-indol-3-yhethyt)-2-
aminobenzamide
157 | N-({R)-1-(5~(2~( 1 H-indol-3-yl}ethyl)-4-phenyl- 551.3 552.2
4H-1,2 4-triazol-3-yi)-2-(1H-indol-3-
yllethylipicoiinamide
158 | N-({R)-1-(5-(2-(1H-indol-3-yl)ethyl}-4-phenyi- 557.3 558.1
4H-1,2,4-triazol-3-yl)-2-(1H-indol-2-
yllethylipiperidine-4-carboxamide
159 N-{(R}-2-(1H-indol-3-y(}-1-{4-(2,4- 572.3 573.4
dimethoxyphenyl)-5-phenethyl-4H-1,2 4-
triazol-3-yNethylpicolinamide
160 N-{(R}-2-(1H-indo}-3-yl}-1-{4-(2,4- 586.3 587.3
dimethoxyphenyl)-5-phenethyl-4H-1,2 4-
: triazol-3-yl)ethyl)-2-{pyridin-2-vl)acetamide
161 N-{(R)-2-{1H-indol-3-yl}-1-{4-(2 4~ 573.3 574.2
dimethoxyphenyl})-5-phenethyl-4H-1,2,4-
triazol-3-yl)ethylipyrazine-2-carboxamida
162 N-({R}-2+(1H-indol-3-yi}-1-(4-(2,4- 524.3 525.3
dimethoxyphenyl)-5-phenethyl-4H-1,2, 4-
triazol-3-ylethyl)-2-aminoacetamide
163 ‘N-{{R}-2-(1 H-indol-3-y1}-1-{4-(2,4- 578.3 579.4
dimethoxyphenyl}-5-phenethyl-4H4-1,2,4-
triazol-3-ylJethyl)piperidine-4-carboxamide
164 | N-{(R}-1-{5-benzyl-4-((pyridin-2-yhmethyl}- 513.3 514.3
41,2, 4-triazol-3-yi}-2-(1H-indol-3-
yhethyl)picolinamide
165 | N-((R)}-1-{5-benzyi-4-({pyridin-2-y)methyi}- 465.3 466.4

4H-1,2,4-triazol-3-yi)-2-( 1 H-indol3-yl )ethyl)-
2-aming-acetamide




188 87 N4(R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-
triazol-3-y1)-2-(1H-indol-3-ypethyl)-4-azidobenzamide 190 12

(2S)-N-((R)-1-(5-(2-(1H-indo1-3-ypethyl)-4-(4-
methoxybenzy1)-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-
yfleth4)-2,5-dihydro-1H-pyrrole-2-carboxamide Example 39 from WO
OWe4YPIRPIga. 5000
(R)-N-(1-(5-(tert-butylthio)-4-(furan-2-ylmethyl)-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-ypethyl)-2-amhifio-2- methylpropanamide

PCT/EP2006/007945

Example-8-from-W0O-00/54729 A2 ca. 20000
(S)-N- (P& h-NelR T (B hemrd s r2rybme v, o -3y G998 520.2
(benzyloxy)ethif}-bZtiRze 2 st kB Ramide Example 3 from A2 WO
00/54729-ca24 tner;qm~4~carboxamxde
“methyl®t )p%ﬁ@éﬂa'f\tie? gdﬁ‘ CriimstuiB-yoeth§BD-amino-29hathyl
propan amlég -1, %zé-énazoi- »—yl)-z 1H-indol-3-yijethyl)-
-amino-2-methylpropanamids
168 | N-({R)-1-(5-(4-methoxybenzyl}-4-phenethyl- 536.3 537.3
4H-1,2,4-triazol-3-yl)-2-{ 1H-indok3-yl)athyi)-
Z-amino-2-methyipropanamida
168 | N<{(R}-1-(5-benzyl-4-((pyridin-4-ylimethyl)- 513.3 514.2
4H-1,2,4-triazol-3-yl)-2-{1H-indol-3-
ylethyl)picolinamide
170 | N-{(R}-1-{5-benzyl-4-((pyridin-4-yl)methyl)- 485.3 466.1
4H-1,2,4-triazol-3-yi)-2-(1H-Indol-3-
yhethyl)2-amino-acetamide
171} (R)-benzyl-3-(2-aminoisobutyramido}-3-(5- 594.3 595.2
(2-(1H-indol-3-yl)ethyl)-4-(4-methoxybenzyl)-
4H-1,2 4-triazol-3-yl)-propanoate
172§ N-({R}-1-(5-benzyl-4-((pyridin-3-ylmethyi)- 4933 484.3
4H-1,2,4-triazot-3-y1)-2-(1H-indol-3-yljethyl)-
2-amino-2-methylpropanamide
1731 N-((R)}-1-{4-benzyl-5-phenethyl-4H-1,2 4~ 506.3 507.3
triazol-3-y1)-2-{ 1H-indol-3-yl)ethyl)-2-amino-
2-methylpropanamide
174 N-({R)-2-{ 1H-indol-3-y1)-1-(4-methyi-5- 450.3 451.3
phenethyl-4H-1,2 4-triazol-3- :
yhethylipicolinamide
175 | N-{(R)-14{5+{2-( 1 H-indol-3-yl)ethyl)-4-pheny!- 531.3 532.4
4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-yl Jethyl)-
2-amino-2-methyipropanamide
176 | N-{{R)-1-(4-(4-methoxybenzyl)-5-phenethyl- 555.3 556.2
4H-1,2 4-triazol-3-yl)-2-(1H-indo)-3-
yliethyl)benzamida
177 | (R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl- 635.3 §37.0
4H-1,2,4-triazok3-yl)-2-(1H-indoi-3-yl}-N-
phenyimethanesulfonylamine
178 | (R)-1-(4-(2,4-dimethoxybenzyi)-5-phenethyl- 635.3 636.3
4H-1,2,4-triazol-3-yl}-2-( 1H-indol-3-yl}-N-
tosylethanamine
179 N-({R}-1-(4-(2,4-dimethoxybenzyl}-5- 566.3 567.2

phenethyl-4H-1,2 4-triazol-3-yN-2-(1H-indol-
3-yliethyl}-2-amino-2-methylpropanamide




Example from page 175, WO 00/54729 A2 ca. 25000
(S)-N-(1-(1-benzyl-tetrazol-5-y1)-2-(benzyloxy)ethyl)-2-

amino-2-

methylpropanamide

WO 2007/020013PCT/EP2006/007945 -

183 - Ill) In vitro intracellular Calcium release assay using human GHS-R

la trans-?Wed CHO cells

The potential of the compounds of the

inVBAtEH Hhodulate GHS receptor activity 5 was assesseBFERRHVAIToS
intracellular Calcium release assay emplpying CHO cells that were
Release of mtracellular caIC|um or

transfected with human GHS R Ia

inhib
assa
Ovar th%l"i 9_ ted with
humagg R 0 plat Tto9¢ B
bottgm (F::;s gﬁ%ﬁgﬁé gﬁ{gﬁ{g,? g(ﬁmﬂ ngg] ). T%ﬁsﬁlent rransfections
were per ormedmlﬁlﬁ, Q.pj lectroporator (E_quibio)
accoread T 1o Tragsfeactedicettsyere
grown in Dﬂﬁéﬁ@m@%&g%%ﬁg%%% withgﬁ%he- nol res\cﬁi\ﬂ
supplemented with 1§afhiRami@ssential amino acids, 2 nM glutamine
and SYERtRNRGN RN, 3(3,5&@91%@9. j/imt) (e,gpyrcnc Sed oy
Cambrex) at 3G, Ddarfaaip)oiinidHiad atrr osphere for 24 hours. After
incubatioh traméegt%gﬂﬁmgebm withh 150p1 Buffey A [Hanks'
bal- PiBalieegrsall SQIRARfSDSER) B HRARRY 57 (EBSA (STO8RT 5
A-7906), (20, £-pigdel. ynMHIRBENARERH 7.4, dissolved in 1M
NaQH) ($igmatRr§die ij-ppanvatatibiemiqaded with fluoresgent calcium
indidaies Fluet@AMILOVHIRsHemRIRAE972) prgspared N BEEEEA,
additionaliytetanipisring)-Ar6 2ophasenicypeich Molecular probes P6867) (a
mildrioni¢ detergeabvehigttHacditaips-B-luo-4AM ester loading).(Loading:
100p1 25 per well oinBtifipnpacantaining 120pl/m1Pluronic|Acid and 1 pM
Fluo-488V1 wéasatldg-te4heaefiskybenzyl)-5- 598.3 509.1
phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-
3-yhethyi)-2-amino-3-phenylpropanamide
187 | (R)1-{5-(2-(1H-indol-3-yethyl)-4-(2,4- 674.3 675.0
dimethoxybenzyl}-4H-1,2 4-triazol-3-y1)-2-
{1H-indol-3-yl}-N-tosylethanamine
188 N-((R}-1-(4-(2,4-dimethoxybenzy!)-5- 626.3 627.3
phenethyl-4H-1,2,4-triazol-3-yl)-2-( 1H-indol-
3-ylYethyl)-4-azidobenzamide
189 | N-benzyl-(R}-1-(4-(2,4-dimethoxybenzyl)-5- 571.3 572.3
phenethyl-4H-1,2,4-triazol-3-y)-2-(1H-indol-
3-yl)ethanamine
190 | (28)-N-({R}-1-(5-(2-(1H-indol-3-ylethyl)}-4-{4- 5856.3 586.2
methoxybenzyl)-4H-1,2,4-triazol-3-yl}-2-(1H-
indol-3-yljethyl)-2,5-dihydro- tH-pyrrole-2-
carboxamide




After loading with Fluo-4 AM, transfected cells were incubated for 1 hour

in the dark at 37 C. Compounds to be tested were dissolved in Buffer
A in triplicates at a concentration 30 of 104 M and distributed into another
96-well plate (Fisher Labosi Al210500). - 184 - Following incubation,
excess Fluo-4AM was removed, 100p1 of Buffer A was added to each

WE b BB temperature and immediately removed by aspimstiDReZitdse 7945
was then repeated, before adding 50p_].1§’§1jfer A to each well.

Transfected cells were further incubated room temperature for 30 min to
allow iy conteis AecesiatiipatonRidp e (WRHE MR Y- RAIERS from trans-
Subseqqugx,ﬁ%tgﬁlﬁt:eﬁ the black-bottom plate containing transfected
cells and the microtiter pﬁa )—2 containing the compounds to be tested, were
then placed into a temperature-regulated (25C) FlexStation machine
(benchtop scanning fluorometer Flex Station I, Molecular Devices,
Sunnyva\p@? EHfrEriacesin) HengErk ik shies wgse pedrmed sareitiants Guer-
Simcdavhiroetidh VI diéribitbe| 2098, B60T¢3A203. intensity increase upon
binding ?f ??I iLkm, fluorescence outEut can be used direggg asa
proportional eSS A SRREEE SR A AR LRPe g0 epithelpiirsl fivs cdfally
outperifl iR aupisfcidaele (HSAREINMBRINERXHI01LS savotaiy, HBttiwens tran-
50p 1 stdrifyetraesforteiviis Harae Gt 1a/epRa(cosnalisallyaditriudashiniozoos,

the wgdls goniataNadas HaRrieF aghnglbs LR fﬁHﬁé?ﬁ%‘?Q&%ﬂ%{ﬁW%hs

then rec for a fyrther.45 s xcitation and emission wavelengt
e BB M R R R 8 i R il B SRR, 1
Fluo-EHRfysipie qopdiiensLydl 62 pMW iR b Amesham He thenmesead: or
variedbsetessd odBeLibg 00rgritrim jcomipes nddsfiba svesgonnal fluorescence
output of dye-lpaded transfected cells upon incubation with the

compouh¥EYBHE RIS SAEY BERILRHSBR SsRITE! 1 IraRn G B was
was ETRaRHERS Ry teiHaremsntanf ¢ mdictatrligthnetf wijleitomesiolotcansfaiitohs
cills atite 124 vingbuisdi 10 Mror eaah earp@eRtdn BentpsérskrbanaRmin
fluorgggamce output upon addition of 25 the respective compound was
compared with the basal fluorescence output measured with a negative
control, Nenspddfttorin8Dgpive$ iderfifed Aisiogteansiesste d eB M ohdyrelinl Meeabititng
and %@ﬁ&rﬁ@@i&lﬁb@@@ﬁb &ﬁﬂimmrfﬂ)d@%‘%gg@ﬂ%ﬁ@éﬁd s G@h&k&l@hﬁ?&ﬁ&}f&a
was Y 0 1e. maximum Jevel .
gPOO\‘%’pé ac i@veﬁvit éYf é?\ﬁga%l}%%ﬁﬁlggo':%% %%%@ﬂ%‘gﬂnﬁ!aesq?o%?ev?gésféaesr_"ve
ht WEPLIRIARHIRIGANS tNES HhRepidiemyyRmernise thpames il b lvehice-
detefoltheashiSitigrd58 odd-Tos frbh&8)clfiveM MaGi5 2. AabETNA, coxhPOHdsw/iv)
to bexteoteThig! ane tesilsatinatpsooid Soraeepiara ias tediriad! R 303 Mtha-
Kb (ag ist di iafl a r rmi Si
S R S L LR R C
concentfation)cé@abonaiiiest nampoalisutatdddis Htehinalitenecsiraticonel

2HSeepBtY A0IAURAs BeRirhiRatiPieSRMRIMA esReRas BB hiRla,
by 5%’9}&%}{%@” é%ﬁﬁégnﬁa?ng i\ﬁﬁéh&ggeng-musoff Equation

(Lazareno S and rinacol Sol. 1993,
14(6):237 u38)okig tdelrestissidbameb excalleuled RUnlRAJERN Y R RO
of thg i ydygieiiacehitison to an example of the prior art, ICs; values given are the

mean of at least iwo independent experiments performed in triplicates.

30 Figures 1 - 13 show the measured competition plots of the GHS-R 1a Receptor--
ligand binding assay with '*I-His®-ghrelin and the selected compounds 9, 31, 39, 45,
50, 62, 64, 71, 73, 74, 79, 81 and 90.



10 Calcium release assay with human GHS-R la transfected CHO cells of
the selected compounds 1, 9, 12, 20, 22, 31, 39, 41, 42, 45, 46, 47, 48,
49, 50, 51, 55, 62, 64, 67, 71, 73, 74, 79, 81, 90 and ghrelin as well as
individual EC 53 and Kl values for agonistic compounds and IC50 and Kb
values for antagonistic compounds. 15 WO
2BEAYPEEYIPCT/IEP2006/007945 - 186 - IV) Assaying in ViGHERRH06/007945
concentration in the plasma of male raggips GH plasma concentrations
of male rat pubs were assayed to characterize the modulation effect
(antafpritstic GHEGRNisReyaittindigow poudndsaesipesstveniian(itpinglbeOtdba
receptor analqgihioenidfecteHeREMBIRIE caRFRYHIG N Vivo GH
concentration in rat plasma was performed according to Torsello etal.
(Eur..J.Pharmacal, 1998, 360: 123-129). Male Sprague-Dawley rat
pups| (Chaglgs RiveiGiisaftda Jtaly) were separgiadh R Rgsipatal day seven
from ltheir mothers e FMH nmly redistributed to the dams, so that 10
eachjone nurtured ften to tWeRpAURS-@ 1 Raskhatalelayiem dhe pups
were|again $eparated TRm tidishetmotivengy!)-FFHe2ebingothds 2d Ibeitdstad
wereldissolved in Solvent [DIMSHY[RAmIsE¢otairviprersesmistiled water (4

% of total volume), brought fa-the final yolume with 19lagic n
150ne hougafter sepagation%ﬂ%ﬁ%&ﬁ%&?ﬁ%ﬁ%ﬁ@é@%ﬁ?h&
isovalumettic amounts of theneanpapagisriosbe tested (160 pg/kg body
weigntscattme=10-mimad 'Lhz_l‘lqad:é%yiptcllcéd with Fg%a%%ggw
pg/kg body yeightis.c.) or s¢fue [SMON Qj erbet %/2 ‘ min
later by dec%vpitaticn. 'I'}r‘gnk g%%ﬁ ]'&3%@' gzgﬂ AR iged
and plasma Samp! swere-stored.-at =20.C until FIQQQde for the 20
detefmination of OH concen{fjdfis(Riasyia-Phplabaesntiatiang) Wware2 4-
measured uking a fat §BwthiTRapTToAE2d i nde-fyhethb2sarmipded- (SPIbio,
Frange, cat. no. 589601) actBFHMBARE HRanufacturer's instructions.
Valups are expresged in tering A MR BK WG Bih Hangardharrency 2
IU/mg) as réy/mL of plastna iwdueyliari 0f deiesion caleu airelas/ib@yl)-2-
congdentration producing 15%ardisplanehyiantpahamidal tracer was 0.5 ng/ml;
intrafassay and Inter-assay LQetficient ot variation are 4% (nm=24)and-149%
(n=9). In ghe follc Win%tablg%}é%gg%%ﬁ)%g@@ ” ‘@m@;)
of the invention ar¢ presentqﬁetwggﬁz)ag@ *Relative B coheentraton

H 1 =a £+ L +h | {Fa¥a 1 1
in rap-ptasmearaftertreatment-with-selected-compounds-ef-the-invention

(160 pg/kg body weight s.c. (BhdifGr{Adkaetiox 5@@@%@)@@%@@%@2@#
and/pr solvént Treptmth G &%@;@Qﬁf'ﬁﬁ%‘ﬁ'ﬁéﬁﬂtﬁ'am'"°'2'

yipropanamid

tvnni-mnv-\

(R)-N-(1(5«(2-(1H-indol-3-yw)ethyl)-4-benzyl-4H-1,2,4-
8 18 triazol-3-yi)-2-{ 1H-indol-3-yl)ethyi }-2-amino-2-
methylpropanamide

(R)-N-(1-(5~(3-{ 1 H-indol-3-yl)propyl}-4-benzyl-4H-1,2 4
9 48 triazol-3-yl)-2<(1H-indol-3-yllethyl}-2-amino-2-
methylpropanamide

(R}-N-(1-(5+(3-(1H-indok-3-y!)propyl}-4-(3-
10 32 imethoxybenzyl}-4H-1,2 4-triazol-3-yl)}2+(1H-indol-3-
vijethyi}-2-aminc-2-methylpropanamide

(R)}-N-(1-(5+3-(1H-indol-3-yl}propyi}-4-(naphthalen-1-
11 137 lyimethyl)-4H-1,2 4-triazol-3-yl)-2-(1H-indol-3-yl)ethyl)-2-
amino-2-methylpropanamide




solvent 4,008 t 0,469 hexarelin 162,839 t 21,095 compound 1 n.d.
compound 1 + hexarelin 80.22 18.66 compound 12 4.0 0.12 compound
12 + hexarelin 200.0 t 19.7 compound 20 5.27 t 0.59 compound 20 +
hexarelin 220.51 t 15.52 compound 22 4.88* 0.33 compound 22 +
hexarelin 239.91 t 19.75 compound 47 5658 t 1,192 compound 47 +

h#rediri020013

PCT/EP2006/007945

-174-

12

(R}-N-(1-(5<(2 1 H-indol-3-ylethy!)-4-(4-methoxybenzyl)-
4H-1,2,4-triazol-3-y1)-2-( 1 H-indol-3-yl)ethyl)-2-amino-2-
methylpropanamide

13

138

(R)-N-{1-(4-(4-methoxybenzyl}-5-benzyl-4H-1,2 4-triazok
3-yl}-2-{1H-indol-3-yi)ethyl)-2-aming-2-
methylpropanamide

14

150

(R)-N-(1-(5-(3< 1 H-indol-3-yl)propyi)-4-(4-bromobenzy!)-
4H-1,2,4-trizzol-3-yl)-2-{1H-indol- 3~y!)ethyl)—2-amano-2-
methylpropanamide

15

120

(Ry-N-{(1-(5-(2-(1H-indol-3-yl)ethyt)-4-hexyl-4H-1,2,4-
triazof-3-yi)-2-(1H-indol-3-yl)ethyl)-2-amino-2-
methylpropanamide

16

240

(R)}-N-(1-(5~(3-(1H-indol-3-yl)propyl)-4-hexyl-4H-1,2,4-
triazol-3-yt)-2-(1H-indol-3-yl)ethyl)-2-amino-2-
methylpropanamide

17

156

(R)-N-{1-{4,5-bis(2-(1H-indoi-3-ylJethyl}-4H-1,2 4-triazoi-
3-yh)-2-(1H-indol-3-yl)ethyl}-2-amino-2-
methylpropanamids

18

83

(S)>N-(1-{5-(2-(1H-indol-3-yl)ethyl)-4-(2,4-
dimethoxybenzyl}-4H-1,2 4-triazol-3-yl)-2-(1 H-indol-3- -
v )ethy!}Z—amino-z-methyipropanamide

19

78

(FR)-N-{1-(4-(3-methoxybenzyl)-5-phenethyi-4H-1,2,4-
triazol-3-yl}-2-(1H-indol-3-yi)ethyi}-2-amino-2-
methylpropanamide

20

14

(RY-N-(1-(4-{4-mathoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-yl}-2-{ 1 H-indol-3-yl)ethyl)-2-amino-2-
mathylpropanamide

21

203

(R)-N-(1-(5-{2+( 1H-indol-3-yl)ethyi)-4-(3,5-
dimethoxybenzyl)-4H-1,2 4-triazol-3-yi)-2-{1 H-indol-3-
yhethyl)-2-amino-2-methylpropanamide

22

12

{R)-N-{1-{4<4-methoxybenzyl}-5-(3-phenyipropyl}-4H-
1,2.4-triazol-3-yl}-2-(1H-indol-3-yl)ethyi-2-amino-2-
methylpropanamide

23

37

{(R»N-{1-(S<3-(1H-indol-3-yl)propyl)-4-(4-
methoxybenzyl}-4H-1,2,4-triazol-3-yi)-2-{ 1 H-indol-3-
yl)e;hyi)-Z—amino—Z—methyl propanamide

24

29

{R)-N-{1-(4-(2-{1H-indoi-3-yi)ethyi)-5-(3-(1 H-indo!-3-
yl)propyl}-dH-1,2,4-trtazol-3-y1}-2-( 1 H-indol-3-ylJethyl)-2-
amino-2-methylpropanamide




160,857 13,52 compound 39 5,509 t 1,950 compound 39 + hexarelin
82,481t 11,530 compound 31 119,937 t 33,054 compound 31 + hexarelin
103,528 t 14,094 compound 48 6,096 t 2091 compound 48 + hexarelin
145,946 t 12,159 compound 44 87 520t 15,068 compound 44 +
hexarelin 100,52 t 12,112 solvent 2,237 t 0,073 hexarelin 170,101 t

1\‘?(%%7/029013

PCTI/EP2006/00°7945
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25

96

(R)-N-(1~(5-(2-{1 H-indol-3-yl)ethyi}-4-(2-methoxy)benzyl)-
4H-1,2 4-triazol-3-y1 }-2-(1H-indol-3-yl)ethyi}-2-amino-2-
methylpropanamide

26

56

(R)-N-(1-(4-(2-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-yl)-2-(1H-indol-3-yl)ethyl}-2-amino-2-
methylpropanamide

27

126

(R)-N-(2-(1H-indol-3-yl}-1-(4-(naphthalen-1-yimethyl)-5-
phenethyl-4H-1,2,4-triazol-3-yi)ethyl }-2-amino-2-
methylpropanamide

28

78

(R)-N-(1-(5-(2-{1H-indol-3-yl)ethy!)}-4-(3,4-
dichlorobenzyl)-4H-1,2,4-triazol3-yl)-2-( 1 H-indol-3-
yljethyl}-2-amino-2-methylipropanamide

29

6a

(R)-N-(1-(5-(2-(1H-indol-3-yl)ethyl)-4-(4-fluorobenzyl)-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-yl)ethyl)-2-amino-2-
methylpropanamide

30

171

(R)-N-(1-(4-(4-luorobenzyl)-5-benzyl-4#+-1,2, 4-triazol-3-
yl}-2-(1H-indol-3-yi)ethyl)-2-amino-2-methylpropanamide

K|

05

(R}-N-{1<{5-(2-(1H-indol-3-yl)ethyl}-4-(2,4-
dimethoxybenzyl}-4H-1,2,4-triazol-3-yl}-2-(1 H-indol-3-
yljathyl)piperidine-4-carboxamide

32

10,3

(R}-N-(1-(5-(2-{1H-indol-3-yl)ethyi}-4-(2 4~
dimethoxybenzyl)}-4H-1,2,4-triazol-3-yl)-2-(1 H-indol-3-
yljethyl)piperidine-3-carboxamide

33

30

(R)-N-{1-{(4~(4-methylbenzy!}-5-(3-phenylpropyl}-4H-
1,2,4-trigzol-3-yl)-2-(1H-indol-3-yl)ethyl)-2-aming-2-
methyipropanamide

34

28

(RY-N-(1-(5-(2-{1H-indol-3-yl)ethyl}-4-(4-methyibanzyl)-
4H-1,2,4-triazol-3-yi)}-2-(1H-indol-3-yl)ethyl)-2-amino-2-
methylpropanamide

36

83

(Ry-N-(1-(5-(2-(1H-indol-3-yl)ethy!}-4-(2,4-
dimethoxybenzyl)-4H-1,2,4-triazol-3-yl)-2-(1 H-indol-3-
ylethyl)piperidine-2-carboxamide

37

136

(R)-N-(1-{4-(4-methylbenzyl}-5-phenethyl-4H-1,2,4-
triazol-3-yl}-2-(1H-indol-3-yl)ethyl)-2-amino-2-
methylpropanamide

38

112

(RyN-(1-(8-(2<1H-indol-3-yl)ethyl}-4-(2,4-
dimethoxybenzyl}-4H-1,2,4-triazot-3-y1)-2-(1 H-indol-3-
yljethyl}-2-aminobenzamide '




compound 9 13,016 t 1,960 compound 9 + hexarelin 183.562 t 16.729 -
188 - compound 39 5.509 1.95 compound 39 + hexarelin 82.481 11.53
compound 50 9.852 1.040 compound 50 + hexarelin 164,459 4.443
compound 64 13.056 2.169 compound 64 + hexarelin 138.394* 14.580
solvent 10,729 2,027 hexarelin 253,820 12,268 compound 71

WO 2007/020013

PCT/EP2006/007945

- 176 -

40

249

(2S,4R)-N-{{R}-1~{4-(4-methoxybenzyi)-5-phenethyl-4 H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-y)ethyl)-4-
hydroxypyrrolidine-2-carboxamide

41

16

(S)-N-((R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4HH-1,2,4-
triazol-3-yi}-2-(1H-indol-3-ylethyl\piperidine-3-
carboxamide

42

(R)-N-({R)-1-(4-(4-methoxybenzyl}-5-phenethyl-4H-1,2,4-
triazol-3-yi}2-( 1 H-indol-3-yl}ethyl)piperidine-3-
carboxamide

43

{R)y-N-(1-(4-(4-ethylbenzy!}-5-phenethyl-4H-1,2 4-triazol-
3-yl}-2-{1 H-indol-3-yl)ethyl - 2-amino-2-
methyipropanamide

44

0.6

(R)-N-{1-(4-{4-methoxybenzyi)-5-phenethyl-4H-1,2 4
triazoi-3-yi)-2-(1H-indol-3-yl)ethyipiperidine4-
carboxamide

45

0,3

(R)-N-(1-(5-(2-( 1 H-Indol-3-yhethyl}-4-(4-methoxybenzyl)-
4H-1,2,4-triazol-3-yl)-2-(1 H-indol-3-y)ethyl)piperidine-4-
carboxamide :

46

12

{8)-N-({R}-1-{4-(4-methoxybenzy!}-5-phenethyl-4H-1,2 4-
triazol-3-yl}-2-(1H-indol-3-ylJethyl)pyrrolidine-2-
carboxamide

47

27

(R)-N-({R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-yi)-2-{ 1H-indol-3-yi)ethyl)pyrrolidine-2-
carboxamide

11

(8)»N-{(R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-yl}-2-(1H-indol-3-yl)ethylpiperidine-2-
carboxamide

23

{{R)-N-({R)-1{(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2 4-

triazol-3-yl}-2-(1H-indol-3-yl)ethyl)piperidina-2-
carboxamide

50

56

(R)-N-(1-(4-{4-methoxybenzyi)-5-phenethyl-4H-1,2,4-
triazol-3-yi}-2-{ 1H-indol-3-yijethyl)-2-amincacetamide

51

(R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-y1}-2-{ 1H-indol-3-yl)ethyi}-2-(pyridin-2-
yllacetamide

53

18

{R)}-N-(1-{4-{4-methoxybenzy!)-5-phenethyl-4H-1,2,4-
triazol-3-yi)}-2-(1H-indol-3-

yllethyl)cyclohexanecarboxamide .




15,326 1,355 compound 71 + hexarelin 173,611 18,4-44 compound 74
10,571 0,791 compound 74 + hexarelin 194,564 7,658 compound 81
18,634 2,933 compound 81 + hexarelin 216,575 19,734 compound 90
16,857 2,152 compound 90 + hexarelln 218,844 19,723 WO
2007/020013PCT(EP20061007945 - 189 - V) Assaying the feeding
bBRLANBOHESY intake) of young-adult male rats  The impa®CaTEr2006/007945
compounds of the invention being GH ceptor analogue ligands on the

feeding behaviour, i.e. food intake, of_young-adult male rats was assayed.
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(8}-N-1 «(5+(2-(1H-indol-3-yl)ethyl)-4-benzyl-4H-1,2,4-
triazol-3-yl}-2-(1H-indol-3-ylethyl)piperidine-3-
carboxamide

§6

59

(R)-N—(1-(4~(4—methoxybenzyl}-5—phenethyi~4H-1 2,4~
trlazo!-s-yl)-2~(1Hnindoi-s-yl)ethyl)»3-aminopropanamide

87

140

(.$)-N-((R)-1-(4—(4—methexybenzyi »-5-phenethyl-4+-1,2 4-
triazol-3-yl)-2-(1H-indol-3-yl)ethyl)-2-aminopropanamide

58

28

(R)~N—( 1-(4-(4-methoxybenzyl}-5-phenethyl-4H-1,2,4-
triazol-3-yl}-2-( 1 H-indol-3-yl)ethyl)-2-(pyridin-3-
yt)acatamide

§9

173

(R}-N—( 1-{(4-(4-methoxybenzyl)-5-phanethyl-4H-1,2, 4~
triazol-3-y1)-2-(1H-indol-3-yi)ethyl)-3-(pyridin-3-
yl)propanamide

€0

61

(RFN-(1-(6-(2-(1H-indol-3-yl)ethyl)-4-benzyl-4H-1,2,4-
triazol-3-y1)-2-{1H-indol-3-yi)athyl)}-2-(pyridin-2-

. [yl)acetamide

61

34

(R}-N-(1-(6-(2-{1H-indoi-3-yl)ethyl}-4-(2,4-
dimethoxybenzyl)-4H-1,2,4-triazol-3-yt)-2-(1 H-indo}-3-
ylyethyl}-2-(pyridin-2-ylacetamide

62

0,9

(R)-N~(1-(4—(2.4—dEmethoxybenzyl)—ﬁ-phenethyMH—T,2,4-
triazol-3-yl)-2+(1H-indol-3-yl)ethyl)piperidine-4-
carboxamide .

63

210

(R)—N-((R)~1-(4-(2,4—dimethoxybenzyt)-S-phenethyi-4H-
1,2,4-triazol-3-y1}-2-( 1H-indol-3-yi)ethyi)piperidine-2-
carboxamide

64

1,1

(F_?)—N—( 1-(442,4-dimethoxybenzyi)-5-phenethyl-4H-1,2,4-
triazol-3-yi}-2-(1H-indoi-3-yl)ethyl)picolinamida “

65

58

({?)—N-(! -(4~(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-yl}-2-{1H-indol-3-yl)ethyl)isonicotinamide

66

(f}’)—N—( 1-(442,4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-ylethyl)pyrazine-2-

carboxamide




10Rats had 1 week

of acclimation in individual home cages, and animal

room condi- tions (222C, 65% humidity, artificial light from 08.00 to 20.00
h). The following week, they were daily trained to mimic the experimental
procedure. Rats maintained free access to dry pellets and tap water
throughout the whole experimental period. At the end of training, rats were
aviamieterediaround 10.00-11.00 a.m.) subcutaneously witkdinedbes/ce7945
compounds to be tested (160 pg/kg body weight) and/or hexarelin (80

pa/kg body weight)
water (4 % of total

and/or solvent pmsdé7®-4% of total volume), distilled
olume). brought to the final volume with physiological

tested on sthulateq

salin%]. Hexarelin
animals were returr

was used 8. Aiyqy.dhe sHerk I BHRALH %FPwlbf
| feedding aﬁ‘;‘ btresdataly “19)098?»‘% e
ed to 20 eashokanie cages, WhICh contalned a known

amount of standard
following 6 ggurs, tl
to thg nearest 0.1 g,

o R

Food in ak,gdmﬁdgormallzed

faad-aatan-norl100 o Innrlu \mnunhf of

the ragts-and-expres
rats. Ir% he foll
of the inventfon 25

(g foqd/100 g body

cu asS gl Illo UI roUO CatC T PTTr1Ioog oo

bwing ta K@Mk(ﬁt@'@ﬁfandebﬁfwwmdeom ounds
are %ese B@ﬁfh ’g{am *P‘éf’{l‘é a*‘m%’%‘féﬁﬂ‘ﬂ%ﬂm

weight) vou gEanioRE é? {&% 2 hours and 6 hours

and after treatment
body|weighf&.c.) ai
solvent Treatment

with selemawmnmm@mrm SMRIARABE pa/kg
nd/o€hex 3:he1ath PB4t g, dvieigiol- Sty p dmehiadol-3-
Cumulatipd elkingXearorasnirs) Cumulative food

intake (after 6 hour
0,194 1,034 t 0,1

5) soIvent 5\; ﬁv’iﬁﬁz q OtQ hgx refin 0,533
; % -yijethyi)-4
9731g0m 1- 2 4—tnaz§f-3—;(l)~2 {1H-indol-3-

yhethyl}pyrazine-2-carboxamide

72

(R)-N-{(1-(6-(2-(1H-indoi-3-yl)ethy!}-4-(2, 4~
32 dimethoxybenzyl}-4H-1,2,4-triazol-3-yi}-2-(1H-indol-3-
ylyethyl)-piperazine-2-carboxamide

73

(RY-N-(1-(5-(2-(1H-indol-3-yl}ethyl}-4-(2,4-
1,8 Idimethoxybenzyl)}-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-
yliethyl)picolinamide

75

140 ({?}—N-('l -(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-y)-2-(1H-indol-3-yl)ethyl)-2-aminoacetamide

78

(R)-N-(1-(4-{4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
14 triazol-3-yl)-2-( 1H-indol-3-yl)ethyl)pyrazine-2-
carboxamide

77

119 ({ R)-N-(? <(4-(4-methoxybenzyl}-5-phenethyl-44-1,2,4-
triazol-3-yi)-2-(1H-indol-3-yl)ethyl)lisonicotinamide

78

(R)W—{ 1-{4-{4-methoxybenzyl}-5-phenathyl-4H-1,2,4-
54 triazol-3-yi}-2-(1H-indol-3-yhethyl)-piperazine-2-
carboxamide

79

07 (8)-—!&’-(1 (4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
' triazol-3-yl)-2-(1H-indol-3-yl)ethyl}picolinamide

80

19 (R)-N={1-(5-(2-{1H-indol-3-yl)ethyl}-4-(4-methoxybenzyl}-
' 4H-1,2,4-triazol-3-yi)-2-(1H-indol-3-yl)ethyl)picolinamide




0.06 t 0.03 compound 1 + hexarelin 0.06 t 0.02 0.33 t 0.21 compound 12
0.03410.011 0.06 t 0.019 compound 12 + hexarelin 0.13t0.07 0.48 t
0.22 compound 20 0.01 0.2 t 0.19 compound 20 + hexarelin 0.53t10.21
0.6310.19 compound 22 0.01 0.44 t 0.2 compound 22 + hexarelin 0.67 t
0.12 0.86t 0.18 compound 47

WO 2007/020013

PCT/EP2066/00:7945
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81

18

(R)-N-(1-(5~(( 1H-indo!-3-yl)ethyi)}-4-{4-methoxybsnzyl)-
AH-1,2,4-triazol-3-y1)-2-( 1 H-indol-3-ylYethyl)-piperazing.2-
carboxamide

82

51

(R)-N-{1-(4-(4-ethylbenzyl)-5-phenethyl-4+-1,2 4-triazol-
3-yl)-2-(1H-indol-3-yl)ethyl)-2-(pyridin-2-yl}acetamide

83

19

{R)-N-{1-{4-(4-ethylbenzyl)-5-phenethyl-4H-1,2 4-triazol-
3-yl}-2-(1 H-indol-3-yi)ethyl)piperidine-4.carboxamide

84

247

(R)-N-{1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2,4-triazol-
3-yhj-2-(1A-indol-3-yljethyl)- piperazine-2-carboxamide

88

89

(R)-N-{1-(4-(4-sthylbenzy!)-5-phenethyl-4H-1,2 4-triazol-
3-yl)-2-( 1H-indol-3-yl)ethyl)pyrazine-2-carboxamide

86

143

(R)-N-(1-{5-(2-( 1H-indol-3-y)ethyl)-4-(2,4-
dimethoxybenzyl)-4H-1,2,4-triazol-3-yl)-2-(1 H-indol-3-
yiathyl)-2-cis-aminocyclohexanecarboxamide

87

10

(S)-N-((R)-1-(5-(2-(1H-indol-3-yl)ethyl}-4-{4-
methoxybenzyl}-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-
ylyethyl)piperidine-3-carboxamide

88

29

(R)-N{(R)-1-{(5-(2-( 1H-indol-3-yl)ethyl)}-4-{4-
methoxybenzyi)-4H-1,2 4-triazol-3-yi)-2-(1H-indo}-3-
yijethyhpiperidine-2-carboxamide

89

(8)-N-((R}-1-(5+(2-(1H-indol-3-yt)ethyl)-4-(4-
methoxybenzyl}-4H-1,2 4-triazol-3-y1)-2-{ 1 H-indol-3-
yhjethyl)pyrrolidine-2-carboxamide

20

28

(R)y-N-{(R)-1-(5-(2-(1H-indol-3-yl)ethyl)-4-{4-
methoxybenzyl}-4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-
yhethyl}pyrrolidine-2-carboxamide

81

11

(R)-N-{1-(5-(2~(1H-indol-3-yl)ethyi}-4-(4-methoxybenzyl)-
4H-1,2,4-triazol-3-yl)-2-{ 1 H-indol-3-yl)ethyl)-2-(pyridin-2-
ylacetamide

82

200

(R)-N-(1-(6+(2-(1H-indol-3-yl)ethyl}-4-(4-bromobenzyl)-
4H-1,2,4-friazol-3-yl)-2-( 1H-indol-3-yljethyl)-2-amino-2-
methyipropanamide

94

255

(R)-N~(2-(1H-indol-3-y})-1-(5-phensthyl-4-(thiophen-2-
yimethyl}-4H-1,2,4-triazol-3-yDethyl)piperidine-4- -
carboxamide




0,006 t 0,002 0,02 t 0 compound 47 + hexarelin 0,35t 0,201 0,47 t 0,1943
compound 44 0,43t 0,0721 0,7075t 0,1471 compound 44 + hexarelin
1,2667 10,1319 1,40331t0,1177 solvent 0,184t 0,111 0,497t 0,183
hexarelin 0,536t 0,176 0,594 t 0,169 compound 9 0,01 0 0,01 0
compound 9 + hexarelin 0,0104 t 0,0032 0,0231 *0,0032

WO 2007/020013

PCT/EP2006/007945

- 180 -

108

250

(R}-N-{144-(3,5-dimethoxybenzyl)-5-benzyl-4H-1,2,4-
triazol-3-yl)-2-(1H-indol-3-yl)ethyl}-2-amino-2-
methylpropanamide

136

106

(R)-N—(1—(5-(2~(1H—indol-3-y£)ethy[)-4—(4—methoxybenzyl)-
4H-1,2,4-triazol-3-yl)-2{1H-indol-3-yl)ethyl}-2-{ pyridin-4-
yhacetamide _

138

N-((R)-1-(4-{4-ethylbenzyl)-5-phenethyl-4H-1,2 4-triazol-
3-yl}-2-(1H-indol-3-yi)ethylpicolinamide

146

105

N-((R)-2<(1H-indol-3-y1)-1-{5-phenethyl-4-phenyl-4H-
1.2,4-triazol-3-yl)ethyl)picolinamide

147

49

N-{(R)-1-(52 1 H-indol-3-ylethyl)-4-{4-ethylphenyl)-4H-

- |1,2,4-triazol-3-y1}-2-{ 1H-indol-3-yl)ethy!)picolinamide

148

N-((R)-1-(5~(2-{1H-indol-3-yl)ethyl)-4-(4-ethylphenyi}-4H-
1,2,4-triazol-3-yh}-2-( 1 H-indol-3-yl)ethyl)-2-(pyridin-2-
yi)acetamide

152

138

N-((R)}-1-(5+2+1H-indol-3-y)ethyl)-4-(4-methoxybanzyl)-
4H-1,2 4-triazol-3-y1)-2-{1H-indoi-3-yhethyl)-2-
aminoacetamide

156

188

{(38)-N-{(R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4/-1,2,4-
triazol-3-yi)-2<{1H-indol-3-yDethylpiperidine-3-
carboxamide

187

160

N-((R)-1-(5+(2(1H-indol-3-yl)ethyl}-4-phenyl-4H-1,2 4-
triazol-3-yl}-2-(1H-indol-3-yl)ethyl)picolinamide

158

70

N-((Ry-1<(5-(2-(1H-indol-3-yhethyl)-4-phenyl-4H-1,2, 4
triazol-3-yl)-2-(1H-indol-3-yljethyl)piperidine-4-
carboxamide '

159

33

N-{(R)-2-(1H-indol-3-yl)-1-(4-(2,4-dimethoxyphenyl)-5-
phenethyl-4H-1,2,4-triazol-3-yl)ethyl)picolinamide

160

121

N-((R)-2-(1H-indol-3-yi}-1-(4-(2,4-dimethoxyphenyl)-5-
phenethyl-4H-1,2,4-triazol-3-yl)ethyl)-2-(pyridin-2-
yhacetamide

163

53

N-((R)-2-(1H-indol-3-yl)-1-(4-(2,4-dimethoxyphenyl)-5-
phenethyl-4H-1,2,4-triazol-3-yi)ethyl )piperidine-4-
carboxamide '

164

207

N-((R)-1-(5-benzyl-4-((pyridin-2-y)methy!}-4H-1,2 4-
triazol-3-yl}-2-( 1H-indol-3-yl)ethyl)picolinamide




solvent 0,184t 0,111 0,497 t 0,183 hexarelin 1,060t 0,143 1,138t 0,114
compound 13 0.057* 0,057 0,167 t 0,167 compound 13 + hexarelin 0,731
0,318 0,792t 0,337 - 191 - solvent 0,1840,111 0,497 0,183 hexarelin
1,060t0,143 1,138t 0,114 compound 17 0,001 t 0,001

WG 2007/020013 PCT/EP2006/607945
-181-
N-((R)-1-(4-benzyl-5-phenethyl-dH-1,2,4-triazol-3-yi)-2-
173 114 (1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide
: N-((R)-1-(8~(2-(1H-indol-3-yl)ethyl)-4-phenyi-4H-1,2 4-
175 140  triazol-3-yi)-2-(1H-indol-3-yljethyi)-2-amino-2-
methyipropanamide
178 80 N-{(R)-1-(4-{4-methoxybenzyl}-5-phenethyl-4+-1,2,4-
triazol-3-yl)-2-{ 1H-indol-3-yl)ethy)benzamide
N-((R}-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H4-1,2, 4-
179 62  [triazol-3-yl}-2-(1H-indol-3-yl)ethyl)-2-amino-2-
methylpropanamide
N-1-((R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-
180 189 11,2 4-triazol-3-yi}-2-(1H-indal-3-ylethyl)ethane-1,2-
diamine
182 81 N-((R}-1-(4-((furan-2-yl)methyl)-5-phenethyl-4H-1,2,4-
triazol-3-yi}-2-(1H-Indol-3-yljethyl)picolinamide
N-((R}-1~(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
184 5.9  itriazol-3-yl)-2-(1H-indol-3-yl)ethyl)-tetrahydro-2H-pyran-4-
carboxamide
{(28)-N-({R)-1-(4~(4-methoxybenzyl}-5-phenethyl-4H-
186 175 [1,2,4-triazol-3-yl)-2-(1H-indol-3-yl)ethyl)-2-amino-3-
phenylpropanamide
(R}1-{5-(2-(1H-indol-3-yhJethy!}-4-(2,4-dimethoxybenzy!)-
187 66 l4H-1,2,4-triazol-3-y1)-2-{ 1 H-indol-3-yl)-N-tosylethanamine
N-{(R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-
188 87 ltriazol-3-yl)-2-(1H-indol-3-yl)ethyl}-4-azidobenzamide
(28)-N-{(R)-1-(5-(2-(1H-indol-3-yl)ethyl)-4-(4-
190 12 |methoxybenzyl)}-4H-1,2,4-triazol-3-yi)-2-( 1 H-indol-3-
yhethyt}-2,5-dihydro-1H-pyrrole-2-carboxamide
E"af’:g’l:’ 39 (R)-N-{1-(5~{tert-butylthio}-4-(furan-2-yimethyl)-4H-1,2,4-
WO 00/54728 | S 5000 |triazol-3-yi)-2-(1 H-indol-3-yi)ethyl)-2-amino-2-
A2 methylp_ropanamide
Example 8 from ; .
(S)-N-(1-{4-benzyl-5-(tert-butyithio)-1,2,4-triazol-3-yi)-2-
wo 02’;54729 ca. 20000 {benzyloxy)ethyl)-2-amino-2-methylpropanamide
Example 3 from .
(R)-N-(1-(1-methylpropancates-tetrazol-5-yi)-2-( 1H-indol-
we 021254729 ca. 3000 3-yhethyl}-2-aming-2-methylpropanamide




0,2661 t 0,166 compound 17 + hexarelin 0,0501 t 0,049 0,846t 0,411
solvent 0,184t 0,111 0,497 t 0,183 hexarelin 0,428 t 0,192 0,588 t 0,303
compound 24 0,008 t 0,008 0,215t 0,200 compound 24 + hexarelin 0,586
t 0,252 0,912 0,359 solvent 0,184t 0,111 0,497 t 0,183 hexarelin 0,627 t
0,211 0,778 1 0,218 compound 30

WO 2007/020013

PCT/ER2006/007945

-182 -

Example from
page 1785,
WO 00/54729
A2

ca. 25000

{S)-N-(1-(1-benzyl-tetrazol-5-yi}-2-benzyloxy)ethyl)-2-
amina-2-methylpropanamide




0,264 10,244 0,277 t 0,246 compound 30 + hexarelin 1,350t 0,177 1,449
t 0,213 solvent 0,184 t 0,018 0,399 0,201 hexarelin 0,278 0,078 0,883 t
0,259 compound 38 0,001t 0 0,076 t 0,096 compound 38 + hexarelin
0,002 0,002 0,478t 0,141 solvent 0,184 t 0,111 0,497 t 0,183 hexarelin

OW%GZE}@?%%OQJS 0.25 , PCT/EP2006/007945
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i) in vitro intraceltular Calcium release assay using human GHS-R 1a trans-
fected CHO coils

The potential of the compounds of the ihvention to modulate GHS receptor activity
S was assessed by an in vifro intraceliular Calcium release assay employing CHO celis
that were transfected with human GHS-R 1a.

Release of intraceliular calcium or inhibition thereof was measured using the
fluorescent caicium indicator assay (FLIPR) and Fluo-4 AM.

10 CHO cells {CHO-KI Chinese Hamster Ovary cell line, ATCC No. CCL-61 )} were
transiently transfected with human GHS-R 1a cDNA by electroporation and plated into
96-well black bottom plates (Corning 3603) (80,000 cells/well). Transient transfections
were performed using the Easyject Optima Electroporator (Equibio), according to the
manufacturer’s instructions.

15 Transfected cells were grown in Dulbecco's modified Eagle’s medium without phe-
nol red, supplemented with 10% (v/v) non-essential amino acids, 2 nM glutamine and
streptomycin-penicillin (250 ug/mi-250 u/ml) (all purchased from Cambrex) at 37°C, 5%
CO; in a humidified atmosphere for 24 hours.

After incubation, transfected cells were washed with 1501 Buffer A [Hanks' bal-

20  anced salt solution (Sigma H-6648), 0.5% (viv) BSA (Sigma A-T908), 20mM CaCl,,
2.5mM probenecid (pH 7.4, dissolved in 1M NaOH) (Sigma P-8761)] and were then
loaded with fluorescent caicium indicator Fluo-4 AM (10°° M) (Interchim UP72972) pre-
pared in Buffer A, additionally containing 0.06% plurcnic acid (Molecular probes P-
6867) (a mild-ionic detergent which facilitates Fluo-4AM ester loading).(Loading: 1004l

25  per well of Buffer A containing 120ul/m| Piuronic Acid and 1 g Filuo-4AM was added
to tha celfis).

After loading with Fluo-4 AM, transfected cells were incubated for 1 hour in the dark
at37° C.

~ Compounds to be tested were dissolved in Buffer A in triplicates at a concentration
30  of 10° M and distributed into another 96-well plate (Fisher Labosi A1210500).



compound 49 0,004 t 0,004 0,004 t 0,004 compound 49 + hexarelin 0,057
t 0,037 0,558t 0,212 solvent 0,184t 0,111 0,497 t 0,183 hexarelin 0,536 t
0,176 0,594 0,169 compound 50 0,012 t 0,008 0,039t 0,011 compound
50 + hexarelin 0,003 t 0,002 0,017 t 0,001 solvent 0,1840,111 0,497 t

0,183 hexarelin 0,427t 0,16
WO 2607/020013 PCT/EP2006/007945
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20

25

30
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Following incubation, excess Fluo-4AM was removed, 100yl of Buffer A was added
to each well at room temperature and immediately removed by aspiration. This was
then repeated, befors adding 50p! Buffer A to each wsll.

Transfected cells were further incubated room temperature for 30 min to aliow
compiete de-esterification of intracellular Fluo-4AM esters,

Subsequently, both plates, the black-bottom plate containing transfected cells and
the microtiter plate containing the compounds to be tested, were then placed into a
temperature-regulated (25°C) FlexStation machine (benchtop scanning flucrometer
Flex Station II, Molecular Devices, Sunnyvale, California, USA) for flucrescence output
measurements.

Since Fluo-4AM exhibits a large fluorescence intensity increase upon binding of
calcium, fluorescence output can be used directly as a proportional measure of intra-
cellular calcium release.

Basal fiuorescence output from the transfected cells was measured for 15 sec and
then 50ul of the compounds to be tested were automatically distributed into the wells
containing the transfected cells. The fluorescence output was then recorded for a fur-
ther 45 sec.

Excitation and emission wavelengths were 485 nm and 525 nm, respectively. Basal
fluorescence intensity of Fluo-4AM-loaded irans_fected cells without compounds to be
tested varied between 800-1200 arbitrary units, whereas maximal fluorescence output
of dye-loaded transfected cells upon incubation with the compounds to be tested varied
between 5000-7000 arbitrary units and was equivalent to that achieved by stimulation
of dye-loaded transfected cells with 10° M ghrelin,

For each compound to be tested change in flucrescence output upon addition of
the respective compound was compared with the basal fluorescence output measured
with a negative control, i.e. addition 50 i of buffer A to transfected cells only.

The ability and extent to which each compound to be tested caused calcium re-
lease was determined relative to the basal level (0%) and the maximum level (100%)
achieved with 1 uM ghrelin.

For the compounds to be tested that were identified as GHS receptor agonists,
ECs; and Kl values were determined using a dose-response curve,



0,688 t 0,203 compound 64 0,012 t 0,008 0,039 t 0,011 compound 64 +
hexarelin 0,012 t 0,004 0,021t 0,007 - 192 - solvent 0,184 0,111 0,497
0,183 hexarelin 0,696 t 0,267 0,74 0,27 compound 71 0,522 0,283 0,53
0,28 compound 71 + hexarelin 0,117 0,074 0,20 0,01 solvent

WO 2007/020013 PCT/EP2006/607945
- 185~

As for the compounds to be tested that were identified as GHS receptor antago-
nists, ICsy and Kb (antagonist dissociation constant) values were determined using
antagonist inhibition curvss in the presence of 107 M ghrelin (submaximal concentra-
tion). [Csq values were calculated as the molar concentration of GHS receptor antago-

§ nist that reduced the maximal response of ghrelin by 50%. Kb values were estimated
using the Cheng-Prusoff Equation {Lazareno $ and Birdsall NJ, Trends Pharmacol Sci,
1993, 14(6).237-239).

Figures 14 - 40 show the calculated dose-response plots of the in vitro intraceliular

10 Calcium release assay with human GHS-R 1a transfected CHO cells of the selected

compounds 1, 9, 12, 206, 22, 31, 39, 41, 42, 45, 46, 47, 48, 49, 50, 51, 55, 62, 64, 67,

74,73, 74, 79, 81, 90 and ghrelin as wel! as individual ECs, and Ki values for agonistic
compaunds and ICs and Kb values for antagonistic compounds.

15



0,184 0,111 0,497 0,183 hexarelin 0,70 0,116 1,221 0,06 compound 72
0,008 0,003 0,011 0 compound 72 + hexarelin 0,634 0,33 0,746 0,31
solvent 0,184 0,111 0,497 0,183 hexarelin 1,031 0,219 1,455 0,192
compound 80 0,145 0,143 0,346 0,159 compound 80 + hexarelin 0,475

0,196 0,733 0,238
WO 2007/020013 PCT/EP2006/007945
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iV} Assaying in vivo GH concentration in the plasma of male rat pups

GH plasma concenirations of male rat pubs were assayed fo characterize the
modulation effect {antagonistic or agonistic) of the compounds of the invention being
GHS receptor anaiogue ligands.

In principle, assaying in vivo GH concentration in rat plasma was performed ac-
cording to Torselio et al. (Eur. J. Pharmacol. 1998, 360: 123-129).

Male Sprague-Dawley rat pups (Charles River, Calco, Italy) were separated on
postnatal day seven from their mothers and randomiy redistributed to the dams, so that
each one nurtured ten to twelve pups. On postnatal day ten, the pups were again sepa-
rated from their mothers,

The compounds to be tested were dissolved in solvent [DMSO (0.4% of total voi-
ume), distilled water (4 % of total volume), brought to the final volume with physiclogi-
cal saline].

One hour after separation from their mothers, the pups were given isovolumetric
amounts of the compounds to be tested (160 pg/kg body weight s.c.) at time -10 min
and then administered with hexarelin (80 pg/kg body weight s.c.) or solvent at time 0
min before being killed 15 min later by decapitation. Trunk blood was collected, imme-
diately centrifuged and plasma samples were stored at -20° C until assayed for the
determination of GH concentrations.

Plasma GH concentrations were measured using a rat growth hormone enzyme immu-
noassay kit (SPibio, France, cat. no. 589601) according to the manufact'urer's instruc-
tions. Values are expressed in terms of NIDDK rat-GH-RP2 standard (potency 2 IU/mg)
as ng/ml. of plasma

The limit of detection calculated as the concentration producing 15% displacement
of initial tracer was 0.5 ng/mi; intra-assay and inter-assay coefficient of variation are 4%
(n=24) and 14% (n=9).

In the following table 3 results obtained for selected compounds of the invention
are presented.



solvent 0,184 0,111 0,497 0,183 hexarelin 0,696 0,267 0,74 0,27
compound 81 0,017 0,004 0,03 0 compound 81 + hexarelin 0,024
0,0101 0,116 0,077 solvent 0,1840,111 0,497 0,183 hexarelin 0,412
0,173 0,68 0,29 compound 81 0,034 0,003 0,346 0,179 compound 81 +

hexareln 1,4 0,35
WO 2007/620013 PCT/EP2006/007945
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Table 3: Relative GH concentration In rat plasma after treatment with selected
compounds of the invention (160 pa/kg body weight s.c.} andfor hex-
arelin (80 polkg body weight s.c.) and/or solvent

5
Treatment GH concentration (ng/mL.}
solvent 4,008 & 0,469
hexarelin 162,839 £ 21,005
compound 1 n.d.
compound 1 + hexarelin 80.22 + 18.66
_ compound 12 4.0%0.12
compound 12 + hexarelin 200.0+19.7
compound 20 5271 0.59
compound 20 + hexarelin 22051 £ 1552
compound 22 4.88 £ 0.33
compound 22 + hexarelin 239.91 £ 18.75
compound 47 5658£1,192
compound 47 + hexarelin 160,857 % 13,52
compound 39 5,509 + 1,850
compound 33 + hexarelin 82,481 + 11,530
compound 31 118,837 + 33,054
compound 31 + hexarelin 103,528 + 14,094
| compound 48 6,006 % 2,081
compound 48 + hexarelin 145,846 £ 12,150
compound 44 87,520 + 15,066
compound 44 + hexarelin 100,62 + 12,112
solvent 2,237 £ 0,073
hexarelin 170,101 4 13,226
compound 9 13,016 % 1,960
compound 9 + hexarelin 183.562 £ 16.729




1,665 0,345 solvent 0,184 0,111 0,497 0,183 hexarelin 0,323 0,131
0,45 0,17 compound 90 0,014 0,001 0,035 0,003 compound 90 +
hexarelin 0,054 0,041 0,069 0,041 WO
2007/020013PCT/EP2006/007945 - 193 - VI) Motilin Receptor-ligand
binding assay (using human recombinant HEK-293 cells)  Motilin
RYE8t310HINding/affinity studies were performed as describ@dbgP2006/007945
Feighner 5 SD et al. (Science 1999, 284: 2184-2188). The assays were
run under the following conditions: Sourt8:-Human recombinant HEK-293
cells [Motilin-Receptarla (MTI -R1a)] | igand:0.1 nM [1251] Motilin
(humpan, pdieieisgeificle: 106 DM50 10IncubafiéPeimG Temperature:2,5

hourg ggr@p'i,@,drggqu*g@lgmerbu MM TTIS, P 441 §yV MigC12,075%6 ]

BSA pM Motilin (human_parcine)
compound 0.852 £ 1,040
compound 50 + hexarelin 164.459 & 4.443
compound 64 13.056 + 2.169

compound 84 + hexarelin

138.394 x 14.580

solvent

10,729 + 2,027

hexarelin

253,820 £ 12,268

compound 71

15,326 £ 1,355

compound 71 + hexarelin

173,611+ 18,444

campound 74

10,571 1 0,791

compound 74 + hexaraiin 194,564 + 7,658
compound 81 18,634+ 2,933
compound 81 + hexarekin 216,575+ 19,734

compound 90

18,857 + 2,152

compound 90 + hexarelin

218,844 £ 19,723




Compounds of the invention were tested in concentrations comprising
0,01 pM, 15 0,1 pM, 1 pM and 10 pM. IC50 values were determined by
a non-linear, least square regression analysis using Data Analysis
Toolbox (MDL Information Systems, USA). In the following table 5

resul}sﬂggtained for selected compounds of the invention are presented.
20 FABL8 kotilin Receptor-ligand binding assay test resuRS ERBEGAKIXS
for a number of selected exemplary cp;‘gggunds) No. MTL-R la IC60 BA]

Chemical name 1,61 (R)-N-(

17(4-%-%;9% W@é&}ﬂ HHR0R Vé!déllﬂ{&kg}%fyoung-adult_male ratf
triazol-3-y1)-2-(1H-indol-3-y1)ethyl)piperidine-4- carboxamide, 64 1,39

(R)-N-(1-(4-(2,4-dimethoxybenzy1)-5-phenethyl-4H-1,2,4-
triazol-3:y1)-2-(1H-indol-3-ypethyapicolinamide, WO _ :
2007/020013P é%ﬁ%%%ﬁ“?%ﬁa@{?ﬁ)%ﬁWﬂﬁﬁﬁﬁ%ﬁé@ﬁeds on
effectReifeeding ARixAw hafeedinipieyiokyproaterel sreleats waTiaesayed.

effectiv invention.in the treatment of cachexia
e 5 e e e T S e
2000 EHES IS AR 5, s R HEP Al Q08 BB A
al., Arthritis Rheum. 1997, 40(3): 534-539). Table 6 shows the
anti-cachetic effect of compound 44 (0,1 pg/kg/day s.c. injection) 10 in
arthritic ratéhmaseaviparrgadidl adjevardgvecDaedyarisritsanithRivenEdioaltaly),
treatimsigitiing 200-250 g, were used.

10 Rats had 1 week of acclimation in individual home cages, and animal room condi-
tions (22:2°C, 65% humidity, artificial light from 08.00 to 20.00 h). The following week,
they were daily trained to mimic the experimental procedure. Rats maintained free ac- -
cess fo dry pellets and tap water throughout the whole experimental period. At the end
of training, rats were administered (around 10.00-11.00 a.m.) subcutaneously with the

15 compounds to be tested (160 ug/kg body weight) and/or hexarelin (80 pgikg body
weight) and/or solvent [DMSO (0.4% of total volume), distilied water (4 % of total vol-
ume), brought te the final volume with physiological saline].

Hexarelin was used to study the effects of the compounds to be tested on stimu-

lated feeding behavior. Immediately after the injections, the animals were returned to

20 their home cages, which contained a known amount of standard rat chow and ad libi-
tum water. Every hour for the foliowing € hours, the remaining food was carefully col-
lected and weighed to the nearest 0.1 g. Food intake was normalized for the body
weight of the rats and expressed as grams of food eaten per 100 g body weight of rats,

in the following table 4 results obtained for selected compounds of the invention
25 are presented,



- Table 6: Body weight change In gram (mean of 6 animals per group) Day
3 Days Day 10 Day 13 Day 15 Day 17 Rats with adjuvant induced arthritis
+ vehicle -3,02 2,95 11,97 9,32 -2,78 -8,27 Arthritic rats + treatment with
compound 44(0,1 pg/kg(day s.c.) -5,32 2,98 14,92 19,08 7,05

WO 2007/020013 PCT/EP2006/007945
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Table 4: Cumulative food intake (g food/100 g body weight} of young-aduit rats
after 2 hours and € hours and after treatment with selected com.
pounds of the invention (160 pug/kg body weight s.¢.) and/or hexarelin

. (80 yofkg body weight s.c.} and/or solvent

Cumulative food intake

Cumulative food intake

Treatment {after 2 hours) (after § hours)
solvent 0,003 £ 0,0015 0,017 + 0,0026
hexarelin 0,533+ 0,184 1,0014 + 0,1973
compound 1 0.02 £ 0.002 0.06£0.03
compound 1 + hexarelin 0.06+0.02 0331021
compound 12 0.034 £ 0.011 0.06 + 0.019
coempound 12 + hexarelin 0132007 048+ 022
compound 20 0.01 0.2+0.19
compotnd 20 + hexarelin 0.53+0.21 083+019
compound 22 0.01 044+02
compound 22 + hexarelin 0.67x0.12 0.86+0.18
compound 47 0,006 0,002 002+0
compound 47 + hexarelin 0,35+ 0,201 0,47 £ 0,1943
compound 44 0,43 £ 0,0721 0,7075 £ 0,1471

compound 44 + haxarelin

1,2687 £ 0,1319

14033 £ 0,1177

solvent 0,184 0,111 0,497 £ 0,183
hexarelin 0,536 + 0,176 0.594 1+ 0,169
compound 9 0010 0010
compound 9 + hexarelin 0,0164 £ 0,0032 0,0231 £ 0,0032
solvent 0,184 £ 0,111 0,497 + 0,183
hexarelin 1,060 £ 0,143 1,138 0,114
compound 13 0,057 £ 0,057 0,187 £ 0,167
compound 13 + hexarelin 0,731+ 0,318 0,782 £ 0,337




1,47 WO 2007/020013PCT/EP2006/007945 - 195 - VIII) Study of
anti-inhibitory effects of isoproterol-induced lipolysis in adipocyte models
The effectiveness of compounds of the invention in the inhibition of the

~ unacylated 5 ghrelin-induced inhibition of isoproterol-induced lipolysis was
investigated using adipocyte models. Isolation of primary mouse

a‘gl?aéc‘% 93 Mice were fed with high fat diet induce ob&&iR/ERIGIETo4S
lipids) starting at 4 weeks of 10 age for, 2 and 18 weeks. ~ White
adipose tissue from epididymal fat was minced and digested in

KreSRINger- %tsnglldle-TWSW_ -
120 InM NaCl, 4.7 mM KCI. 1.2 m 4, 2.5 mM coaglgi’:?:?gmm
Mgg04, 24 hexemiaHCO3) satureﬂ%ﬂtﬁﬂ:l@-m containing glmmse (14
made_under constant shaking (2 0 rpm ‘a 7C far 45 mi’ u? e cel
susjensipoLk fﬂimm:blihrough @03gion00esh to s eparawattm&@dlpocytes
fronrtisstre-fragments—-ant-washed-three L.mc: Hg-ababwarmKRBHEH 19
BSA. THe Cells was re suspe§158e4d*| RBH 1968SA GAY 8083 ted in
shaklter (75 rﬁénaraitrQO 37Cjfor 30ompsutesgkipolvs]s assz@ysggl,,gmjy§|s in
prl |” aun tCS CC!-S WES :ndur\orl \Anfh Qf\ nl\/l '\'F |cnnrnfnrnnn| INKRB
4% BSA fc?ﬁ Hﬂ%fes with con&4Rk f%?pm) S 1ak|ng°aa1§7c9 200
Lipojyaissoudii s emisasedi-cElls wassidugesbwith 30 nM Gf ¢80 RT@EsEEN0T 1
DMCE; _ . ith Shhki . |
Thelinhibitor§¥f#8tt of unacylate® &k tUAG) on isopfdreRdiGhducef
lipolysis wasggaggmented with mgr@qqr@@ppncenjr'a'f—}%ﬁqgﬁmlon ) 1
M tgas-M.in presence or.in.ahsence of selected compounds of the
invehtion 420R9ER0  The lipdh2ié #RRé# was gssessBaBd@4Guring
9lycPeehisdaRPso PRSI 10TV C338H4R yATOIYSIE. The g
effe¢twas determined as follows. . WQ
2007102001 8™€M/EP2006/00793584 2JPIHA2= - logrcSiisSntiazion of
COMPEIOr (Rgllakses© - 0,278 £ 0,078 0,883 + 0,259
compound 38 0,00120 0,076 + 0,098
compound 38 + hexarelin 0,002 1 0,002 0,478 £ 0,141
solvent 0,184 £ 0,111 0,497 £ 0,183
hexarelin 0,2610,13 0,78 0,25
compound 49 0,004 £ 0,004 0,004 £ 0,004
compound 48 + hexarelin 0,057 £ 0,037 0,556+0,212
solvent 0,184 £ 0,111 0,497 £ 0,183
hexareiin 0,536 £ 0,176 0,594 £ 0,169
compound 50 0,012 + 0,008 0,038 £ 0,011
compound 50 + hexarelin 0,003 + 0,002 0,017 £ 0,001
solvent 0,184 £ 0,111 0,497 £ 0,183
hexaretin 0,427 £ 0,16 0,688+ 0,203
compound 64 0,012 £ 0,008 6,039 x 0,011
compound 64 + hexarelin 0,012 £ 0,004 0,021 £ 0,007 .




with Ratio = EC50 in presence of competitor (M) 5EC50 in absence
of competitor (M) Figures 41 - 46 show the effects of selected
compounds 9, 38, 60, 64, 74, 81 on the isoprorerenot-induced lipolysis
inhibition curve of unacylated ghrelin (UAG) in primary adipocytes from
mice under diet-induced obesity. 10

WO 2007/020013 PCT/EPZO06/007945
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solvent 0,184+ 0,111 0,497 + 0,183
hexarelin 0,696 £ 0,267 0,74+ 027
compound 71 0,522 £ 0,283 0,53 0,28
compound 71 + hexarelin 0,117 £ 0,074 0,20 £ 0,01
solvent | 0,184+ 0,111 0,497 + 0,183
hexarelin 0,70+ 0,118 1,221 £ 0,08
compound 72 0,008 + 0,003 0,011 +£0
compound 72 + hexarelin 0,634 £ 0,33 0,746 £ 0,31
solvent 0,184 £ 0,111 0,497 + 0,183
hexarelin 1,031+ 0,219 1,455 + 0,192
compound 80 0,145+ 0,143 0,346 £ 0,159
compound 80 + hexarelin 0,475+ 0,196 0,733+ 0,238
solvent 0,184 £ 0,111 0,497 £ 0,183
hexarelin 0,696 £ 0,267 074+027
compound 81 0,017 £ 0,004 0,03+0
compound 81 + hexarelin 0,024 £ 0,0101 0,116 £ 0,077
solvent 0,184+ 0,111 0,497 £0,183
hexarelin 0,412+ 0,173 0,68 + 0,29
compound 81 0,034 £ 0,003 0,346 + 0,179
compound 81 + hexarelin 14+0,35 1,665 = 0,345
solvent 0,184 £ 0,111 0,497 £ 0,183
hexarelin 0,323 £ 0,131 0,45+ 0,17
compound 90 4,014 £ 0,001 0,035+ 0,003
| compound 90 + hexarelin 0,054 £ 0,041 0,069 £ 0,041
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Vi) Motilin Receptor-ligand binding assay (using human recombinant HEK-253

celis)

Motilin Receptor binding/affinity studies were performed as described by Feighner
SD et al. (Science 1899, 284 2184-2188). The assays were run under the following
conditions;

Source:  Human recombinant HEK-293 cells [Motilin-Recepter 1a {MTL-R1a)]
Ligand: 0.1 nM ['*1] Motilin (human, porcine)

Vehicle: 1% DMSO

Incubation Time/Temperature: 2,5 hours at 25° C

Incubation Buffer: 50 mM Tris, pH 7.4, 10 mM MgCl,, 0,5% BSA

Non-Specific Ligand: 1 pM Motilin (human, porcine)

Compounds of the invention were tested in concentrations comprising 0,01 uM,
0,1 M, 1 pM and 10 pM.

ICso values were determined by a non-linear, least square regression analysis using
Data Analysis Tooibox (MDL information Systems, USA).

In the following table 5 results obtained for selected compounds of the invention
are presented.

Table 5: Motifin Receptor-ligand binding assay test results (IC; values for a
number of selected exemplary compounds)

| MTL-R 1a| .
No. ICsq [M] Chemical name
(R)-N-(1-{4-(4-methoxybenzyl)-5-phenethyl-44-1,2 4-
44 1,61 ftriazol-3-yi}-2-(1H-indol-3-yljethy!)piperidine-4-
carboxamide,

{R}-N-(1-(4-(2,4-dimethoxybenzyl)-5-phenethyi-4H-1,2,4-
64 139 ltriazol-3-yi)-2-(1H-indol-3-yethyhpicolinamide,
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Vil) Study of anti-cachectic effects in an adjuvant-induced arthritis model sys-

tem

The effectiveness of compounds of the invention in the treatment of cachexia was

S investigaled according to ibanez de Caceres | et al. (J Endocrinol. 2000, 165(3). 537-
544) using a cachexia mode! system (Roubenoff R et al., Arthritis Rheum. 1997, 40(3):

534-538).

Table 6 shows the anti-cachetic effect of compound 44 (0,1 ug/kg/day s.c. injection)

10 in arthritic rats in comparison to adjuvant induced arthritis without medical treatment.

Table 6: Body weight change in gram (mean of 6 animals per group)

compound 44 (0,1

pglkgiday s.c.)

Day 3 Day6 | Day10 | Day 13 | Day 15 | Day 17
Rats with adjuvant
induced arthritis + | -3,02 2,95 11,97 9,32 -2.78 -8,27
vehicle
Arthritic rats +
freatmentwith | 5.0 | 208 | 1492 | 1908 | 708 | 147
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VHl} Study of anti-inhibitory effects of isoproterol-induced lipolysis in adipocyte
models

The effectiveness of compounds of the invention in the inhibition of the unacylated
ghrelin-induced inhibition of isoproterol-induced tipolysis was investigated using adipo-
cyte models.

Isolation of primary mouse adipocytes

Mice were fed with high fat diet induce obesity (60% of lipids) starting at 4 weeks of
age for 12 and 18 weeks,

White adipose fissue from epididymal fat was minced and digested in Krebs-
Ringer-Bicarbonate-Hepes (KRBH) buffer (20 mM Hepes pH 7.4, 120 mM NaCl,
47 mM KCl, 1.2mM KHPO, 2.5mM CaCl,, 1.2 mM MgSQ,, 24 mM NaHCO,)
satured with CO, containing glucose (1 mg/mL), 1% BSA and collagenase (2 mglg lis-
sue). The digestion was made under constant shaking (250 rp) at 37°C for 45 min-
utes.

The cell suspension was filtered through a nylon mesh to separate the adipocytes
from tissue fragments, and washed three times in 3 mL of warm KRBH 1% BSA.

The cells was resuspended in KRBH 1%BSA and incubated in shaker (75 rpm) at
37°C for 30 minutes.

Lipolysis assay

Lipolysis in primary adipocytes celis was induced ‘with 30 nM of lsoproterenol in
KRBH 4% BSA for 90 minutes with constant (125 rpm) shaking at 37°C.

Lipolysis in differentiated cells was induced with 30 nM of isoproterenol in DMEM
FBS free for 90 minutes at 37°C with shaking every 15 minutes.

The inhibitory effect of unacylated ghrelin (UAG) on isoproterenol induced lipolysis
was documented with increasing concentration of UAG from 10" M to 10° M in pres-
ence or in absence of selected cémpounds of the invention at 107 M.

The lipolysis index was assessed by measuring glycerol release following triglyc-
eride hydrolysis,

The anfagonistic effect was determined as follows :
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pA2= - log[concentration of competitor (M3]
Ratio — 1
with
Ratio = EG50 in presence of competitor (M
5 EC50 in absence of competitor (M)

Figures 41 - 46 show the effects of selected compounds 9, 38, 50, 64, 74, 81 on
the isoprorerenct-induced lipolysis inhibition curve of unacytated ghrelin (UAG) in pri-
mary adipocytes from mice under diet-induced obasity.

10
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