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The invention r%:&f g n 'aalﬁit{'v_age thatact as ghrelin analogue

ligands of growth f setratagogue recepiors, Thdsh compounds are useful in

modulating grow?hM&l}@s_n}a_ I4(<§l§ ﬂ.mammals as well as in the treatment
andfor regulation of g S D) Z‘-Dbgicai and pathophysiological conditions, such as
growth retardations &‘4 ( rgy balance, tumor cell proliferation,

wound/burn hsaﬁnawaﬁrhﬂf ﬂa:ﬂﬁ‘hﬂ_h’oﬂ 4
Priorart 44VatafAVa)l444

Ghrelin, a 28 amﬂb()ck@a;i@\ﬁh & unique octanoyt modification on Ser-3 (Ko-
jima M et al., Nature, INY2: a ifiefi a endogenous ligand for
: A NPretyPrarsadednd s endogencus i

the growth hormone secretago%Je receptor type 1a {(GHS-R 1a), a G-protein coupled
receptor (Howard toteAd #9986, 273: 874-977). Ghrelin is essentially pro-

duced in the upper irtysty s ch biA | s were also detected in
TG AR A

bowel, panicreas, kidfiey; the immune sysfem, placenta, testes, pituitary, lung and in

the hypothalamus (471 & %’@Mﬁine Rev. 2004, 25: 426-457; Cowley M

et al., Neuron 200:

7: 61). .
7. X14a47) tat
In humans, ghrelin stimulates growth h hone (GH) via a pathway independent
from GHRH fewPf?@'@ﬁ'@V e PWGion (arvat £ etat, .
Clin. Endocrinol. Megap._ﬁ)hﬁr 4}4Q4:5454‘q§ stimulates ACTH,
prolactin, cortisol, adosterdne’ epirtephitrie Secréti it E etal., . Clin, Endo-
crinol. Metab. 2001 6§ 74; t #,"Am. J. Physiol. Regul. | A
et gy s oo e e
Comp. Physiol. 2001, 280: R1483-1487¢ Takaya K et al., J. Clin. Endocrinal. Metab.

8
2000, 85: 4908-201@ O . ,444) .aa<

Ghrelin is thought tofpai if fism regulation and energy expenditure,
i ooty BB BBt roiston an enroy sponc
s0 ghrelin expression and secretion info the general circulation from the stomach is

expected to be inﬂua4eplyl hormones. In obese humans, plasma ghrelin
f40:::i7ske
&N!..sp,V,:c<ts
tnier;41;
;44 .adaNarat:

e O\ g .
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tevels are reduced,tlxggeszh\Jt the elevated insulin or leptin levels of obese sub-
jects lower ghrelimgediétion o efad, D ¢ 0. 707-708).
i ahrelirzecteion i of R D FRoEP )

The relsase of z}cy\ﬂ rnne in humans and animals is believed to treat physic-
logical or pathophysiofogical conditions characterized by a deficiency in growth hor-

" 1 " . B .
mone secretion ad’ @l!a? g_h’eél.ﬁs}_c_o’n?mqrﬂy{l}xaa_re improved by the anabotic
effects of growth %

Initially, clinical appficatidns with GH were limited to treatment of GH-deficient chil-

dren, but the com@m@uN 6@61}36’\3 @66@4h hormone (rGH) allowed
many studies whic&gmther potentiat clinical uses of GH (Strobl JS et al.,
Pharmacol. Rev. 7 29, 434 Torosian MH, J. Pediatr. Endocrino!. 1893, 6: 93-97).

thGH has shown ;?NeJG’SJaaNnte p% with burns, wounds, bone

fractures and more recently in reversing the catabolic effects of glucocorticoids,
chemotherapy an 'éxﬁ! ipmadifying body composition (Rudman D et al,, N.

Engl. J. Med. 19986: m%aﬁ nn. Intern. Med. 1996, 124: 708-
716; Welle S st al. 7. Cim. ocrindt. Metab1896, 81: 3238-3243).
GH, synthesizﬁ ;L:ﬁr;fenﬁe ﬁﬁﬁgﬁﬁx. 6’@5& under the control of
two known hypothwm mq;ﬁ QQM on asing hormone (GHRH) and
6 fostatin { IF'BI 8

the inhibitory hormone Somal ). Inmbst Cases, GH deficiency is related to

a hypathalamic de@f,@@@ @@Ge@n@ GGH. Therefore, as an alterna~
{ive treatment to rthGH, gf it ti_e _a! treated with any compound
that releases endggnﬁEH éﬁgmgﬁﬁnd can either be performed
with GHRH which@r@l?(? %lﬁﬁﬁ%.ﬂﬁm growth horrmone secre-

tagogues (GHS).

Many synthetj(;,lp@m@aﬁmmeﬁlm;s@@s GHRPs 1, 2 and §, Hex-
arelin, MK-0677, W@i@eﬁﬁ@s@@@@@ 6the then orphan recep-

tor “GHS receptor— sgveral of them long befo:)eéhrelin and ghrelin/GHS receptor were

discovered (see “Qar@ﬁﬁt P FINMINW @{iﬂﬁ 1;998, 19: 47-72", “Casa-

nueva FF et al, Trandﬁnmd.%wgg, 10: 30-38°, “van der Lely AJ et al,,

Endocrine Rev. 2008, 25 4 " for Turiher references). GHS also show potent GH

releasing action a@q@@%@@@al activities as mentioned above for ghrelin.

GHS were als sdo%@e_ f@;@ pﬁ\t patent applications (not ex-

haustive fist): US 6,071,526, US 6,328,3 ;Qs ,fmm, US 2001/0041673,

us 5,251,002, Us G EEG B3 268160 @ fozocoziar,

WO 95/14666, W%%%%%)évg%006
6.666.666.6NNA6
6:66:666.66:666.6

6:62S5266,6N

a 1 MmN N PN N PN N N N y—
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While the ghvsﬁ;HNd; ﬁSe)rne nraiated by the activation of the

ghrelin/GHS recsptpr| a (GHS-R 1a), there is evidence so far that at least some
of the other effects of ghralin and GHS are also mediated by different receptors of the

GHS receptor famIN @MN:,( a?&lg gt&ngen QHS receptor.

GHS receptors-Te ec@Um&ed in the hypothalamus-pituitary area but appear also
to be distributed in other central and peripheral tlssues (Hattori N et ak., J. Clin. Endo-
crinol. Metab. 2001, 8642 91 eSCJX){m. Endocrinol. Metab.

2002, 87: 2985-296 ﬁﬁ Geﬁl J. Endocrinol. 2000, 157: 99-106; Muccioli G et

k., Ann. Endocringl Muccioli G et al., Eur. J. Pharmacol. 2002, 440;

235-254; Papatti M Metdb. : 3803-3807; Cassoni P
54 Papeti N GOB6 BB D: 88 :

et al., J. Clin. Endocﬂjgﬁ:h 2001, 86: 1738-1745; Guan XM et al., Brain Res. Mol,
Brain Res. 1997, ﬁ Huet-Pajot MT et al., Endocrine 2001, 14: 1-8; Korbonits

Metal, J. Clin. E@N@Irg WN3:&2W3N S

Two GHS type 1 recep mﬁv en |dent|f S R 1a and GHS-R 1b, that in
human are presurmebly oxpr altema( vely spliced (van der
Lely Ad et al,, EndNnaNpD*’)zsa—ﬁV FB:EC'B) etal,, Science 1996,

273: 974-977; Smith RG et &), Endocr, Rev. 1997, 18: 621-645; Smith RG et al., En-

docrine 2001, 14: 64&&8658 hol adﬁ 6(‘?997 11: 415-423; Pe-
tersenn §, Minerva§3§ $0 m (é Amiong mammalian species a high
degree of sequencd ﬁas C GHS-R 1a (Petersenn S, Minerva
Endocrinol. 2002; 5 E3-246f between 91,6% and 95,6%).

Motilin receptoﬁ:@ﬁ ﬁ §£ ﬁ?@@k@receptor famity, having
52 % identity {Smitl al., Endotrine fcKée KK et al.,, Genomics
1997, 46: 426424 NN es1 B O, GG 16 Br15-R 1a show a high
similarity (Smith RG _eg!,éndcginﬁ% 14: 8-14; Feighner SD et al., Science 1999,
284:2184-2188). = - g}

. 1

Other GHS recgp’i@'nN@L«b NN 2 N rNbsin receptor, Tk -
ceptor, GPR38 (FM K f and mm RG et al., Endocr. Rev. 1997,
18; 621-648; Smitl 1 (Suppl. 3): 1-8; Tan CP et al.,
Genomics 1998, 5%—?6 1—@6&;‘@ et al,, Science 1896, 273: 974-977). Further

GHS receptor subtypes a pea'r to exist in 2 wide variety of centra and peripheral tis-
sues (van der Lely A3 8 2044, 25: 426-457). For instance, a car-

BRI B e
66,66:6 6-.N.6N6-
666
(666666.6,66.6
66666,
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protein IV (Bodart@e@ a@(@m, Re6s‘ 2012: Q: 114184@ ‘aSsoni et al, {J. Clin. Endo-
crinol. Metab, 20090 G & G0 B dnce of GHs-R subtypes in neo-

plastic mammary s are activated by figands binding to specific binding sites
different from the ¢l HS-R type 1. Furthermore, data gathered by these authors

support the hypot@@@@ﬂ: %Qtn@@%*gttypes do exist for GHS-R in

peripheral organs, which are possibly due to their endocrine or non-endocrine, but also
on their normal or%qpl ia.nat y . .

The ubiquity c@ﬂs Min@@t@i&p iNs B.t)x@endenﬂy from their strong
growth hormone segretagogue pl riigs, %rg s wejlas synthetic GHS are impli-
cated in severai imgtat %simn 6161 ical conditions.

Accordingly, p@@al @\lc}l a[@i@@é_ include among others

a) Short-, me61$ Q‘Z‘-%Qresmn of e%balance andfor food intake

{Tschop M et al,, Nafure 2000, 407: 008-513-Asakawa A et al., Gut 2003, 52:
947-952; leoﬂlgoap@;@jir(a@_et al,, Cur. Opin, Pharmacol. 2002, 2:

665-668; Hﬁﬁﬁ% a%/rrﬁ*aj-;a éqa, 9: 1383-1385; Wren AM et
al., J. Clin. > . 200168 -5295)

Expresslonlfiﬁﬁ'@ h@ gen shown on neurons of hypathalamus paraven-
tricutar nuc_!m ny roggﬁiifeﬁi:mo key hypothalamic circults
for the confr &, ti U cleus which produces the me-
diator NP stiflation of food intake by ghrefin and/or
66666686 -6 v

GHS is mediated by an increase of NPY in the arcuate nuclaus (Willessn MG et

. * 1
al., Neuroeng:z\.'z‘!g.s: 30 -3%). Single administration (icv or ip) of anti-
ghrelin IgGlezszalgfe@n legn rats (Bagnasco M et al.,, Regul.
Pept. 2003, T4T: T81-T67). Chromic twice™daily icv administration of anti-ghrelin

I . " .
igG reduceg_bziy @at@:@@@«@@@@qﬁmmr Netal,, J. Endacri-
nol, 2002, 124,-283-288).

A recent study using a peplidic GHS-R 1a antagonist, [D-Lys-3}-GHRP-8,
"
showed a Mge&@ﬁlf&gc} Aak? anq body weight gain in diet induced obese

LA
mice (Asakan_a 4(2:{ Gut, 2;0 P2: 947-952). The fact that peptidyi com-
pounds, initidity cha ééri s drowth hormone secretagogues, are able to
stimulate s%r‘rekqd inﬁ(q_n rals wi%@dﬁng growth hormone secre-

tion, suggests the exisk r'soe ofa Gi—’lS!R subtype different from GHS-R1a in the
hypothala (71841?‘;!‘. Neuroendocrin. 2000, 72; 327-332; Torsello A

oS T TH e
4 :-.lfiezt4;64:4
1>".xx.471,4,449,
FS
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b) Treatment b!&kﬁql;;is edipasﬁ' ﬁndiJrobesiQnd reduction of body

o

weight (Tsc
2003, 52: 947

e al! I\?Jre’}t‘j_f)m soysL:u Sgkawa Acetal, Gut

Chronic aAﬁJcBn of ghrefin and/or GHS in freely feeding mice and rats re-

sulte in incTseM4ey2 :)decreﬁlzd fSuhhzatmn (Tschop M etal.,

Nature 2000, 407: 908-913). Furitfermore, it has been reported that ghrelin and
des- octano@nar&omme adipogenesis in vivo (Thompson NM et al., Endo-
induced lipolysis in rat

crinol. 2004, 16&25 242) dmhgtg::pro 1/
ad;pocytesq -Rﬂ i8I G BT, Eur, J. Pharmacol.

2004, 498: ﬁ-ﬂ.’:). auKo.%eNere is also a report describing that the

expression of the GH; i S, iy s with age and during adi-

pogenesis (éyK qt%iﬁgcrmo'? 59).
e:AC:A,Aot. ca.:O

Treatment ovbr cell pmﬁﬁoo r-

As in the ¢ N N" Ns AN m% pituitary axis which regu-
lates the s rging to indicate that
ghrefin and AJNF nﬂxportant autocrine/paractine role in

some cancers (Jeffery PL et al., Cytokine Growth Factor Rev. 2003, 14: 113-

122). Speciljgm A@gv@ Nptidyl- and non-peptidyl GHS are pre-
sent in tum t cancer cell fine PC3 (Jeffery Pl et al,, J,
Endocnno!rg; Alﬁ

nol. 2000, $M@6V+NN@%'¢%&AQ.1I(GM C et al., Endocri-

1) Hyroid tissue (Cassoni P et al,, J. Endocri-
nol. 2002, 143; 4§4 49éarmt N?Inas (Cassoni P et at., J. Clin. En-
docrinol. Mqt é

in the case 9&@"5& @{ﬁq:b Wk@% for GHS were found in tumoral

tissuewhile't?no al mmaryp
Synthetic GHE h4ve per ;ep

nch not reveal such receptors.
liferation of lung carcinoma
3 2002, 143: 484-481) and that of breast

cells CALU$6 Cetal., Endocrinot.
carcinoma c&ll lines (Cassoni P etal., J. Clin. Endocrinol. Metab. 2001, 86:

13817250 Z N L.c.ste

Both ghreli

n::l:<

to tumoral tissues. Because non-

acylated ghrelm is unable to bund the GHS-R1a, it is likely that the binding site

ofGHStotMt s
tts.,:q. .
citccaAaC,
NvSuuti
W:NC:?:.?

f@rrtbe GHS-R1a. From these data, one

.t.">\)!SW

R IR 1, % Ry A e~ e
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can anticipate that the binding site in tumorat tissues recognizes ligands of the

GHS-R1a p@@l mn*lﬁ&l po&{b’@&qriz@ chemical structures. Syn-
thetic Iigarmvcz-gja 1y haye thergfare the polential to inhibit the prolif-
eration of fuMol eXpr hgﬁgbdés of GHS receptors,
Treatment &l DoranilBrinitN @L:
The anti-inﬁ(nreli)Zequ 'hﬂie'radsﬂsmr,bwth hormone-relaasing

y B

peptide-2 (GHRP-Z? in §'§ni arthritis with clinical manifestations of hyperme-
tabolism a s d trated (Granado M et al., Am. J. Physiol.

Endocrinolr .28}\541§-I} )j;' seqdata suggest that the anti-
ZfQLZ:ﬁEHRP»Z' is medi@ B E

inflammatory ach ted by achation of ghrelin receptors
o s @t th..) 1
rerengitifekcetkniit, Di;

The anti—r:qﬁ\sti?_ fect gf admiisterediragombinant growth hormone in an
animal model of chbdtexias(Re bemAIr;Nnhﬁﬁs Rheum. 1987, 40(3):
534-539) cinl'} begﬁaxtated !5&4&4&&% fetal, J. Endoctin. 2000,

165(3): 537-544)! The findings are also in line with data of patients with rheu-
matoid artsF; ;fdMAﬂr‘LvssL 1994, 93(6): 2379-2386).

Trsimer B 5ttt Gt Ao e

The gastric 0! 974[%\«45 ive4304-nice subjected to gastrectomy or

sham opera zno nonville de la tl)u Clet al., Gut 2005, 54(7): 807-913). The

results S 1 i
pm%t}(%ﬁ_thdgbr@ WWempy at least partially re-

verse gasi;aftos%duzﬁeducﬁon in body weight and body fat.

Treatment of (4&5tri

Ypostoperative ileus

The effect 4’95#4)1‘;!1 Mﬁé&ﬁﬁoinmstmal tract in rat was

evaiuated‘_ll_c?ui \5 it giyelin reverses the delayed gastric evacua-
tion and is a sfrong prokinefic agént useful for the treatment/reversion of post-

operative daMM ;45443)(/5 )él_\)‘sioi Gastrointest Liver Physiol
O ARRAHD XXX XX

Treatment of diabetes (diabeés type | and type i)

The effect %éé’%reﬂ' h4p4wdeﬁcient mice was studied (Sun et al.,
Cell Metabﬂ_sﬂ}@‘ ﬂ:@-l’ﬁu‘h\’ezl(s show that deletion of ghrelin

augments insugn(slezret"mé in5 rzsp;z t:) jl.uouse challenge indicating that in-
444,44(44454244
?21.245:4444:454

4.4 44x:5
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hibition of glglportclnmacnglil activity may be a possible way for the
. treatment s Mol Ig e also WO 03/051388).
A5 fpudbytated i )
Further ﬁsldsx; a’ ligation comprise a rar"oa Xecovery of patients having
undergone major X g g the recovery of burn pa-
tients (e.g. US 8,194,578y, u;nuaﬁng protein calabolic response after a major opera-
tion (e.g. US 6,194,578) retiticing cachexia and protein ioss due to acute or chronic

ilness (e.g. US 6,1 945]444:195444«4&4\53«4&50:’6% of patients un-
dergoing a medic% (eg.

1 radn i o with i .

US 2002/000213 Z:lé*&wgolé'ﬁmlre%'a’r and cartilage growth (e.g.
US 6,194,578); v@m&ﬂfm ?&ﬁcgﬁ@s; stimulation of the immune sys-
tem; accelerating wound healing (e.g, US 6,194’.578 ; treatment of growth retardation
associated with th%ra54im55mr' rome and obesity; treatment
of intrauterine growthyretarggtion, asje, rtisolism and Cushing's
syndrome; tmatmmlzgf’osg&m%‘f?:ngzs,ﬁﬂx:yndmme‘ schizophrenia,
depressions and ey &yis 4 e onary dysfunction and ventila-
tor dependency; tﬁlrﬁq.ﬂﬁm rﬁﬁ‘xg‘ esidioblastosis; adjuvant
treatment for ovul: ﬂédﬁ%ﬂ a& 944a(ed decline of thymic func-
tion; improvement ngth-and\gfiol . /4S 6.194,578); maintenance of

G4t G A R DAAL

skin thickness (e.g. 8); improvement of sleep quality (e.g. US 6,071 926);

prevention of conggdulh dhdl ek dpidbe (o} b 4pdb 4 us 6104578 ana in
combination with uﬁtﬁizareleasing factor antagonists (e.g. US 2001/0041673);
metabolic homeosSis Bl homeostasis (e.g. in the frail eidedy)(e.g.

US 6,194,578); (m%%ﬂc'c?&s A_N}S:qas@. treatment of systemic

lupus erythematosus and inflammatory bowel disease (e,g. US 2002/0013320); treating
or preventing frail ‘a' il 23Nl (9845 B,194,578), as well as

stimulation of ostecbiagts.
TN <<CW,, . .
Animals were noz fiﬁotten in %ennal aﬁ!ﬁu ns such as stimulation of food in-
take (Wren AM et al 520 44 éAﬁmulalIon of the immune sys-

tem in companion gipai) ertyof Yjgord aging, growth promotion in live-
AT Bopeer o

stock and stimulation 5T wool growth in Shdép. !

Compounds 004:49 5205454%;545{@00%&9(! in the me-

dicinal chemistry d StHr various biological activities. The following patent families
are alt directed to heleracyclic compounds that are said to show certain bivlogical ac-

545544,44:24,555
4.4.455,XXX424.4
,47444X
5,44:45:+545,54x

— p—1 ~ —_— N v~ A a
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tion for use in dnff;le- QQN%QMS ars implicitly or explicitly

contained. Howey i NNFSE%@M families mentions ghrelin analogue ligands
of the GHS receptor fam 6” ner mcdulallcn of thess receptors nor GH secretagogue

properties or the ltc aaaa

WO 2004/11 1@@@&@0@@@ b((acoid receptor.
WO 2004/052280, es anti epic, s as inhibitors of tyrosine kinase
activity of VEGF rﬁﬁiﬁmmw 0 2004/096795 also discioses
tyrosine kinase in| rs. WO 03/011831 and
WO 03/011210 boti descnbs rsitggtemammme derivatives as inhibitors of
nitric oxide synthaat\N @ @N@cmr XA inhibitors for use in throm-
boembolic disord: B 4317 both describe chemical libraries
of substituted azol Nﬁtﬁm m &[helr synthesis for use in drug discov-
ery high—throughpNNmN N@v@@ll NWny biologica! activity or

any medicinal use nor do they name spec:f'c mpounds. WO 00/76971 and

WO 00/76970 botNstjw id@m; antithrombotic agents.
WO 01/36395 dis as farnesyl transferase inhibitors.

WO 96/33176 anm gg@n’aﬁ d to hydroxamic acid compounds as metat-
loprotease and T@N@@O NN@&N @}emcyclioethy!amine de-
rivatives and their Cﬁj neurolog nd neurodegenerative disorders.

WO 2004/103270 rthe of is, in particular Fac-
tor Xia inhibitors. @ 8/ 408,782, 9,650 and US 2003/0130188

all describe helerocychc compounds as inhibitors of Deta-amyloid peptide release or its

synthesis for use QNll‘E}a@t O N L C
Heterocyclic cﬂ:\@@%ﬁﬂe Eeﬁll 6(5}'15 have also been described in
i ) )

the literature.
wo 00/54729M ISEI!%( pounds as GH se-

cretagogues wth@@F'{ﬂrﬂ@NﬂgNﬁ pmben andfor release of GH

and can also contain tnazole molef et dition, a method for increasing levels of
endogenous GH £qcrea i ction or refease of GH administer-

ing such GHS is d ;}‘U'th i mvided for preventing or treat-
ing osteoporosis (xmprovxn bone enstty an or strengtﬂ), or treating obesity, or in-

creasing muscle @) (@D CEN@r@H N 16k i sicerty humans, or re-
versal or p(eventiobfﬁwﬁﬁvOanﬁ a@rﬁﬁng such GHS.
0.:.:(0: Cot O /(ca
X00 ;NONS .a;
0(0;
'ONN(NCONNON
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However, aith@h?cféimirrgy yi;/?GH release WO 00/54729 fails to actually prove

such effect. Neiihef'e\r?ﬁrgwxecga. Ee@Sem?iFat demonstrate any stimu-

lation of or increasa in endogencus production andlor release of GH.

Besides, WO DJWZS fJéltotQuiﬁ an? §w41;oeof those claimed com-
pounds on any bio'%{%Wnged compotinds are not shown/described to be

figands of one or more sieciﬁc receptors, for instance of a receptor family, that bind to

them and mocutelrer MWS 1, 0:SSSN
Furthermore, V\ANSZ%&@SIPEM 't@x@trate inhibitory and/or an-

tagonistic activity of claimed compounds, A: nwag?r of fact, such compounds are not
shown to decreasJJﬂ\Lll of s&m nd/or jnhibit or decrease endogenous

production andfor gzg gwottﬂ‘ghibiwg@ion on any receptor mentioned
1 119 119

nor made obvious.

US 6,525,203, SEHLS,AQ N@?&;’ﬁ%lof the same patent family

as WO 00/54729 x@tg/gﬁ gt comprise triazole moieties as claimed subject
matter any more. With regard to biolog‘cal activity, the above stated facts as for

woarsrzo amiy . NS1S-NONS'SS:S
WO 2004/0219@ de@;eﬁ\rﬂo%hcgﬂ&gahawds GH secretagogues

which are said to be. u’seful in stimulating endogenous production or release of GH.

However, claimed &6&8 %m& Fxl e@@m &matic rings and do not
contain friazoles. m St SS 1 n I SSS

Analogous to WO 00/54728 in vivo GH release is Claimed, but neither in vitro nor in

vivo data are contaNJthrﬂ)s#St&pn%\Slio f or increase In endogenous
production and/or Or§as f$l glgggd to biological activity, the same stated
72973 !

facts as for WO 0 ppTY.

WO 97/23508 Jﬁ%s&é@m@mimeﬁc nature as GHS and are said to

act directly on pituinllﬂﬁrpto@l&se-GH therefrom and show improved prop-
erties, such as improved fesistance lo proteoitic degradation and improved bioavail-

abilty. In addition, ¢idimed ,cv%@ﬁiligﬁs?ﬂ;h&red in vivo to increase
GH release. The cqmpounds are peptide derivatives and do not explicitly contain tria-
2zole moieties. . rnxn S 1 SS 1
However, ance BGFHRA N Ba14oVA :GveMS @r54729 and
WO 2004/021984, ﬁe 97;2§08 {aﬂsﬁ jbit any in vitro or in vivo data that demon-
strate the claimed s % ! 'on pituitary cells, GH release therefrom
ssNtnssksf
' 1%
$s.S,sc.::Ssnstsi
SHnIng rsesss;

:snntsSES, 17, A,

o~ B —



" XIt,14r7?:;
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and! with regard to biological targets and inhib-
torylantagonistic EZ%L%VNPNC 18‘8)-@4729 apply.

Us 6,127,391, g's 977,178 and US 6,565,570 are members of the same patent
family as WO 97/2NB Thé\‘?is as sta(ed for WO 97/23508 do apply.

33Ni
N3,133,S.333N,3
3333:11,:333,333
N-3
1:1:3:-N.3N<CC<
C33N3.<.e
<3?sArNeX:As.s.
Asie. Jsonsis....e;
S:AN'Ast.NNAAN
S. el Ss:
:ANAASCAI AAA:"
SS:We:SSW
e.3333<3
<3<°33:33333
CX3Vv33:33:3:3
3<<:iN33:1,3::

3N3t: 3:333,33
33:3 <?333,,, 333;
N 3:<,<?3:)3,3<;
333.3.,)N;
r3:,,,3,33; Z33333
3: 33333t 4 233
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...ZW.ce;.;.;;
;.tis,-....;y¢e,.sase
Summary of the irw_e_rit)igéA: ee Se
In a first aspel 1Sk pfiyiEAXhe use of a compound according to formula (i)
Rs  gsomseeze:Ae

R4,
R5/NWNN€EEE ANS.e:

eye:See:se br sce
S. ke.Seesees:
wherein sobbe- ASS

R1is selected from th @n y@N atom, alkyl, alkenyl, alkynyl, cycioalkyl,
cycloalkylalkyl, aryl, heteroaryl, arylalk.yl, hetef’oary!a!kyl, heterocyclyl, heterocyclylatkyl,
alkylsulfony!, arylsulfonyl, ?NI jch.a 'rai $uibstituted in the aliyl,

U walich,
cycloalkyl, cycioalky!allg B er§r§ 3{3‘@‘ heteroarylalkyl, heterocyclyl and/or
heterocyclylalkyl group By Up 1o 3 substitielits Thdependently selected from the group
isti “ ;=N 8 , ~NO;, alkyl, aryi, -
consisting of halogen.N’—N-lrs,_ _8@3@88{!@ NO,, alkyl, aryl, arylalkyl,

O--alkyl, -O-aryl, -O-arylglkyis 53 pref?r ly are selected from the group consisting of “alkyt,
aryl, heteroaryl, aryla!ky$ & al)&“ onaliy being substituted by up to 3 substituents

independently se!ectedNreNNNn%g “@@%ﬂr-ﬁ =Ci, =Br,—, =Ng, -CN, —

NR7R8, —OH, —NO, alkyl, aryi, arytalkyl, ~O—alkyl, —'o—aé, 20 arylalkyr;
J\j/ i'in |g?yl, cycloalkyl, cycioalkylalky!,

R2 is selected from the'g-r Ul Cor@sﬁi?o%,'alkg;
aryl, heteroaryl, arylaIkﬁe}mqlkmfmwﬁe@)cwylalkyl, atkylsulfonyl,
arylsuifonyl, arylalkylsuffenyliwhich gre %pt’ nally substituted in tt\e alkyt, cycloalky!,
cycioalkylalkyl, aryl, hegngmﬁ A£%&Nr&m&ycly! and/or heterocyclylalkyl
group by up to 3 subsﬁ@rs ‘bmg‘g rgrtﬁi'ﬁ‘bt@g.roup consisting of “halogen, —

E, -1, ~Br, ~1, ~Ns, ~CN, -NR7R8, —OH, —NO,, alkyl, aryl, arylalkyl, ~O-alkyl, ~O-aryl, ~O
arylalkyl”; and preierabGrE selected from the group consisting of “alkyl, aryl, heteroaryl,

arylaliyl, hateroarylalkyF Qf!pnf Qeirg‘ﬁuétinsgwg 3 subsfituents independently
selected from the group considting O *haioder, = =Cl, —8F-1,"-N;, -CN, -NR7R8, ~OH, ~
No;, ai, arv. el NAB S A -SAeeASe

one of radicals R3 and @ isah om, whereas the other radical is sefected from the
group consisting of “hydroée'rr’atom, alkyl, aryl, hetercaryl, arylatkyl, heteroarylalky!,
heterocyciyl, heterocycl&@/ 3 8&—AAN@@{T®I, ~alky-O-heteroaryl, ~alkyl—

SIS == (oW1 1104 o - Spuna v
:.oshrr rrbee:rb
corn &LP,/
PP:KKK, K(K.P*P
KAPOCP:

L sl o~ N T 1 r B s s R e~
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000000.0:0:0.

00.05 001.00.
(..:(S.KKCC:POK
aIkyl—-CO—heterocyclylaK %ﬁm@@f«m Parylalkyl ~alkyt-C{0)O-

neteroary!, ~alkyk-C(O)) El} | ~alkyl-C(O)O—heterocyalyl, -atky-C(0)0-
heterocyclylalkyl, —a&kyKKlK - OH, —alkyl—NH,, ~alkyl-NH-C(NH}-NH>,
alkylsuifonyl, arylsulforOryF@(x@ylP&yP—P(yIPkG—H which are optionatly

substituted in the aryl Krylalkyl heteroarylalkyl, heterocyelyl and/or
heterocyclytalkyl group'by uFtioy Ubstituents mdependently selected from the group

consisting of *halogen, P 6 r'ﬂDP—P ¢FC’ —NO,, alkyl, aryl, aryialkyl, =
ected frol

O-alkyl, -O—aryl, ~O-a iﬁl and preferably are sel the group consisting of
“arylalkyl, heteroaryla!i«% —q}ll? g@ximf—o—arylalkyl ~alkyl-O—
heteroaryl, —atkyl-O- hpleyKalkyl —O-heterocyclyl, akyl-O~
. 1.,
sfirw";
in a second q@s@iNm}/iﬁWriazolﬁo@cund selected from the group

consisting of:

compound 1 § (1 5( dﬁ mdol 3 elhyi -(2,4-dimethoxybenzyl)-4H-1,2,4~
triazol-3-y1}-2-(1H-in ol Latl o ipropanamide,

compound 2 IE@E(R]@quI 3-yhethyl)-4-phenethyl-4H-1,2,4-triazol-3-
yi-2-(1H-indot-3-yl): ﬁ@@w Nethylpropanamxde
compound 3 Kﬂ@ R(ITH ind Qjﬁ )-4-phenethyl-4H-1,2,4-triazol-

3-yl)-2-(1 H-indol-3-yljethy!)-2-amino-2- mét ylprop ide,

compound 4 ° - ég\,]h&\:aphtha)en 1-yimethyl)-4H-1,2,4-triazo!-3-
yi-2-(1 Hvindo!-s-yl){%)@@aw :Z%ethylpropanamlde, The pharmaceutical

50000:0.00
:cctcOOOPCK:OP
PPPC.X.K.C.(KIP
PK..0:KCJONCK (
'‘CPO:PK 0000
KNOCK PT CP.
PPP: \nog(
PCKCPCK:
PPPAK,PC(1(0):0
.co; .0

N PN PN PN PN N PN PN P~~~
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?F:.bS$SN,z.x"1k
--10
XS'Z.1;1
compound 5 (R)-A{-Afa@-l—fM@erﬁNNh&aIen-1»y!methyl )-4H-1,2,4-triazol-
3-yt}-2-(1H-indol- &yl)eN)Wﬁnethylpm KI
compound 6 {R-N-(1-{5-(2-(1 -mdyi y%thy! -4~(3-méthoxybenzyl)-4H-1,2 4-triazol-3-yh)-
2-(1H-indok-3- yl)ethyl)-N‘lNNJtMNqnade

compound 7 (R)—N;N@Nhoxybenzyi)-S-benzyMH-1 2 A-triazol-3-yi)-2-(1 H-indol-3-

yhethyl)-2-amino-; 2—mj§jl pro; ana ide
compound 8 (R)- N -mu,c}ld-yl)ewgenzNH-i,2,4-triazol~3-yl)-2-(1H—indol-
3—yl)ethyl)~2-amino-Z-MNANﬁh ; N N

compound 9 (R}~ &H—mdol’:} yi)§py!}4-benzyl4H—1,2A-triazo]~3-y!)—2-(1H—indcl-
[ERE]

3-yhethyl)-2-amino-2-meth ropanamsde

compound 10 {R)- N-!\j (S TH-i N - ¢ropyl)-4 {3-methoxybenzyl}-4H-1,2,4-triazol-3-yl)-
2-(1H—indo\-3-yl)ethyl)—Ne -$thylp:opanamwde,

compound 11 (R)-N- i 3 y ha!en-1-ylmethy()—4H-1 ,2,4-triazol-

3-yh)-2-(1H-indo}- 3-yi)eﬂ1y| 2 ammo~ methyipropanamide ’

compound {2 {R)-N-(1{3-12X V- mméé\yt)#(ti-methoxybenzy!)-4H-1,2,4-triazo!-3-yl)—

2oy G IRHAEEREAENIN: .
compound 13 (R)-Ny -(:t»(4~_n§2xyﬁrz1!tf»beﬁ%f{-1 \2,4-triazol-3-yi)}-2-(1H-indol-3-
NG, .

yhethyl}-2-amino-2-methylpropanafide;

compound 14 (R)-N-{1-(B-(3-(1H-indol-3-yl)propyl)-4-(4-bromobenzyl)-4+-1,2,4-triazol-3-y)-2-
{1H-indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 15 {R)-N-{1-(5+(2-(1 H-indol-3-yl)ethyl)-4-hexyl-4H-1,2 A-riazol-3-yI)-2-( 1 H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,

compound 16 {R)-N-(1-(5-(3-(1 H-Indol-3-yl)propyl)-4-hexyl-4H-1,2,4-triazol-3-yh-2~( 1 H-indol-
3-yhethyl)-2-amino-2-methylpropanamide,

comipound 17 (R)-N-(1-(4,5-bis(2-(1H-indo}-3-yl)ethyl)-4H-1,2,4-triazol-3-yl}-2-(1 H-indol-3-
ylethyl}-2-amino-2-methylpropanamide,

compound 18 (S)-N-(1-(5-(2-(1H-indol-3-yhethyl)-4-(2,4-dimethoxybenzyl)- 4H-1,2 4-triazol-3-
yi}-2-(1 H-indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 19 (R)-N-(1-{4-(3-methoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y)-2-( 1 H-indol-3-
yljethyl)-2-amino-2-methylipropanamide,

compound 20 (R)-N-(1-(4-{4-methoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-(1H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,
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'6,66.6S;
X:6666::::";

compound 21 (21 ¥i4-(3.5-dipethoxybenzyl)-4H-1,2,4-triazol-3-
RUCHSH (eIt

Yi)-2-(1H-indol-3-yl)et ~afmino-2-mét aharhidd, "

compound 22 (R)S-( 1= (4 rﬁthﬁyb@zyl’ @@h@y{;ﬁpyl}#ﬁ-‘t 2, 4-triazol-3-yl)-2-(1H-
indol-3-ylethyl)-2- am@fﬁﬁethyl*o@am;i, ’) .
’

compound 23 (RN 56 7550!'3 1pre ~4-(4-methoxybenzyl)-4H-1,2,4-triazol-3-yl)-
2-(1H-indol-3-yl)ethyl) R-aMminc namide,

compound 24 (R)z—(QA-gmH—indol—3—yl)ethyl)-5-(3—(1H—indol-3—yl)propyl)-4H—1,2,4-triazol-

3yh-2-(1 H-indol»a-yiw 23\'2\22.:2blgfgaramide,
compound 25 N)ef ethoxy)benzyl}-4H-1,2 4-triazol-3-yl)-
-(1H-indo}-3- yl)emy‘g(ZAZZIﬂz Z ﬁj ﬁN

compound 26 (R)2-2J2-(22;lhoxybenzy!)—5—phenethy1~4H~1 2 A-triazol-3-y)-2-(1H-indol-3-
y))ethy!)~2-aminoA2-mN)2r23rgr§'ie22 2 N INI
. . &N
compound 27 {R){V -indo3-yistd t ¢ 1-ylmethyl)-5-phenethyl-4H-1,2,4-
INCPINVIC TP

triazol-3-yljethyl)

compound 28 (R)-‘\I—Cﬂ-(?(f5H~indol«s—yl)ethy!)-4—(3,4-dichlorobenzyl)4H—1,2‘4-triazol-3-yl)—
IR I\ A AN S RSN T

compound 29 (R-N-(1 2 (2-(1H-indot-3-ylethyi)-4~(4-fluorobenzyl)-4H-1,2,4-triazol-3-yl)-2-
(1H-indol-3-yl)ethy])-2ras Izrmethylpropanamsde

compound 30 (R)- I\@'@@ @r@@xl@@%{i—m,2,4-triazol'3-y!)-2~(1H~indol—3-
yhethyh)- Z-ammOZmTrlg ana |de *- 2 2

compound 31 (R)-N-(1-(5—(2—(1H Indol 3- ﬁethyl)-d, 2, 4-dimethoxybenzyl)-4H-1,2 4-triazob-3-

V)-2-(1Hindo-3-y ety pirkrad ey SSZ

compound 32 (RHG{NJ-AP Hindoka-yietnyl)4-(2 4-dimethoxybenzyl)-4H-1,2,4-triazol-3-
yh-2-(1H-indol-3-yljethy)piperi me o 3mide

compound 33 (R)- N {1-{4 (4~methylbenzy!) 5~ (34 phenylpropy[MH -1,2,4-triazol-3-y1)-2-(1H-
indol-3-yl)ethyl)-2- aml&z 22\ g}'opanamlde.

compound 34 (R)- NN»W m[—N@s @ ZMQA%yibenzyl)AH-'l,2,4—triazoi-3-yl)—2A

(tH-indol-3-yhethyh-2-amino-2- e:ﬁaza zj
compound 36 (R) N‘% 2 ndo Z ylg(zg dimethoxybenzyl)-4H-1,2,4-iriazol-3-

yiy-2-(1 Hindok-3-yhet A bdR2-HNHMN | -2 2 2

.compound 37 {R)-N- (2(?4Nvgib?@-5-phenethy'l4f+1 ,2,4triaz0l3-y)-2-{1H-indok-3-

yhethyl}-2-amino-2- methylpropanamxde

szoNtNs2s2
222:2222; |
2Nes.| | N22s2I,
2-2222: 2N2;

P PN A I PN PN NI R I T P~ ~
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:2:222,25,2", 1S;
22,ssl.1z2.2.2,1,
compound 38 tN]Z(SI(NIZ Z‘% Q?(fl?xethoxybenzylHH—?,2,4»triazol-3-

yI)-2-(1H-indol-3-yhel aminob:

compound 39 (R)Z@(é-%ZM%nld?—Syzm 2 4-triazol-3-yl)-2-(1 H-indol-3~
y!)ethyi)»z-amin&Z-m@yQ@Em?z 2 2 - 2 2 , 2 2 -

compound 40 (L( ethoxybenzyl)-§-phenethyl-4H-1,2,4-triazol-3-yi)-2-
(1H-indol-3-yl)ethyi)-4 m]r arboxamide,

compound 41 (S »2(2)2:2(-4251“22:12#2&92/!-4%1 \2,4-triazok-3-yl)-2-(1H-
indo!-3—yl)ethyl)piperidza32m§2 22 222

compound . 42 (R);?i21 2{4 Zaoxybenzyl)—s-phenethyMH—1 2 4-triazob-3-yl)-2-(1H-
indol-3-yl}ethyi)piperi =Cal x;!':i 5
compound 43 (R)—t&&lgmazmg‘tla—gz,4-triazol»3-yl)-2-(1H»indol-s-
y!)ethyl)-z-amino-Z-m?Qro;ﬁnaT? IS |2|2 2 2
compound 44 (R} 1,2,4-triazol-3-yl)-2-{1H-indol-3-
2NFINIZISININD 22 "

yhethyl)piperidine-4-c:

compound 45 (R)-Q( l ;(G-QSNJ mﬂleltNkNN}onybenzyl)-4H»1 ,2,4-triazol-3-yh)-
2-(1H-indo\-a-yi)ethyn??‘c???y‘boxamide,

compound 46 {S)- -(j/j -]v(l-(jﬁgfﬁriy_l)»sz-ohenethy!-4H»1,2,4-tﬁazol-3-yl)-2-(1H-
indol-3-yljethyl)pyrroli exeRi y .

compound 47 (R4 IQ424I@®»42E2}*)»@1(&%@MH—1,2,4—T(iazol-3‘yl)-2-(1H-
irdol-3- yl)ethyl)pyrrohdmN«rar

compound 48 (S)-N-{(R)-1- (4 (41 methoxybenz§ 5 henethylAH 1,2,4-triazol-3-yl)-2-(1H-
indol- 3-yl)ethy!)p|pend23

compound 49 (R)-Nﬂ-1 Z—Emethoxybenzyi)-5~phenethyl—4H—1 2 A-triazok-3-yl)-2-(1H-
indok-3- yl)ethyl)plperldmz?éarbox 2 2 ..

compound 50 (R)-N-(1-{4-{4- methoxypenzyl)-S-pHe'nethyI~4H-1,2,4-1riazol-3-y!)-2-(1H‘indol-3-
yhethyl)-2- ammoacetaﬂ,\qe

compound 51 (R)- /Z(| (MZ&@@N@!QM@@M1,2,4»triazo|-3—yl)—2-(1H—indoi-a-

yhethyl)-2-(pyridin-2-yhacetamide,

compound 52 (R)- —(Y{§(4 ,,%2 genzylf; Neg gi-M 2,4-triazol-3-yh-2-(1H-indol-3-
yhethyl)-2-(pyridin-4- yIQcBA@} | S: 2 2 , 28 . 22
com;;;:;)cysclhexaf‘:)c ;I'r-b! :x%:gn%bwl)i?@ethyMHA ,2,4-triazol-3-yl)-2-(1H-indol-3-
2,12.222.2:2:22.2
2.72N2.
2"...0N0.2,2 :21 |

22 1

m PN TR I NPT R I P~ ~ ma
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congaeaaar.,yr,44
al4.-44<5-:""na9u

compound 54 (Ry-N-(1 ésg;pH ingipl-3- gethéfH-FenzyMHA,2,4»triazol-3‘yl)-2-(1H—indo!-
3+ yl)ethyl)plpendme#carbuxamld . -
compound 55 (R)Jnkb(&naa&n&uz -benzyl-4H-1,2,4-triazol-3-yl)-2-(1H-indol-
3-yl)ethyl)piperidine-: Saamo&m§< (N f)% < .....
compound 56 (R)-pia( 1-(4~(4-methoxybenzyt)- 5-phenethy!-4H 1,2,4-triazol-3-yi)-2-(1H-indo}-3-
yhethyl)-3-aminopropamamide,

compound 57  (Syb ((&E&a;iﬁﬁaaa&'m&14iﬂ-1 2,4-triazok3-y1)-2-(1H-
indol-3-yl)ethyl)- 2-amncaa&am|d1fu " K<Saa

compound 58 (R}-N-(1-(4-(4- methoxybinzyi) -5-phenethyl-4H-1,2 4-triazot-3-yl)-2-(1H-indol-3-

yhethyl)-2- (pyndm-a-yﬁ@%
compound 59 (R)-@(Jttﬁ&@ﬁ@ﬁyl}%j&&mh’-1‘2,4—triazo)-3-yl)-2~(1H—indo!»3—
yethyl}-3-(pyridin-3-ylipro j
“Hét5:a,cot _
compound 60 {R}- N -(1-(8~ (2( —indolﬁ-ﬁ?thyl)-lt—benzyl-‘tHJ,2,4-tnazol-3-y|)-2»(1H—indolA
3-yhethyl)-2-(pyridin-; Z-ylac e al' n4<<

compound 61 (R) N{(aé CzﬁHﬁd‘o‘lé’@eﬂﬁi—_(?A-;dimethoxybenzy!MHJ 2 A-triazol-3-
yl-2-(1H-indol-3-yhethyl)-2-(nyridin aryl)fcetamlde

d.
compound 62 (R} A (1 (4 (é 4-d|methoxybenzyl) 5-phenethyl-4H1 2,4-triazol-3-y)}-2-(1H-

indol- 3—yl)ethyl)pxperld\!~4<aalmmlé< aS

compound 63 {R)- N.L(lﬂj[(d, (Zt]-amlhawbenzyl) -5-phenethyldH-1,2 4-riazol-3-yl)-2-{ 1H-
indol- 3—y!)ethyl)plperxdlne-zcarbox mld

"
. <q.)g
compound 64 (R)-N-(1-(4-(2,4-dimethoxybenzy! ~;§enethyl—4/—/ 1,2 4-triazol-3-yl)-2-(1H-

indol- 3-yl)ethy()pxoohnﬁ|de7 ) << 1 4 < 4 <
compound 65 (R} —Iaa&efﬂﬂa(aelraﬁ@aa@/—/‘l \2,4-triazol-3-y)-2-(1H-

indol-3-yhethyl)isonicotinamide,
_q- L
compound 66 (R)-NA 1-Q—'(Z,410’1methoiyb'eﬁz%)c;-pQEnethyl-4H-1 \2,4-triazol-3-y)-2-(1H-

indol-3-yhetnyhpyrazine B @414 Th ,a;
compound 67 (R)-lOTﬁ 4@nﬂ]NH\a} SQcirtz(hyMH -1,2,4-4riaz0l-3-y1)-2-( 1 H-

indol-3-yhethylpiperazine-: “Z-carboxamide,

compound 68 (S) -/\M?gh(& 45'$§b§:enzyl) -5-phenethyl-4H-1,2,4-triazol-3-yl)-2-(1H-

indol-3-yhethyhpyrroidk@ 2 HhEFREE . ©

compound 69 {R)-N-(%e(5- 27ftng-?ﬂy)egl%&4-dxmethoxybenzyl)-4H 1,2,4-triazol-3-
yi)-2-(1H-indol-3-ylethyl}-2-hminoacetimide,”

latC.<1Za+X>b<a
l:Zaaa,t<4..<20<<
<-

sl-s,sr<sx.ctsS”sS

L~ ™~ A+ P~ o~ ~\
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4s;53-SCli-,V
0:40:RONOIt: ??

compound 70 é § Sﬁthyl)-tt (2,4-dimethoxybenzyl)-4H-1,2 4-
triazol-3-yl)-2- (1H|nddl- -% m oxamide,

compound 71 (R)-l(ﬂQ-(;?(&JdperA-(biSrnethoxybenzyl)-dHJ,2,4-triazol»3~
e IGSKSESSSN S1 s

compound 72 g(z é'IH MI -3 I)Eﬂé -4§ZS4 dlmethoxybenzylMH 1,2, 4-triazol-3-
yi-2+(1 H-indol-3- yl Jett <$a$
compound 73 (R)-S('L-(ﬁﬁ&t&»&ssat&g;(MEthoxybenzylHH-1,2,4-triazol»3~

yl)AZ-(1H-indol-3-yl)etf5)g’q\jgszgs S S
compound 74 {R), ;ﬂg&(glng %)§v¥-4 (Eydxmethoxybenzyl)—lw 1,2,4-triazol-3-yl)-
2~(1H-indol-3-yl)ethanam! S

compound 75 <R>»I$C®$z§b$5&$¥5r,&&6étbymm,2,4»triazot-&yt)-2—<1H—
indol-3—yl)ethyl)-?-amigaceta K

compound 76 { )-N—(1~(4-(4-methox*beniyl) 5-phen8nf:‘ﬁ 1,2,4-triazol-3-yl)-2-{1H-indo}-3-
yhethylpyrazine-2-carppxamidey y 5 5 119 ¢

compound 77 (R &4 .({&W@tpgxygnz}l)-@w ethyl-41-1,2,4-triazol-3-yi)-2-(1H-indol-3-

yliethyhisonicotinamid K 05 155

compound 78 (R} N»‘yz {4+ meth(%benzyl) -5 nethyMH—1,2,4-tﬁazol-3-y|)-2-(1H—indoI-B—
yhethyl)piperazine-: 2—§ox .
compound 79 NZ@Q;NQ@amﬁenethﬂj71 2,4-triazol-3-yl)-2~( 1H-indo}-3-
yhethyhpicolinamide,
et,,.F110.6 - ,
compound 80 (R)-N—(1-(5-{2-(1H-\nd5I-3—yl)ethy!)-4-(4-methoxybenzyl)-4H~1,2,4—mazol-3~yl)v
2-{1H-indol-3-ylethyl)picolinamide,

compound 81 {R)-N-1-(5-(2~(1H-indol-3-yhethy!)-4-(4-methoxybenzyl}-4H-1,2 4-triazol-3-yl)-2-
(1H-indol-3-ylethylpiperazine-2-carboxamide,

compound 82 {R)-N-{1-{4-(4-ethylbenzy!)-5-phenethyl-4H-1,2,4-triazol-3-y(}-2-(1 H-indol-3~
yhethyt)-2-(pyridin-2-y))acetamide,

compound B3’ (R)-N-(1-(4-(4 senzyl)-5-p! hyl-4H-1,2,4-triazol-3-y1)-2-( 1H-indol-3-

yhethyl)piperidine-4-carboxamide,

compound 84 (R)-N-1-{4-(4-ethylbenzyl)-5-phenethyl-4 H-1 ,2,4;u'iazol-3-yl)-2-(1 H-indol-3-
yhethyl)piperazine-2-carboxamide,

compound 85 {R)-N-(1-(4-{4-ethylbenzyl)-5-phenethyl-4/-1,2,4-triazol-3-y1)-2-(1 H-indol-3-
yhethyh)pyrazine-2-carboxamide,



St, .S:- ,,?oh., N
HS<

compound 86 (R)—N-(1-( ~(2-(1H-i QUQZAgNgdlmethoxybenzyl )-4H-1,2,4-triazol-3-
¥I)-2{1H-indol-3-yl)ethy T} 21 rfocych isle>

compound 87 (S),'\J«Z)A(;&JZ:(1H—indol-3-yl)ethyI)A—(4-methoxybenzyl)—4H~1,2,4-triazol-3~

yi}-2{1H-indol-3-yl)et i aaTyie,
PTGIRPE . ?-C.-

compound 88 {R)-N-((, -(2»(1H—indoi$Qethylm(4~methoxybenzy!)-4H~1,2‘4-triazol-3-
y1)-2-(1 H-indol- 3-y|)et%1)p€: chobratide, s e

compound 89 (S)IN-«R)-1%«2/{;;402-}0%a}jl;—}}:{-methoxybenzyi)-:t/—/—1,2,4-mazo|-3-
¥i}-2-(1H-indol-3-yi) et?&rilldga.cavyxarsde

compound 80 {R) N ( R)-1(5-(2-(1H- mdoi- ) 1)e{hy!)-4 (4~ methoxybenzyl)AH -1,2,4-triazol-3-
y1}-2-(1H-indol-3-yl) eti;y} ng-a- oxamide, g

compound 91 (R)-X%{&@ll-j)ﬂb?&y? ?y!)-4~(4-methoxybanzyl)—4H~1,2,4~triazola3ayl)-

2-(1H-indol-3-yljethyl)-2- 81@){&6 pnide,
compound 92 (R N— —(5 (2 (5{ 5 y!)e(hyl)-4 (4-t bromobenzyTHH 1,2,4-trigzol-3-yl}-2-
(1H-indol-3-yl)ethyl}-2 $ wSsSheS

compound 83 (R)-N—'f}-(t@@?r@@%ﬁt@@-methoxybenzy!)—tzH-‘l,2,4~tn’azol—3-y!)-

2-phenyle(hyl)-z-amino-z_-iet ropanamidg,

1-S7S-A-s4ds

compound 94 (R)‘N»(z-(‘IH-indof—3~yl)—1-(5~phenethyl4—(thiophen—2—y(methyl)-4l—l—1,2‘4—
triazol-3-yl)ethy!)pipe: . rt;oxamide,

compound 95 (R} 4—,(1-(Z(Z@#—inqq;ﬂi&tw444‘;520!-34y$)—2-(1H indol-3-ylyethyl)-
2-amino-. 2-methy!propa amni / 4 .

compound 96 (R)ijz-(g% indor3-ymethy-4lmethyl4H-1,2,4-triazol-3-y1)-2-(1 H-indol-
3—y|)ethyl)-2—ammo-2~4t namide,

compound 97 (R)-M]_(‘l4-(4@@4&!’?4-445&4—1/-1,2,4-t(iazol~3Ayl)-2-(1H-indol»
3-yhethyl)-2-amino-2- meth%zrop 4:i1m|de 4

compound 98 (RN ST H-indol13- yl)rﬂetz}-4H4,2,4»triazol-3-yl)-2-(1H—indol-3-yf)ethyl)—
2-amino»2~methyipropG@d6r| g’)lz e

compound 9% {R)- 6 Qﬂ—s?!t:ethyl)-ti {2,4-dimethoxybenzyl)-4H-1,2,4-triazol-3-
y)-2-(1 H-indol-: 3—yl)ethy$2 -amino-2- meih@: anamlde

compound 100 {R)-N- Q—(Z\Z-ng» néyJ'SUfmmS‘bH 1,2,4-triazol-3-yl)-2-{1 H-indol-

3-yhethyl)-2-amino-2. .methylpropa)emrde,

com; T:;?nd:lo;yl)etgi)l;—-(ammm ﬁ(g;namld; ’MwmwenZWHH o
4.1:.8".;
.,2;:::' ;ic- Sr,,n).1
Zz-cz4,444-)4.4-4
ya4. 44...4Z 4.4-4

o~ A A . A AR A A
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compound 102 {R)-N-(1:(4-(2 4-dimethoxybenzyl)-5-benzyl-4H-1,2,4-triazol-3-yl)-2-{ 1H-indo -
3-yl)ethyl)-2-amino-2-fefhylpropanamide,
P 3 n ]
compound 103 (R)-l\ﬂ’l—j&(-’.’»-(ﬂ? nppb:i—yﬁrly!)-q-(l&]methoxybenzyl)#H—1 ,2,4-triazol-
3-yl}-2-(1H-indol-3-yl) Hyl-)&amm 2 yiprop ide

compound 104 {(RH-(1-(: 5({1Hi§cli-yl
indol-3-ylethyl}-2-amino-Rihathypk

1
compound 105 (R)-AQQ&nQQ;Q&ch;«MH»T \2,4-triazol-3-yl)-2-(1H-indol-3-yhethyl)-2-
amino»Z-methy)propanNdi,n 1 | O . 100 10 e
compound 106 {R)- Qﬁﬁ yl-4—(2 2-d0r6fithyl);$;1 ,2,4-triazol-3-yl)-2-(1H-indol-3-
f

yhethyl)-2-amino-2-me

compound 107 (R JQ'-(QAH‘IH-E—)&@/@%@Mnylethyl)-4H~1,2,4-triazo!~3—y[)-
2»(1H»indol»a-yl)ethy!)egipoa- ﬂ@)ooaﬁlﬁi@ O C .

compound 108 {R)-BE( (4 (Sﬁﬁth ybenzyl) -5-benzyl-4#-1,2, 4-triazol-3-yl}-2-{1H-indol-
3-yhethyl)-2-amino-2-

compound 108 -@; 2 5 c@z@@@Z@Z%@U H-indol-3-ylyethyl)-2-amino-2-
methylpropanamlde O 40 0 O 4

compound 110 {R)- z—ﬁ {5 ben6-4 hexyMH 1,2,4-trigzol-3-yl)-2-(1H-indol-3-yl)ethyl)-2-
amino-2-methylpropa CCF

compound 111 (R)N('\@—(G@»@@ﬂx@ﬁyl@e@'ﬁﬁM24tnazo\ 3y1)2-(1H-indol-

3-yhethyl}-2-amino-2- Ip] al .

-é-pznet 1-4H-1,2,4-triazol-3-yl)-2-(1H-

compound 112 {S)-N- (1-(4 {2,4- dlmethoxybenzyi) -5-benzyl-4H-1,2 4-triazol-3-yl)-2-(1H-indo}-3~
yijethyl)-2-amino-2- msB)(ftr@%WO uShlez

compound 113 R)—Mﬂ 1@Ff-d’imethoxybenzyl)-S-phenethyMH—'l 2,4-triazol-3-yl-2-(1H-

indol-3-yl)ethyl)-: 2»amxn 3 nam:d O 0
compound 114 {R)- N Q 4: bromobanzy - -benzyl’41‘9,&9{riazol—3—yl)—2-(1H»indclv3-

yljethyl)-2-aminc-2 —meth_yl

compound 115 (R)~N©J(6Wzyl}@gn}_ﬁﬂﬂﬁ,mﬁazo!-3-y!)-2—(1H-indo|»3»
yhethyl)-2-amino-2-methy! Aopanamld

compound 116 (S)-N={1-( %Iﬁ e okybéhiyl)l 5-phenethyl-4H-1,2,4-triazol-3-yl-2-(1H-
indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 117 {R)-N-{1-{4 5-diphenethyi-4H-1,2,4-trlazol-3-yl)-2-(1H-indol-3-yijethyl}-2-amino-
2-methylpropanamide, ’
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compound 118 R)Iﬁ%dl??lztnj!ﬁ -5-4 ngL?H 12,4-triazol-3-y)-2-{1H-indol-3-

yhethyi)-2-amino-2-methyipropanamide,

compound 118 (R, -2(&»(Z—mg;et%igr-&%g;uxybenzy[)-zt%1 ,2,4-triazol-3-yh)-
2—(1H~indol—3—yl)etharﬁr;i'n'el 212S-222222

compound 120 (R)EQQQ?TibIeZy.I )f—fi?zfz \2,4-friazol-3-yl}-2-phenylethyh)-2-

amino-2-methylpropanamide,
L)

compound 121 (R)4( 1{4-(4-fluorobenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2-(1H-indol-3-

e 2anno2n@PPPPO 11222222
compound 122 (R-#9(1-(4-(3 4-dichlorobenzyl)-5-phenethyl-4H-1 2 4-triazol-3-yi)-2~(1H-indol-
3-yhethyh)-2-amino-2-methylpropanamide,

compound 124 (R)-Z(l(l(zaagﬁylaergbzzz,z»tﬁazol-s-yl)-zv(1H-indoI»S-
i) 2o 2 PUPRGPO 21 222222

compound 125 (S)- Z(Zm ybenzyl}-5-(3-phenylpropyl)-4H-1,2 4-triazol-3-y1)-2-( 1 H-
indol-3-yl)ethy!)-2-amif j;z&:g(ﬁamlde

compound 126 (S)-Z(lezax&lylzdzy(uwd,2,4—(riazot-3-yl)—2-(1H—indol-3-
yi)ethy!)»z-amino-Z-m?T?a?niiE2 1 2 7 2 .. 2 2

compound 128 -triazol-3-y1)-2~(1H-indol-3-
yhethyl)-2-amino-2- miylei 2,2[?,?[21 ?‘22??

compound 128 S)-/J-.( 2—2—{]&102&.:\2&2%)21’1‘5@[24,2,4-triazol-3-yl)-2-(1H-indo!-S»
yl)ethyl)-2-amino-z—m?QrDQ??? 2 2 2 2 2 2 1

compound 130 R)- { 1-{4-(4 zpethoxy; yidH-1,2 4-triazol-3-yi)-2-(1H-
indol-3-yl)ethyl)-2- aml ?2;12 225\@ 2??

compound 131 R)-y()-p H-indol-3-yl)-1-(5-phenethyl-4-(thiophen-2-yimethyl)-4H-1,2 4~
triazoI-3'y!)ethy!)—2-am'212—152y2'0pj:121?2 1 2 n 2

compound 132 Y-V éﬁ—ﬁ ;Z-Dh?ﬁyA (pyndm 2-yimethyl)-4H-1,2,4-triazol-
3-ylethyl)-2-amino-: 2-n1§ éwﬁ)

compound 133 (R /22@ Qda_g 2 2 Baaw_ezyM -(pyridin-2-yimethyl}-4H-1,2 4-triazol-
3-ylethyhpiperidin 3

’ V221222 22

compound 134 {S)- N- R 1 (4 (4—eth Ibenz l) 5-4 phene%vMH 1,2 4-triazol-3-y})-2-(1H-indoi-3-
yljethyhpyrrolidine-2-

compound 135 N-((@QM@@Q-E@@@@Z{E,4—triazo|-3-y!)-2{1H—indo)—3~
e22.22.22221222.
2222:222-222.222
22 22[221222:.
252/22:22(
222.1221.212222

. PN A A PN NN NN NP~~~ o
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2,2222:221:2-22,2

compound 136 yei oxybenzyl}-4H-1,2 4-triazol-3-yl)-
2-(1H-indo}-3- yl)ethylg)-%gfzggm ’12%‘?

compound 137 (ZP:)L\Z(R% M(Ze'{l‘JibaZR&phenethyMH»‘l \2,4-triazol-3-yl)-2-(1H-indol-
3-y|)ethyl)piperidine-zzaﬁm 2 2 2 2 12 " 1

compound 138 -vazml riy!) -5-phenethyl-4H-1.2 4-triazol-3-y1)-2-(1H-indol-3-
yl)ethyi)p‘cohnamlde

compound 138 N~(@i&(&&zB—s—phenetﬁyMHA1 \2 4-triazoi-3-yi)-2-( 1H-indol-3-
y!)ethyl)-z-aminopyrid‘gz-zrjfﬂz 2 . 2 2 2 . 1 . 2

compound 140 (2S}V-((R)-1-(4-(4-ethylbenzy))-5-phenethyl-4H-1,2 4-triazol-3-y1}-2-(1H-indol-
3-yhethyl)-2-aminopropanamide,

compound 141 N-((g)-:mizi—:e%zep D%—?f\;ezsﬁz-lz;,4-tr;azo;-3-y1)-2-(1H-indoi»a-
yl)ethyl)isonicotinamid?7 . 7\Jr 77 7 7 777

compound 142 8 ol-32y))- henst! nyl-4H-1,2 4-friazo-3-
yI)ethyl)pupendme—4 carb:f r?d? -? 1757 ”%47%7

compound 143 <2S)K7R>7<7f®ol Sipf: p7en¥h74 phenyl4H-1 2 4-riazol-3-

‘yiyethylpyrrotidine-2- b7<~7/;>
compound 144 R)-2- (1 -mdol 3- I) 14 (ﬁfhene%yl-tz pheny4H-1,2 4-riazol-3-yhethyl)-2-

aminoacetamide,

compound 145 N ((}?7’? ﬁd7 ?)")7 S%? ?hYW -phenyl-4H-1,2,4-triazol-3-yl)ethyl)-2-
(pyridin-2- yl)acetam’d777 7 17 77 77 7

compound 146 N-{(R)-2-( (1/-7‘-mdo| -3- yl) 1-(5- phenethy-d«p)enyMH 1,2 4-triazol-3-
yhethyl)picolinamide, 7 P y

compound 147 N-((?—']—E?—(‘v«‘r?oll-?@mm—?(zbethylphenyl)~4H~‘I,2,4»triazo)~3~yl)-2-

(1H-indol-3-yhethyl)picalin 7 7

compound 148 N-((R)-1 :7:- Z-Z)Zndoi—3—yl)ethyl)-4—(4-ethy!phenyl)-4H—1,2,4~triazol»3-yl)—2-
(hindota-yetyy2 fy @z filasdpe. 7

compound 149 N{(RVI (7?(7?—7(}0! 3-yhethyl)-4-(4-ethylphenyl)-4H-1,2,4-triazol-3-y)-2-
{1H-indol-3-yl)ethyl)-2-amincacetamide,

compound 150 (ZS)Z 7 7 §'Z ernZﬂ 3';’32 74_(Z-ethylphenyl)~4H 12 4-triazof 3yl
2-(1H-indob-3-yhethyhpfr )ﬂ?’ﬁ¥737°"¥‘7 {7 c7

compound 152 N ((Rf‘l {5+ t?)?nd? Vy!)eW {4-methoxybenzyl}-4H-1,2,4-triazol-3-yl)-
2-(1H-indol-3-yhethyl)- 2-ammo cetamide,
:77777-r7717+,77
T TTT777:77,
77 77773.

ey ey ey ey ey Sy ey ey ey g Sy
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1/ 1
compound 153 g}-jj v 5-r>hen<=,§yl-4H 1,2 4-triazol-3-yl}-2-( 1H-indol-3-
yhethyl)-2-trans-amin: J rDokarnide, ** " "

compound 154 N—((R)l&&hﬁé\zﬂtéhenemyl-:%H-1 ,2,4-triazol-3-yl)-2-(1H-indo}-3~
yI)ethy!)-Z-(pyridin-3-y_f|:3$1vide, C A S
compound 155 (38N ((ganszlzty!beaizﬁaan?thH 1,2,4-triazol-3-y1)-2-(1H-indol-

3-yhethyl)piperidine-3°

compound 156 N-((R) ~Q(5:hy®r8‘NWn21yllH—1,2,4-triazol—3-yl)-2~(1H-indol-3-
yl)ethyi)-z—aminobenzaﬂde,4 N 444

compound 157 )ﬁaaiﬂﬂzﬂsﬂw !)-4‘finyii-l1 \2,4-triazol-3-yh)-2-{ 1H-indol-

3-yhethyl)picolinamide *

compound 158 N~((ﬁ4444/—[—4‘b44%4y44;MMH-1 ,2,4-triazol-3+y1}-2~(1H-indol-

3-ylethylpiperidine-4 aoxamide,

compound 159 N-((R)y-2-(1 Amdol 3-yi) 1+ (4 (2,4 dxmethoxyphenyi) S-phenethyl-4H-1,2,4-
triazo£-3<y!)ethyl)plcolig "y

compound 160 N«Ie@m@‘mkw (A{&m@%tlwﬂéhenyl)—:"»—phenethyl«w-1.2.4~
triazol-3-ylyethyl)-2- (pgdg?g/!)aregmide

compound 161 N-{(R)-2~(1H-indol-3-y! ) 1-(4-(2,4-di phenyl)-5-p -4H-1,2.4-

triazc«!»B-y!)ethyI)pyrazy?}%rk)}rﬁ'e,> y >>>; . >>>
compound 162 N-((?S-,2|-(]1bimso};s-gy((za(izettr_@hggighenyt)-s-phenemyMH-1,2,4-

triazol-3-yl)ethyl)-2-amingacetarnide,

compound 163  N-((R)-2-(1H-ndoR3-Y}-H-(4-(2 4-dimethdxyphenyl)-5-phenethyl-4H-1,2,4-

triazol-sfyl)ethyl)piper%u‘&%l@rhldp > " >>>- y
compound 164 »yyw@riapaqﬁgew1 2,4-triazol-3-yl)-2-(1 H-indol-3-
yl)ethyl)plcohnamxde
compound 165 (RM 5 b§z;!4—!@r§n§ybmet yl)@h 2 4-triazol-3-yl)-2-(1H-indol-3-
yl)ethyl)-z—aminc»acetdmde
compound 166 N- ((RH A(Sﬁw j@wg%ﬁ@)-@ﬁ1 2 4-triazo}-3-y1)-2~ ('IH-lndo) -3-
yhethyhpiperidine-4- carboxamlde
compound 167 N((R)» -5~£nzyl~4 pyndm-g )‘hg'hyl)QEJ,2,4—triazolv3-yl)—2~(1H-indol-s-
Yiethyl)-2-amino-2mBylprofnaliga > > 1 az ,
compound 168 N((; —(4$T6¢benzli)-4-phenethyl—4H—1,2,4—triazol-3-yl)—2-{1 H-indol-3~
yhethyl)-2-amino-2-methylpropanamide, e
S>> >>>|PPI,>>>:
SS>> S>> > >? >
S>>

>>>>> S>>> >>
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7
compound 169 N—((R)-%(ﬂ-benzy]—4»((pyridin-4—yl)methy!)-4H—1 ,2,4-triazol-3-y!)-2-(1H-indol-3-

yhethypicolnamide, | | > r.>>>> p>
compound 170 N- ((g S@ewlﬂwﬂ&g)memyl)ﬂi 1.2,4-triazol-3-yh)-2~(1 H-indol-3-

yhethyl)2-amino-acetamide, "

compound 171 (R er%yll?(gr%\oi?obutyzredtgﬁgp-uH—indol»z»yl)ethyl)-li—@—
methoxybenzyl)-4H-1 ,atrm&yproppom a "

compound 172 N-{(R)~ S5$9>—gwgggagynéfi 1,2,4-triazol-3-yl)-2~( 1 H-indo}-3-

yhethyl)-2-amino-2-metfiylpropanamide,

compound 173 N—((RH-(Zb§|§I~QIeé@LHW}magl-&yl}Q-UH—indol-3-yl)ethy!)-2~
amino-Z—methy!propa%N |aaaaaa

compound 174 N-(( Rﬁ](_)éz*ﬁiasﬁé —nﬁéﬁﬁw y-4H-1,2 4-triazol-3-

yhethyl)picolinamide,

compound 175 N—(()L-)-ag-amH-indo!-3-yl)ethyl)-4-phenyl-4H—1 ,2 4-triazol-3-yl)-2~(1H-indol-
3»y!)ethyl)—Z-amino«Z-Tay@aagﬂ?éa. Cl a a ay

compound 176 N ((R) -1 (d(4: rfetht@benatiihenethyMH -1,2,4-triazol-3-y-2~(1H-indol-3-
yhethyl)benzamide,

compound 177 (R)<44~A@WN}L1WE&\M—1.2.4—triazoi-3—y!)-2—(‘sH—indo(—
3-y1}-N-phenyimeth: I
y! phenyims! an?ﬂ:u; N|ﬁ4e

compound 178 (R)~ 1-(4 (2,451 ;ilmethOfybeni)_? phenethyl-4H -1,2,4-triazol-3-yl)-2-(1 H-indol-
3y1)-N- tcsylethanamlrg

compound 179 N(&‘&#M@;@oxytﬁr\zﬁvs@\gnet&IﬁH1,2.4—triazol-3~yl)-2—(1H-

indol-3-yhethyl): 2-am|er_methylpropanamnde

compound 180 N- 2f )14 14 (2,4 dlm% x&@ S-phenethyMH -1,2.4-triazol-3-y)-2-(1H-
indol-3-yhethyl)ethane=
compound 181 N:((@1- d-t(ﬁy%j]pkm_y?s pm}g‘_ﬁ 2 4-triazol-3-y))-2-(1Hindol-

3-yNethyl)-2- ammo—z-rtjthgropanﬁr)mde

compound 182 N-((R)-1-{4-((furan: 2-y|)methyl) 5—phenethyl~4H -1,2,4-triazo}-3-yi)-2~(1H-indol-
3—y!)ethyl)p|colmamldet )

compound 183 (e dtdd @ iN-1 2 4 riazo-3-yi-2-(1H-indol-

3-yhethyhpiperidine-4-par mide,
compound 184 N-{(R}-1-(4-(4-methoxybenzy!)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-( 1H-indol-3~

yhetyerahvaro2r 2R RESE/ AN aISA;
e...aapka,Na
t-adaarla.
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rn,r, flcC'cu'cut,
r4eAbx Nz, 71.:YA
RV:
compound 185 -éﬂ-{(%l L Fy -4Nr|}1t_?pxybenzy! )-4H-1,2,4-triazol-3-y1)-

2-(1H-indol-3- yl)ethyl) -&imino- -2-mef y'lpro mamide,

compound 186 (25 )-M& 4-methoxybenzyl)-5-phenethyl-dH-1,2 4-triazol-3-y)-2-(1H-
indo!~3ﬂyl)ethyt)-Z»amino-S!&iyi@ﬁxat&’ 00*-P?

compound 187 R)-W[HH doJ é@ﬁl)ﬂ(&ygfﬂywbenzynwﬁ 1,2,4-triazok-3-yl)-

2-(1H-indol-3-yl)-N-tosylethanamine! ©

compound 188 N-((BJ-1-(4~(2 4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yi)-2-( 1H-

indox.s-ywethyx)Aaz@ngﬁtV\/ Syt Nyt| 'i .
compound 189 N-beryl-§R)-13 xybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-yi)~2-
(1H-indol-3-yi) ethanan’lrlg ﬁ: %tg

compound 190 (2S)G@R);@ano@gﬂ;hymdethoxybenzyl -4H-1,2, 4-triazol-

3—yl)-2-(1H—indol-3—yt)e't'yl)—0-c‘@ro—1I—i»pyrrole-anrboxamide.
clcOlI0, 001004 ,01,
in a third aspect, O i c‘a T! composition comprising a
pharmacologically active ay goQ ast one compou d as defined in the second
aspect. O 0 OCCO, 5
Description of the inventi c: 0:0$ >5 5>5
sscription of the invent on
OO-O40:OOO4OCr.O

The present invention IGs,thQQct@ ?oludl Q$ .cbmpounds which can be

ployed for the m%wndmms 53
“ marnmals, in particular humans, awat ard mElclhat y face At is another ob-

ject of the underlying mvenb@? F;o’vn’c!%_u%b(@w&@eatmem where
the treatment is achieved bqnadmaﬁgnﬁ(sjs ceptors. A further object of the pre-
sent invention is to provide ptors for those freatments. it is yet

another ohject of the: under@n@ve)(on @@l‘? aﬁv@eef @S@cep(ors for
those traatments.
00:0. ?C,



C'lt,0k.0:001,4,
'5eic, c4c IN:cOcck
cs...'c,:?: z.c.
5, 2000 ce IN :
The object of :;QWQ: lro su@scf Utﬁ’ U one aspect by providing

compounds BCCOH

g\ﬂﬁﬁk\Léﬁ—ertz

©,Cm5m.001 ,
550ccocc.c0.y.,
wherein:
R1 and R2 are’rr%epe%th§cf Q 1‘@\9 Selected from the group consisting of
*hydrogen atom?lkﬁ@(@&@@ @@a&ﬁ- Sdloalkylalkyl aryl, heteroaryl,
arylalkyl, hetel , hete; dyl, 8 mcyclylalkyl, alkyisutfonyl, arylsulfonyl,
aryfalky(sulicnﬁszxi1 rﬁ@ in the alkyl, cycloaikyl, cycloatky-
talkyt, aryl, he (BE? dyl and/or heterocyciylal-
kyt group by up o 3 substmsenfs independsnty [S?:cted from the group consisting

of "hatogen, -F1: =, B B -BEH2E N0, atiyt, ary, arvition,
Otk .o.Ul don,?m m pébbly are TUted from the group con-
-0(0c
-.)cr5s40-N).1
,0Z5.:055l11 02.30
:01 x-:554
%::0S155-UC5*k0
.00,
00c:cc,som:utM:-
Msmt -;Nr,
-1-Mt15*.5*55 ?0p.
Nn-mMM5M55
cO.
20,0:21%0,":0**Ic
CIlIOC&00 C00
MCC..',CC,r-AY:

G o ™~ N Ll N s N B~ o~
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W-

sisting of “alky!’zg %§o§t§lalkyl' )eté&rylaikyl" optionally being substi-

tuted by up to @@gen@@endenﬂy selected from the group consisting of
“halogen, ~F, -CI ~Br, —I, N3, ~CN, ~NR7R8, —QH, ~NO,, alkyi, aryl, arylalkyl, ~

O-aliyt, ~0-CSaryiaiS . W. X S. V.
one of mdica!@ g, BV@}{:@@@@@I‘S&S the other radical is se-

lected from irm nS|slmg of “hydrogen atom, alkyl, aryl, heteroaryl, arylalkyl,

heteroarylaik ylaikyl —alkyl-O-aryl, ~alkyl~O-arylalkyi, —
alkyl~O-heter etﬁoa -—aikyl-O—heterccyc!yl alky-O-
heterocyclylatkyl, -atkyl—CO—aM -alk) !—Cd—arylalkyl =alkyl-CO-heteroaryl, -
alky-CO-heterfar@ g, <o/ ;stEZ: 1, +ky-CO-heterocyclylalkyl, ~

alkyl-C(O)0-aryl, qalkyl-C(O)O-arylalkyl,~alkyl-C(Q)O-heteroaryl, ~alky
C{O)O-heteroanyliky)) 2alky-C(O)O=hetefocyclyl, —alkyl-C(O)0-
heterocymysaub erty[-'tz-tH;, -FDyL—d()-OH —alkyl—NH;, ~alkyl-NH-C{NH)}-
NH,, alky{suﬁo&arylsu\fonyl lalkylsulfonyl_alkyl-S-alkyt, alkyl-S-H" which

n )Qer5ry16rylalkyl, hetemarytatkyt heterocy-

iyl andfor

from the gmuJ‘gonssstmg’oi?hB;hgen Q“‘%l —E!r.y 3, ~CN, —NR7R8 ~OH, -
NO,, alkyl, arle’E 'k@~4—alkyl ~Q-aryl, ~O-arylalkyl”; and preferably are se-
lected from lhwﬁﬁs_ﬁpg of " f/alk A, hemkyl, heterocyclylalkyl, —
alkyl~O—aryl, aliA, el [, >-Biky-O-hetercarytalkyt, -
alkyl-O—heterdcficlyKRikyt kyb-CO-aryi, —atkyl-CO-
arylalkyl, ~alkyl-£O-heteroaryl, ~alkyl-CO-hateroarylalkyl, ~alkyl-CO~
heterocyclyl, ai '}8}*}‘9 r}.myclylalky!, —alkyl-C{O)C-aryl, ~alkyt-C(0)O-
arylatkyt, —alk torp Ik roarylatkyl, —alkyl-C(O)O~
heterocyclyl, y!—fﬁéo- %ﬁeﬁ% ﬁj((t%rgNHg, ~alkyl-CO-OH, -
alkyl-NH;, —ai@NH-C(NH)—NHz," optionally being substituted in the aryl, hat-

eroaryl, aryiall "éhelema falkyt eter ) cl 35{ [helerocyclylalkyl group by up
to 3 substitue upconsisting of “halogen, -F,

~Cl, -Br, -, ’gﬁ{l gmjg.op lef’WRPSWaW ~O-alkyl, —-O—

aryl, -O-arylal

RﬁisselectedeJegv V Ip‘f ? Clﬁm alkyl, cycloatkyl,

cycloa!ky)alkiny( Nﬁoa falkd; heterocyclyl, heterocycly-
lalkyl, ~CO-alkyl, 0—cycloa!ky1 -CO-aycloalkylkit! ~CO-anyt, ~CO-arylaliyl,

~CO-heteroaryl, ~-CO-BEn &@&@@ﬁﬂclyl, ~CO-heterocyclylalkyt, -
CO-C*ROR10 i-b-co—cg-c O)jtlyzl_-ch'(Rsmo)-CHz—NHz, al-
st1,70:S
CS,'Ssmre.
&5s.5&SiS:4,rssx,

are optionally




‘wskt'ss., Cs 3,5
ze7,5 N5,nvytl,

WO 2007/620013 1 ~n PCT/EP2006/007945
ot -12-
oo aymmanir (4
kylsulforyl, aryistitonyl; aryfatkisulfonyl WhiCh are optionally substituted by up to
3 i bodsy from the group consisting of “halogen, ~F, -

20

30

CTUIN o1,
Cl, ~Br, ~, -N; ~CN, —-NEiRi H, 2 Ik'yl. aryl, arylalkyl, ~C-alkyl, ~O-aryl,
—O—ary!alkyl”;C;tBr the group consisting of “hydrogen
ator, «CO—3§I§%—3‘3IK&—CO—3M ~CO-heteroaryl, ~CO-arylatkyl, —
CO-heteroarylalikyl, ~CO-heteldgyclyl, ~CO-C*(ROR10}-NH;, ~CO-CH~
C'(R9R10)—N!*5J®;3‘¥®9§-Eli-se@@aﬂﬁeing substituted by up to
3 substituents Jragdep: | lected from the group consisting of “halogen, ~F, -
Cl, -8r, ~, —&m&g-ﬂmm,' yl, aryl, arylaliyl, ~O-alkyl, ~O-acyl,
-o-enaki7 5 1ex.rsns --(r)-

RS is selected, f he consisting of “hydrogen atom, alkyl, cycloalkyl,
cycloalkylalkylf ¥hd pre ly is & hydrogen atom;

R7 and R8 a%&%‘%%@éﬁcm from the group consisting of
“hydrogen atcm@mVy alkylﬁyl' and preferably are a hydrogen
y .

atom;

Ml .
R% and R10 aFelMependZi%%qe another selected from the group consisting
of “hydrogen attu naturax;ha-amino acid side chain, unnatural alpha-
amino acid side chain™ and preferably are selected from the group consisting of

nysrogen somNGC A S .;55:54
reoterzngrBNG3.5.RIL-N
means a cam 1Wf RopS gorgktrmns w}ﬂen I;h:ral;

that can be used for the manufacturk of a medicantent for the treatment or prophy-

laxis of physiologl@%l&p}@&ﬁy’sﬁ&&opﬁ&l mammals that are medi-

ated by GHS recepiorg- 1

oS-

In a preferred embodime;xt.compounds according to above formula (1) are provided,

where -1, v y

R3 s selectedFpm A€W @A Bting SSerBpp=an. —alky-Co-aryiaky, -
alkyl-CO-hete; any, = llfy Ci _het 0 lkél‘ —a_lkyl—CO—hetemcyciyt, alkyl-
C&heterocybd’bdkm 40)O-arylalkyl, ~alkyk-C(O)O-
heteroaryl, ~al l-CIQONt W Ppikyl--C(0)O-heterocyclyl, -alkyi~
C(0)O-heterolyclialkil, -a m g;!kyl—CO-OH, ~atkyb-NH-C(NH)}-NH,,
alkyl-S—alkyl, gl!{@ _a@é&;a:@i:s@@t’e@'pr}\:the group consisting of
*aliyi~CO-arylalk ke O0-aryk , ~alky —NH,, ~alky-CO-OH";

prOT Y2 Bl

S
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A0 AQ.Q
that can be used for anufatidfe cfa medicament for the treatment or prophy-

laxis of physiologigal i@' p@\@h)@)i@al k@@@@mmals that are medi-

afed by GHS receptors.

y.:0 0'00000
I; a:oth:r prefsr%d e@dmie_qu;@@db@j M above formula (1) are
e VI CW i\ "< 1

R4 is a hydrogen atdn

RS is selected the group gnssnng of MZan atom, alkyl, cycloatkyl,
cycloalkylatkyl i lkyl, heteroarylalkyl, heterocyclyl, heterocycly-
talkyl, alkyisuifonyt, a?ylsulfonyi, arylalkylsulfonyt, ~CO-cycloalkyl, ~CO-cycioalkyl-

alkyl, —cO-aryO@J_—g@@li @@b{@aa:ﬂ -@),—@emarylalkyl, -Co-

heterocyclyl, heterocyclylatkyl’;

with the proviso that if R5 is “-CO-hetero:Ev)y[alal“, “heteroaryl” is not imidazole;

and 0 O 0 O O =

with the provnsé)\at EP1th¢-heterucyclyl and *heteracyclyl” contains only ni-
trogen atoms as heterogtoms, that at Ieast fwo niqogen atoms are contained in
“heterocyclyl”; and . 0 O O

with the prows@\a@ @@ -@3 " and * yI' contains
only nitrogen atof ds as teroa( ﬁij ﬁ caset | gpe or two nitrogen atoms
are contained ip it maw d at position 1 of ‘het-
erocyclyl that E)Bﬂtj'ﬂredglgng ’Bw(jcxgl “to the carbonyl group ‘—
where “alkyl, cydoaihyQQoaTkle)laryl Mrgylgrylalkyl heteroarylalkyt,

heterocyclyl, hxﬂf@yc_lylaly a@:su:foll ﬁlsuifonyl arylalkyisutforiyt, ~CO-
cycloatkyl, —CO—cycloaIkylalkyI ~CO-aryl, -CO-arylalkyl, ~CO-heteroaryt, ~CO-

heteroarylatkyt, «@-@&e@x@ ’QIU ;é}gs@:&@mkyl are optionally
substituted by yr to 3 s ndently selected from the group consist-
ing of *halogen, F<fCQS‘ bdq ~NR7R8, —OH, ~NO,, alkyl, aryl, arylal
k.-l G }08@00:01,",0.
with the proviso ghat Jf R64s “ Yol o O-cycloalkylalkyl”, RS is not
substituted wit'ﬁ? axdjrbo\ﬁ' d{éL WAhat is the C atom directly link-
ing ”cycloa!kyl"wéh n@@:p(‘}fo-‘ in case of RS = “~CO-cycloalkyl” or
to the "alkyl” in case R5= “~Ci ioatkyjalkyl”, and
6:00060""7s
Losotiro too no
xnsiotooc,cc-ttoist
X0i*it*Oris't 'dos

AR 5 e~ P
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with the provi§ lgél’izs 1sRA§—a'ry2dr “CO-arylaliyl” and “aryl” is
phenyllbenzegaﬁ ?@ %Qedg%gbsmuent. this one substituent is

nNRTRE 5 322v32.23.3333.

R6 is a hydrogen atom;

R7 and R8 arﬁw@%@%@ rg Zugeaetggam the group consisting of
“hydrogen aioQ 38@;@@ 3:;@ gaﬂkyl and preferably are a hydrogen

atom; and

mis0, 1or 2,2\6%03;1@3“/%@;33 N t3 .
that can be usz Bﬁe 232f2'”’2°f 3'2dxa;“ent for the treatment or prophy-

laxis of physlolog|3 §g|3atrzgsgog'g3c3!wons in mammals that are medi-
)

ated by GHS rec

333. 332 22
in a further asp?ge 2!9 :ngnng zi?gngly been achisvad by

providing compounRds according to formula [0} where
A
- f-{ = - _

R1is retid- St §r methyi, (2-methoxyphenyt)-

methyl, (&methS@eQ 3—3@0xyphenyl)-mekhyi (3-methoxyphenyl)-
ethyl, (4 meth&xyphenyl -ethyl, phenyl, phen¥l -methyl, phenyl-ethyl, (4-
ethylphenyl}- tat é{m hy! éaenyl) -methyl, (4-
bromophenyi) .4-dimethoxyphenyl}-methyl, (3,5-dimethoxyphenyl}-
methyl, 2, 2—d| zyl naphthaline-1-yi-methyl, 1H-indole-3-yl-methy, 2-{1H-

indole-3-yl-etfZ 21&@@%8@@)’/12@@’1@@1 4-gthyl-phenyl, n-
hexyl, (3.4-dichigrophenyl)-methyl, (4-nitro-phenyf)-methyl, {pyridine-2-yl}-methyl,
{pyridine-3-yl . {syridine-4-yi}-methyl, (thiophene-2-yl)-methyl, (thiophene-3-

A 4422 KT Vi

R2 is selected fig 3?2:2 mf “methyi, 1H-indole-3-yi-methyl, 2-(1H-

indole-3-yi)-ety 2-phenyl-ethyl, 3-phenyl-propyi, 4-

phenyl butyl, y@?& 3-methoxy-phenylmethyl, 4-methoxy-
Amethyl, 2-methoxy-phefly , 3-methoxy-phenylethyl, 4-methoxy-

menenr, XI223,32,33,3333

R3is selede m the group consisting of "hydrogen atom, methyl, propan-2-yi, 2-

methyt propan f, butan-: 2 1, butan-1-yl, ~CHz~SH, {CH,)-S-CH;, 1H-indole-3-
yl-methyl, pheq G@—phenyﬁ, ~CHpCO=CHp~

phenyl, -«:Hzstgyﬂrggmcm),—cw)o-pnsnw,
3233.2,:32232
324x3-222;
333,23;

P




23.2
2,4,2,32133333,2
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23.31,23.3233;

hydroxymethyi,?«h;'drpaemar»‘r-y {—~CHz-CO-NHp, ~CH,)-CO-NHy, (1~
hydroxy-ben: ) N CH)rCO~OH, «(CHy)~NH,,
(1H+imidaz0t 5-1)-eti, TCH - NH-C(RH)THs, ~Otia)e-NH, ~(CHale-NH-=

CO-NH,", andﬁ@e@ erg@l&oﬁ cqnsastmg of “1H-indole-3-yi-
methy, —c&cﬁ.@ﬁrpg é é?@zé&cg-éhm ~CH-C(O)O—phenyl, ~

(CH)~C(0)0>pRengt”;

. M\ ...
reisa s 38 €. pEEEEE ™)
RS is sefected eN;p @eieevyd@nn @m, ~CO-CH,NH, (Gly
residua), —CO—C NH, (bata-Ala resjdua), —CO—SQHCHQ—-NHQ (D-andfor L-
alpha-Ala resn% %ﬂe—i‘yh) ro residue), 2-amino-2-

carbonyl- propaé( mxwoléwgmd 1’;\@ , 4-carbonyl-1 H-piperidine,

3-carbonyl-1H-pipendine, R{3-carbonyl-1H-pipen ine), S-(3-carbonyl-1H-
piperidine), 2-cal{c@IEH- @sndmet@&ar@tt)GH ~piperidine), S-(2-carbonyl-
1H-piperidine}, 1—ammo'2-carbon -benzene, carbony{- lohexane, 2-acetyl-
pyridine, 3-acel gz:%m -@;ﬁ%ny idine, 3-propionyl-
pyridine, 4-prcw-‘pw@ 1ew)-2—carbonyl—cyclohexane {S-1-amino})-2-
carbonyl- cyclohexane 2-carbonyl-1H-i lmldazole 2-carbonyt-pyridine, 3-carbonyi-

pyridine, 4-carbqny@ﬁiae-a@\8ﬁ£&!rpyndme 2-carbonyl-pyrazine, 2-
carbonyl-4-hyd carbonyl-1H,3H-diazacyclohexane, methyi-
suifonyt, phen & G:Kéﬁg é—hmlno»thenylethane, phenylmethyl, 1-
carbony!—4-azupeheeNe|fyZedﬂeiréeméle 2-carbonyi-

piperazine, 2-c bonyl ohdtne 2 amlnoeth@pe carbonyl-benzene, 2-
carbony!»pyra ﬁaxbonyl-oxﬁtyclohaxane 4-methyl-

phenylsulfcnyl,p@nylréth@wn’yt e et S e .

R6isa hydrogwtom and

mis G

that can be useam ﬁl&@mﬂ(ﬁf@c@n‘aﬁ ;he treatment or prophy-
laxis of physlologlct a@oe@@@@i@ On% i:efmmais that are medi-
ated by GHS receptors.
zezeleel,:::;e,e

In a preferred ewNere@e@s according o above formula (1) are provided,
where

eeetee:e?e::..e.t's

Xe:e:

eree[eneoee:eec:

eeekeeeeeS,S.:2,

.e.ee:eq. Zeittelet



i s S2Y
Za..4-1Sx:SS

WO 2007/620013 1 . PCY/EP2006/007945
)a-4-'ed:

R3is se!ectecl MYQQQL§ Lm1§§r l-CHz-CO-CHz—phenyI, ~{CH)CO-

CH-phenyt, {@f@pV}@Hz)rc&NH,, ~CH-CO-OH, ~(CHz)~CO-CH,
~{CHa)g~NH-C(NH)-NHz, ~CHz-SH, ~(CHy)~8~CHy"

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

In another p Is according fo above formula (1} are

provided, where

10 RS is selected from the group consisting of “hydrogen atom, methylsuifonyl, phen-
yisulfonyl, carbonyl-cyclohexane, {R-1-amino}-2-carbonyl-cyclohexane, (S-1-
amina)-2-carbonyl-cyclohexane, 2-carbonyl-pyridine, 3-carbonyl-pyridine, 4-
carbonyt-pyridine, 2-acetyl-pyridine, 3-acetyl-pyridine, 4-acetyl-pyridine, 2-
propionyl-pyridine, 3-propionyl-pyridine, 4-propionyl-pyridine, 2-amino-3-carbonyl-

15 pyridine, 2-carbonyl-1H-imidazole, 2-carbonyl-pyrazine, 4-carbonyl-14,3H-
diazacyclohexane”;
that can be used for the manufacture of a medicament for the treatment or prophy-

laxis of physiological andfor 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 nove! triazole compounds selected from the group consisting of:
compound 1 (R)-N-(1-(5~(2-(1H-indol-3-yljethyl)-4-(2,4-dimethoxybenzyl)-4H-
1.2,4-triazol-3-yi)-2-(1H-indol-3-ylethyl)-2-aminc-2-methylpropanamide,

P Pia)
Xy
R

SN

25



Ctalg.X.I.N)<.1t.
,,S.5; [?
>A<41, ,44|.7>Z4474 PCT/EP2006/067945
compound 2 AQRH‘%A(Q de&&gB%ylkls;lenethy!-4H-1,2,4—mazol‘3.
TR i A
\Ki_‘*z A4' 44°'4M4'>>4:>
- ,>4440:.44:44VT:
§ N
" 44,4-g0141.6P71,
-'40:4-ili-1H-4::::4
compound 3 AR NGrE-A 1o ortfY L fphonetnyt- 451,24 iazok:

5 3eyl}-2-(1H-indol-3-y] )elhyI)~2-am’mo-2—methylpmpanamide,

2,4nr.'y14:4y44-4

5 %N Leo.
0

¢/ NH

WO 2067/020013

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

£ 4,
%8

10 compound § {R)-N-{1-{8-{2-(1H-indol-3-yl)ethy!)-4-(naphthalen-1-yimethyl)-4H-
1.2, 4-triazol-3-yl)-2-(1 H-indol-3-ylJethyl)-2-amino-2-methylpropanamide,



" Nezd
meN,C:C.,nrax.v.
WO 2007/620013 V. |tS r_N!\'l
ON.ONOS
. b 2e:2??2?N'12..0"N

o)

e NNN,?-?-cOoNt:

% -',NI..

PCT/EP2006/007945

:N?N-NONOO?-N
compound 6 R;’toigml&\i\({g y!H)stg)-ANacm:ethoxybenzyl)#H 1,2,4-
triazol-3-yl)-2 ami (»2 -methylpropanarnide,
Hz ONNNN'0?NNNO
NO rooNO..
. ...-ONNONON.,
1 ’7 .2???NoiNO. Z'
O>NNN’>’> NNOK

cont.:
§ compound 7 (R) N (1 (4—(3 methoxybenzyl) 5-benzyl-4H-1,2 4-triazol-3-yi}-2-
(1H-indol-: &yl)Q\B ropanamide,

{Z O.c?O.N??’?N.SO:
g tny:, NONNON-
\-Q 0..0'NNNNOo).C.
Nz@ 0O, ?..7.:00NN?1
,..0.4.:NONNyON

compound 8 DL - JHN NW-4H—1,2.4—M320!-3~yI)—
2-(1H-indol-3-yljethyl)-2-dmino-2-methylpropanamide,

NONNNZON.4,
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5 compound 10 (R)-N-{1-(5-(3-(1H-indal-3-yl)prapyl)-4-{3-methoxybenzyl)-4H-
1,2,4-triazol-3-y1)-2-( 1 H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide,

compound 141 {R)-N-{1-(5-(3-(1H-Indol-3-yhpropy!)-4-(naphthalen-1-yimethyl}-4H-
1,2,4-triazol-3-y)-2-(1H-indol-3-y!ethyl)-2-amino-2-methyipropanamide,



er'l/4
P.:AN-4,5[61

WO 2007/620013 PCT/EP2006/607945
K 9 -20-
go,..x.gom::53)-"C
a'>|

N 7 -n-g4)onto.:*;
8 V117, y1<;
. k?s.

<an,. q
compound 12 (R)—N—(1 (5~ (2—(1H—|nc}ol— -yl)ethyl)-4-(4-methoxybenzyl}-4H-1,2,4-
triazol-3-y1)-2-( 1 H-indot-3-yhethyl)-2-amino-2-methylpropanamide,

N

) "*%Q
-
al

compound 13 {(RYN-{1-(4-(4-methoxybenzy}-5-benzyl-4H-1,2 4-triazol-3-yi)-2-
{1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide,

2R

o

compound 14 (R)-N-{1-(5-(3-(1H-indol-3-yl)propyl)- 4-(4~bromobenzyl) -4H-1,2,4-
tiazol-3-y1)-2-{1H-indok-3-yl)ethyl)-2-amino-2

Yip!
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" 0,11C's";"6
& 7".LP,"-1,1

Ce ct+N>bma
{g O7e ...ic- SI7.:

compound 15 (R)«N (1 {5—(2—(’1H mdol 3~ y)ethyl)-4 hexyl 4H-1,2,4-triazol-3-y1)-2-
(1Hindol-3-y@y)y-2-amino-2-methylpropanamide,

g»b
>

5 compound 16 (Ry-N-(1-(5-(3-{1 H-indol-3- yl)propythexyl 4H-1,2,4-triazol-3-yl)-
2-(1H-indol-3-yl)ethyl)-2-aminc-2-methylp!

;

\/\/\/

compound 17 {R)-N|1-(4,5-bis(2-(1H-indol- 3-yi)smyl) 4H-1,2,4-triazol-3-yl}-2-
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ts4Vsts$
SSSSSitil ss. -
WO 2007/020013 LZ,.: 1’_ 8,82 25_",:i2,,, PCT/EP2006/007945
-;:n1Q:b.:,,,Izon;
:57:--:-0,,,cezi.rs:
7,7 Cr.ceN9C,;
7?7, ty$ ?Cr?
an? 1.tk*S s -rs
compound 18 OSY-W»U%;(?‘.(‘;f’4~in;ciol-3-y!)ethyl)-4-(2,4~dimethoxybenzyl)- 4H-
1 ,2A»triazob3-zl :-Q ‘: I-:{—Z:ir(l-Z’S-.yl_)e:t(':?ZZ%TVITE(?:/Ipmpanamide.
i 1 -(.7:4,1ir, MN,Wsv,
Ny

{11.<:-N'e.
0:\,.:Nizpz,vie.:R;

5 compound 19 {R)-N-{1-(4-(3-methoxybenzy!)-5-phenethyl-4H-1,2 4-triazol-3-yl)-
2-(1H-indol-3-yl)ethyl)-2-amino-2-methylpropanarnide,

compound 20 {R)-N-{(1-(4-(4-methoxybenzyl}-5-phenethyl-4H-1,2,4-triazol-3-yl}-
2-(1H-indol-3-yt)ethyl)-2-amino-2-methyipropanamide,
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compeund 23 (R)-N- 1-{5{3-{ 1H-Indol-3-yl}propyl)-4-(4-methoxybenzyl}-4H-
1,2,4-triazol-3-yi)-2-(1 H-indol-3-yl)ethyl)-2-amino-2-methylpropanamids,
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5 compound 28 (R)-N{1-{5-{2-(1H-indo}-3-yl)ethyl)-4-(3,4-dichlorobenzyl}-4H-
1.2,4-triazol-3-yi)-2-(1H-indol-3-ylYethyl)-2-amino-2-methyipropanamide,
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compound 29 {R)-N-{1-(5-(2-( 1 H-indol-3-y)ethyi)-4-(4-fluorobenzyl}-4H-1,2,4-
triazol-3-yi}-2-( 1 H-indal-3-yi)ethyl)-2-amina-2-methyipropanamide,
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compound 36 {R)-N-{1-(5-(2-(1H-indot-3-yh)ethyl)-4-(2,4-dimethoxybenzyl)-4H-
1,2,4-trlazol-3-y)-2-{1 H-indol-3-y ethyl}piperidine-2-carboxamide,
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compound 37 {R)-N{1-{4-{4-methylbenzyl)-5-phenaethyl-4H-1,2,4-triazol-3-yi)-2-
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compound 3% {R)}-N-{1-({5-benzyl-4-{pyridin-2-yimethyl}-4H-1,2,4-triazoi-3-yi)-2-
(1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide,
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compound 45 {R)-N-{1-{5-(2{1H-indol-3-yl)ethyl)-4-(4-methoxybenzyi)}-4H-1,2,4-
triazol-3-yi)-2-{1H-indot-3-yljethyl )piperidine-4-carboxamide,
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compound 46 {SFN-({R)-1-(4-(4-methoxybenzyl)-5-phenethyi-4H-1,2 4-triazol-3-
yI}-2-(1H-indal-3-y)ethyl)pyrrolidine-2-carboxamide,
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yi}-2-{1H-indol-3-yethylpyrrolidine-2-carboxamide,
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compound 48 {S)-N-((R)-1-{4-(4-methoxybenzyl)-5-phenethyl-4H-1,2, 4-triazol-3-
yi)-2+{ 1H-indol-3-yl)ethyl)piperidine-2-carboxamide,
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5 compound 53 (R)-N-(1-(4{4-methoxybenzyl)-5-p yl-4H-1,2,4-triazol-3-yl)-
2+{1H-indol-3-ylethyl)cyclohexanecarboxamide,

compound 54 (RI-N-{1-(5-2-(1H-indol-3-yllethyl)-4-benzyl-4H-1,2, 4-triazoh3-yi)-
2-(1H-indol-3-yl}ethyl)piperidine-4-carboxamide,
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5 compound 86 {R)-N-{1-{4-(4-methoxybenzyi)-5-phenethyl4H-1,2,4-triazok-3-yl)-
2-{1H-indol-3-yi)ethyl)-3-aminopropanamids,
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compound 57 (S}FN-{{R)-1-(4-(4-methoxybenzyi)-5-phenethyl-4H-1,2,4-triazol-3-
yl}-2-{ 1H-indol-3-yl)ethy!)-2-amincpropanamide,
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5 compound 59 (R)-N|(1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2, d-triazol-3-yl)-
2~(1H-indol-3-yhethy!)-3-(pyridin-3-vi)propanamide,
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compound 60 {R)-N-1-(5-(2-( 1H-indol-3-yl)ethyl-4-benzyl-4H-1,2 4-triazol-3-yl}-
2-(1H-indol-3-yl)ethyl)-2-(pyridin-2-yl)acetamide,
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compound 63 {R)-N-({R)-1-(4~(2.4-dimethoxybenzyl}-8-phenethyi-4H-1,2,4-
triazol-3-yi)-2-(1H-indol-3-yl)ethyl)piperidine-2-carboxamide,
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§ compound 65 (R)-N-{1-(4-(2 4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-
W)-2-(1H-indol-3-yiethyllisonicotinamide,

compound 66 {R)-N-{(1-{4-(2,4-dimethoxybenzyl}-5-phenethyl-4H-1,2 4-triazol-3-
yI¥2-{1H-indol-3-yl)ethyl)pyrazine-2-carboxamide,
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compound 69 {Ry-NA1+{5-(2-( 1 H-indol-3-yhethyl)}-4-(2,4-dimethoxybenzyl)-4H-
1,2,4-triazol-3-yl)-2-( 1 H-indoi-3-yi)ethyl)-2-aminoacetamide,
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For the avoida;Q%e&tQiQQﬁana’L&gmn%I structure of the abave

illustrated commu&mﬁqw mrlrke; lhe chemical structure is

regarded to unambig e compdund. |
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In a preferred embgdiment these col can be used for the manufacture of a
medicament for thgrétnzeﬁlr;rpéwhy%mwgzgtg and/or pathophysiological

conditions in mamﬂs@t‘m&le_n'ediated by GHS recepfors.
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in a further preﬂ( TYJ’.K‘EAF-( yal as il d herein, i.e.

J

generically (by abcg f{r{_ﬂﬁ If!: E:L%I;K;Eg K’??ﬂnd explicity, in the following

referred to as the compour fion, can be used for the manufac-

ture of a medicam| nt i hysiological andk tho-
. medi Engr.tﬁmqt‘né b ;:I pti)@l’axii N ysiologicat and/or patho-
physiological conditions in mammals tat are medigted by GHS receptors and whera

the treatment is acﬁeﬁtmm&ﬂ(ionofms% ptors.
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in yet another p ds of the invention are antago~

nists of GHS reca&qrsls, . r r rAr
More preferabl i SR rq9eeqtop argrcompounds selected from the
AVTOT 2%,

group consisting of:

compound 1,'3_, @,‘ @ 14,‘11 2 2%‘33&8;431: 41, 48, 47, 48, 49, 50,

51, 52, 53, 57, 58, §9, 60, 61, 6: 64’, 5, 86, 88, 68, 70, 71,72, 73, 74, 75, 76, 77, 73,

80, 82, 85, 86, aan:g, ke 9,'101419..109, 144, 146, 119, 134, 138, 136, 137,
138, 139, 140, “ﬁf’“m\ﬂ\&nmﬁa, 154 157, 159, 160, 61, 164,
171, 174, 176, 176,178, 182, 184, 186, £88 andlor compound 180,
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Inyeta funhequ@@qd‘esc FWFMS i@invenﬁon are agonists

of GHS receptors.

More preferablr,lqgoﬁl ::t &15;6@05 lreglpo:‘x& selected from the

gmupconsistingo]l: < II < Q s rg
compound 2, ,'[,6,7, .lg,zo.ﬁ. ,rﬂi. J:Mg 2, 24, 25, 28, 27, 28, 29, 30,

31,32,34, 39, 40, P43, 18] 8456242, ). 57, 78, 81, 83, 84, 87, 82, 34, 95, 103,
104, 108, 106, 10:208,_“09;1_1, 118, 417, 118, 124, 122, 124, 130, 131, 142, 158,
188, 163, 173, 17686181, 183, hiad armuorbhiSouna 187,

The terms indlc;agd%re(&:a’n)t- Z< C SC

iof of the above compounds of formula (1) always,
unless indicated of $e q 5 Q].lr; the Qyns have the following mean-

ings‘;’he term "sub£l§‘r§aig§ t't!_cUrer :i;gé(gal oF group has one or

more substituents. o ituents, electi

ore substituents. }Nt@@g@cf‘l Ip¥e eraag laglpérguen s, and a selection of

various subsﬁtuenN Bieci ed, the substituents arg selected independently of one
A . 2

i &l’ ﬂKJ’nF 'rrE ans that the corre-

ponding group hi r'r The term “opti y i " means that the
corresponding group is %’mr unsubstituted or substituted by one or more substituents.

The term “substhut{&t@ R <R ﬁmﬁﬁpﬂor@sponding radical or
groupis substituted<eith% Izo_nafttw«i’ (i_rltti;eésqb?t?ems.

The term “alkyl” inélude_s for the purposes of this invention acyclic saturated hydro-
carbons having C1z1lcah$aor8 F&fmay be straight-chain or branched. The

term “alkyl” preferaE' nds lzl 'Zof @tj;a particutarly preferably 1 to 6,
carbon atoms. Exa of stiftable it icals are methyl, ethyl, n-propy!, isopropyl,
. N 1
n-butyl, isobutyl. se n-pe L2 or 3-methyl-pentyl, n-
L isobuy sectpfitc P B npenggnget 3 yrpenty,
hexyl, isohexyl, n-heptyl, n-octyl, n-nonyl, n- -undecyl, n-dodecyl.

another and need

The term “cyclo ! or K Qtﬁra &4 or partially unsaturated non-aromatic
cycfic hydrocarbon @'N@I@:ﬁtﬂgﬁ@to 3 rings, including monocyclic alkyl,
bicyclic afkyl and tri qggikyi. nd uﬂ\i a{oﬁl 1620 carben atoms forming
the rings, preierablgto 10, ‘,AOQaEI {G3-G8; yl. Examples of suitable
cycloalkyt radicals 4 tidp: oyelpu !g@t cyliphexyl; cycloheptyl,

O £ A OVt

cyclooctyl, cyt cycloﬁexenyi, %

0?70511,??.0?00.2
,A-00"t-S01'r0-
1,".A llethr:;
<??7<0."<:,.<1.
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The term “cycloalkylaifyl” refers to a radical in which the cycloatkyl group is linked
via an alkyl gmup&@pﬂﬁﬁ%ﬂ@@kmihave the meanings defined
herein, preferably (gf_&)-cyclo M Gi-@4)-ak; igal. Examples thereof are
cyclopropylmethyA erimetiph Ty ity , cydlohexenylethyl.

. " 1

The term “alk ".iI;I'.Iu rqﬁﬁtg&& Slsﬂ.ion acyclic unsaturated or

partiaily unsaturate; hydccriljp '{J% 12 g'bqn atoms, which may be
& al cﬁtz dne of

straight-chain or brankhed dre doliBle bonds. The term “alkenyl”
1 . 2

preferably stands }m@@l‘yl’ chaE\Natﬁ._p@@ﬁiy_p?{?rably 210 6, carbon at-

oms. Examples artflnyt. pwpejiylzfuterfr, i s hexenyl, and octadienyl and the

fike. r. y .- y

The term "alky@lk@rﬂa &clisﬁnétl@ir d@l]hmsaturated hydrocar-
bons having C2-C#2 carbon gios ich Y ight-chain or branched and con-
tain one or more tr( lneﬁiﬁﬁfmm§ stands for alkyny! chains of
2 to 8, particulark 3 ] A, butynyl,

o 8, particul ary{e&&bw F- catcl@ns %@@ ,are propyny!, butynyl

pentynyl, hexynyl.

The term “awl’%ﬁsltgrgm‘ala hJJ;;cﬂds)ystems having 3 to 14, preferably 5
fo 14, carbon atcmzwgg @d te futs to¥ugthe? saturated, (partially) unsatu-

rated or aromatic cyclic s'¥slems. Examples of “aryl” are inter alia phenyl, biphenyl,
naphthyl and anth yl, bu(gsgndg indnyl, or 1,2,3,4-tetrahydronaphthyl.

The term “het , §-of T+ el i i i i
eta@pr?tisl)& 1 of frmembered cyclic aromatic radical which

comprises at least 1, where gppre zal 2, 3, 4 or 5 heteroatoms, preferably nitro-

gen, oxygen and/ogﬁr, rﬁ )ogs are Identicat or different, The num-

ber of nitrogen atog?%ﬂdww atgpj tHdtof the oxygen and sulfur
n

atoms is between 0 and 1. The term “heteroani” also included systems in which the

aromatic cycle i pﬁ)@ < o@@glic}ﬁ@ ﬁ@s&gre the aromalic cycle is
fused to an aryl, cios;i:ﬁeroaryl or heterocyclyt group as defined herein via any

desired and possi ber of the heteroaryl radical. Examples of “heteroaryl”

include pyrroly!, thignyl, fury@nigziyl, Ea@Qitn@d;yl, oxazolyl, isoxazolyl,
pyrazolyl, pyridinyl, :érimidin h pyrazin)’l, indglyt, quinznlinyl. and isoquinofinyl.

The terms *aryl " a<m]r;{t2|)ary§<§ ef§t§'§icals in which the aryl or het-

eroaryl radical is Iin(ég_vr,a'a’q eisstgi@_. gﬂe’thtaz, aryl and heteroaryl groups
s ot o Pl Bl AL raonato goe
(A4 (e.;cn?vE. 4
c".>: S:03(g CAN
5174,,<<<?$,<S,,,
NS

- ‘A e~ o e
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are indolyl-(C, -CA);EJW’ Juvlré,lref;é;; lI H?-’m]bl.'eg-yl-methyl or 2(1H-indole-3-yl)-
ot ;:4:54 3: 311S
The term “het :x I;[:%?;g-ergrmr polycyclic system of 3 ta 14, preferably

5 or 6 to 14 ring aft lusively carbon atoms. However, the cyclic

system may also OMEJ 3@' @3 &@Jg_o;nl ﬂ_plrﬁcular nitrogen, oxygen

and/or sulfur. The gyeli st ay be saturated, mono- or polyunsaturated but may

not be aromatic. lnwgz j:iycilc system consisting of at least two rings the rings

may be fused or spn- st 4 1l I" radical may be at~
B 1T 3ITRIN 138

tached st any carbon o eteroag&m which resullts in the creation of a stable structure.
Exarnples include Byrrolidinyl, thiapyrrolidinyi, piperidinyl, piperazinyl, oxapiperazi wl,

oxapiperidinyl and a_d‘BZj'yt .
T93111,114::101k |
The term “heterocyclylalkyl” refers to radicals in which the heterocyclyt group is
linked via an alkyl u';é/u groups have the meanings

deﬁ::d:‘erem. k51|311119-1 33 syt fer to radical
e ferms “alkylsulfonyt’, “aryisyifonyt” “at sul " refer to radicals in
whicti thie alkyl, arya‘,s’aﬁ ﬁmjmfﬁ?b?%p, where the alkyl, aryl
and arylalkyl groupg\a‘gtg gani?leTeihe@rlT@fs are methylsulfonyl

y . .

and phenyisulfonyt,

The term “haicyasgn aasor “halogen substituent” (Hal-) refers to one,
where appropriate, #p Ao (7] fi , bromine (Br, bromo), chlorine (C1,
AR e B

chiora), of fodine (I, iodo) atoms. The designations ‘dihalogen”, “trihalogen” and “perha-

togen’” refer respect%% Bel@f&my@i&ﬂ:s?w&re each substituent
can be selected indj elgg :LI isting Q ine, chlorine, bromine
and iodine. "Haloge:gp 3’ 1Q$r3;,jﬂﬂodn ¢ bfomine atom.

The term “naturallpgmm side chain” for the purpose of the present in-
vention refers to all nji :r;q ic 20 gﬁro alpha-amino acids as
well as to side chai 3 rag m:\l'b any Bi:Egical systems) alpha-amino
acids, such as for infxghed saighcfystey. mrolyéh@,; citrulline, ornithing, homooys-
teine, A-methylariginine, N»gc tyis" e, gal ’am ate, 5-hydroxylysine, 3+
methylhistidine and/;); Nlhl,i‘ éﬂ’gm’gls ¥ ii‘side chain’ refers to
the residue that is atgch th -Garby e.( thyl in case of an Ala side
chain or benzyl in casgecbs; gﬁers-lgyt;['a?n’. 0393"1 @'

. 1
'f:J; INH
CHZ.:4,4,S Ifpl 12
7 'N;Ns VP ,e.H
INN 11133
f,13,33.1,1
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The term “ unr§1§ AIDH§ 3dc§ §416r§ 3dr§e purpese of the present in-
vention refers to alksid df Iion [pfa; Lidls that are not proteinogenic
nor are known to B::’ i"@i@; ({13‘ ‘Say](-o)zmrb%ystems) Examples are norleu-
cine, cyc!ohexylglg‘ygéml akina, 3 -atpha-amlno acids {e.g. halogen
substituted Tyr or ell as protected alpha-amino acid side chains, where a
protection group stch agzmc. Bog, Z, CBZ, Aloc, trityl, acetyl and/or benzyl is directly

attached/reacted t&a@ﬁ@@ii%g 8848 ;4@)( gld/or carbioxy residue). in
this connection mg Iirgs regv §>35 forA 1 g alpha amino acid side chains”.

Above embodiments of radicals RT o R10 that possess functionalization (e.g.
amino, hydroxy ar\u gar )w: qh as alkyl-CO~NH;,, ~alkyl-CO-OH, -

alkyb-NHg, ~alkyt N Hz, ~CO~CH-C*(ROR10}-INH,,
—»4.’:()-C‘(R9R10):31'12-3\3‘l Falmr:ju yl-propane (2-aminc-lsobutyric
acid/Aib residus), @y prjzeseﬂ @Bdtgtlonups as mentioned above. Such
protection group bod| ar ei@belongmg to/ within the scope
and spirit of the m%g ?% ft é§a§

'Hp:

All sterecisomets 1b &:313{ fMave cor d, either ina
mixture o in pure Ot substanially pure form. The compounds of the present invention
can have asymmel'ml c@e& &Jya @ ca@pn 3(_:35 including any one of the R
radicals. Consequggtly, ol of the irpention, exist in the form of their race~
mates, in the forr\?? Sa"ggiuﬂj(;m:br dg mers or in the form of mix-
tures of these ena@m@am@r d'a_streonH The mixtures may have any desired

mixing ratio of the stereoisomers. All these dnffersnt stereachemical forms and mixtures

are within the sco%sgem&g . 3

Thus, for exan@:aw mms o!m it&ntion which have one or mora centers

of chirality and whig} E éofgé or as diastereomer mixtures can be fraction-
ated by methods océé optical pure isomers, i.e. enantiomers or di-

s. The $th yr@ention can take place by col-
umn separation onlhlral oF nonc irdl phases or by tecrystallization from an optionally

opiically active salv68 3@1 ule oan oﬂ_@y&tive acid or base or by derivatiza-
tion with an optical 3 1931 1 ggai{i Taj:ﬁ an optically active alcohol,
and subsequent el

Where possibi{3Hl BbuBk]of the invention may be in the form of the tautor
= 311.3.3333 3333:
1:133;,11,33131
3: :133333:X:
31:3:33 1.133:3

A PN A A oA A P~ o~




3-1:33.3
111113.34:3

WO 2007/020013 - PCT/EP2006/007945

20

25

30

51350333..
:44:$4434444 S|"
itis likewise pc@ibze 16} the confpadhabidheiffentpefo be in the form of any

desired prodrugs sych as, for example esi catbonates or phosphates, in which
cases the actually M ( ed only through metabolism, Any

compound that cal w i Vlde the bioactive agent (i.e. a com-
pound of the inventioh i a prod: g within the scope and spirit of the invention.
Various farms NmAJg k%né4n and are described for instance
in:
::\:s:r::::i/ ée%r% C@nyf a% w ﬁgt al,, Chapter 31, Academic
(i) Design of P;o,ng; Ritp;: ,B)(;E@arq H$$44'4985): and

iii)ATextbook$m_ug $szevelopment (Krogsgaard-Larson P and Bund-
gaard H, eds., Chapter 5: 113 - 191, Harwood Academic Publishers 19891).

Sald referenoegm%;ln%t&&ejn by %4 14
Itis further knoﬂ M&%{@A';{s 44@@1 in the body info mstabo-

lites which may where appropriate iike; elicit theé ﬂ:ed biological effect - in some
circumstances even4mar é d$

Any biologicall m% % ﬁcﬂ\ js_vn by metabolism from
ihvention Is'a meta

any compound of {h ofite wnthm the scope and spirit of the inven-
ton. ,044.44. 44 4;

The compounds fthéwg-c 4& E ZE iently basic group such as,
for example, a pnm4y 4 iarytanmin rted with inorganic and
orgamc acids into sza'.rhe pharmaoeu(maﬂy acceptable salts of the compounds of the

are pl tdrmed with hy ydrochloric acid, hydrobromic acid, iodic acid,

sulfuric acid, phosp&w 34% W4M§ulfomc acid, carbonic
acid, formic acid, a trifu atic acid, oxafic acid, malonic
acid, maleic acid, s‘;lcgez f:d(g:c$;1%lh§§d malic acid, embonic acid,
mandeiic acid, fum$1c|d |41kacu4ﬂy4944urochchc acid, glutaric acid, stearic
acid, glummnc acid or, aji) /TC/TQ'ZT /T jl!s wﬁch &(jﬁxmed are, inter alia, hydro-

chiorides, phospl
N X\ c25: 7. e
41447.4,<I. 0,
cc,R-0<400
::(44444%4 1,44
1,404 ($0
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0:44:$.443 4444
90044044,..4044

WO 2007/020013 ' PCT/EP2006/607945

20

25

30

44 at e

ates, mandelates, 4It4w$I44A'5’$Qu&te stoarate, aspartates and glu-
tamates. The stoulcnﬂ o&_he&afo&ﬂ am the compounds of the invention

may fmoreover be an integral or non-integral multiple of one.

The compound%ﬁv&mn e$4h941gé'n a sufficiently acidic group such
as, for example, Ha.%y. wmg(tj phosphoric acid or a phenolic group, be

converted with inorganic and organic bases into their physiologically tolerated salts.
Examples of suitateamu &tmonium sodium hydroxide, potassium

hydroxide, calcmgétggtét géﬁe K&rolamme diethanolamine,
triethanclamine, € i I; %ﬁ dehydroabietylamine,
cyclohexylamine, tnb%ﬁegexé-dgkeetsme The stoichiometry of the salts

formed from the mmpou ds {§mvenhon ry moreover be an integral or non-

integral muttiple oere t t te tEtt

it is likewise pt{svmj foﬂlH\drFohva{i Bhe invention to be in the form of their
solvates and, in pgeicular, hydratgawhi rt S ple by crystalii
tion from & solven! -ageoSs&A g MSoss;blef for one, two, three
or any number of % orgt 1] mbhﬁ)ﬁs tS@)me with the compounds of the

invention to give sclvates and hydrates.

itis known that@mgﬂsg§ﬁL%rﬁ Lﬁgﬁy gst in different arder states
which are referremﬂ e:e@k@‘e The various modifications

of a polymorphic substance may dl\‘fer greatly in their phys«;al properties. The com-
é:l gﬁanous polymorphlc forms, and certain modifica-

pounds of the i |nv

tions may moreoy ?wést érms of the compounds of
the invention are {6 be Tegarded as velonging q%e mventlon
s.e eel:tee,t.e.iees

The triazole d@t@@i@@{s 6¢h8\@ﬁ1@] ts illustrated herein are ghrelin
analogue ligands é‘f scaptors. Thus, the aforem noned compounds of the inven-
tion are suitable fol { SI fa ia ﬁ- and/or pathe

conditions medlatedgwtscepb@t/or @%tg:g andfor pathophysiofogical
canditions which can be infiuended b tion of these r and thus p
veacs e id@eSEISIST © It€QISEl
For the purpota\}‘tft prefb@?/en(l«e ﬂ'retttt “ireatment” is also intended fo in-
clude prophy!acnc treatmen(’ or allediation
?,.tset 't tete:.

Kers] et, tett., le:

net e:se:Set *SS It

Set 747 1 J.- est:

te; testes;
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The term ‘theligf} 5»54»58; "JiqarSiQtuM& refer for the purposes
of the present inveti m\e g«f@r s in any way to a receptor (the
receplors in the preSs;rh tmgé eTeptdrs} and induces either activation,
inhibition and/or ark @swegage @eet "lhis receptor. The term “ghrelin analogue

1]
ligana” or “ligand” thus includes agonists, ar ists, partial I
inverse agonists a &r-!@tds&'@\lcausa an effect at the receptor which is simi-

tar fo the effect of @TSS@@I&S‘@F] agonists/antagonists or inverse agonist.
For the purpose of the present inventl] the term "GHS receptor antagonist” or “an-
tagonist of GHS rex 'ig @1 r@ of the invention that bind to GHS recep-
tors but do not elicits kation of the receplors as assessed by recording an in-
crease of intracelluthr calcium which is characteristic for activation of G-protein coupled

respors @rersSEE . T-elIselsteettet
The ability to ey aisam Imﬁemer any compound of the in-

vention by comparing the degree of activation (increase of intraceliular caicium) of GHS-

R 1a by the compo DS R QLRSS to the degres of activation
(increase of intracel} Elrgﬁ%(’gté ﬁ?‘fx" 4 gg-enn {100%) and fo the basal
tevel (0%). Such assesSnTent e Téadlly periorméd oy e skilled artisan due to his
expert knowledge. '[rté;oq;ﬂ‘_e@@@ﬁ@lttfor each compound to be tested.

Any compound %ﬁ:ggg:t &éﬂ? n;g gfg@ of activation (increase of
intracellular caicium aof atTeast 20 % as assessed in accordance with above
specifcation is ee@ SO @ @@L B HHRIG XBrerciore as G recsptor
antagonist, Preferably sych pound; an antagogizging effect (counterac-
tion/decrease) on géﬁ @1§iii$igi$lélf§f calcium increase, pre-
vent such stimulatiol act ft’eerse agonists (an inverse agonists is an ligand
which binds to the same racaptor binding-site as an agonist or antagonist but causes

an inhibition of the ﬁ@@ﬁé@@:ﬁ%‘ﬁs@epwn in principle an agonists
with a negative intrinsi iy re exhibit an inhibitory
activity on GH smﬁdiaﬂﬁtfﬁ%tﬁ%!ﬁg‘egxop ysiological conditions or
sffects, such as foo@Fteﬂe@e Z{r@ft@gnay be dissociated. Thus, they
may have no impact at alf A X ki jle inbibiti 91§ hysiological effects.
They may even stimumfemmo%ﬁ?:ﬁ"u? - {

For the purpose 8{@@“@#08@@%8:@«% agonist” of “agonist

of GHS receptors” re6sg corgoun%s éf %e_lnvsnﬂon that bind to GHS receptors and
11 .

PCT/EP2006/007945
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ttsceettet el tee
sestet: setlestle
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elicit a proper acﬁ\mion §m9&!§%gged by recording an increase of intracel-
Iular caicium whicts %@$§c]’9&cwn %%c’oupled recaptors.

Any compound helv7'§w@et shqus a degree of activation (increase of intracel-
fular calcium) of GM! at as assessed in accordance with above speci-

1aof atleast 20°
fication is regarde@sS@rg_é 96‘39@@'1 grih@lzefore as GHS receptor agonist.
Such compounds mé flect g ﬂ:etm and/or GHS on GH secretion and for
instance food intake! 6:3‘; tagonists, the effects of agonist compounds

rnay be dissociat ffect. Such compounds may even antagonize

PCT/EP2006/007945

63¢l%.s064,F
The term “GH5Q$)]U" Qr “g;l«xls;@élu@éd to comprise for the purposes of
the present inventionre: nSrs Ewaz;nd atﬁg Zn n peptidyi and/or non-
peptidyl GHS andfor . The “GH: § b?GHSvR" is also infended to
comprise dlfferentsﬁ m@gze@ Lhevﬂi?z(tv% zlmd/or organs as illustrated

herein, that bind S&Tﬁ n peplidyl andlor non-peptidyl GHS and/or ghrelin
and which are prol IA & d GHS-R subtypes.

Binding of a givérf klo(w béﬁ@l @:l/olnon-pepﬁdyl GHS and/or ghrelin can be
easily verified by the skl! artisan on § basxs of his expert knowledge, e.g. by ap-
propriate binding asea! y routine experimentation.

Such GHS rec@@ Sy s}(rk%ct&_hhrg_n (ghrelin responsive) or

may not be stimuk: ted/activate | zmn \respgnsive) - with regard to
both acylated and n-ngend-gh ; 1ES] ve§ rrstation/activation of such

raceptors may caugs 2?@20(1 @ulse@@a& elicit GH production and/or GH

secretion and/or increase GH plasma lovel s

(counteraot/decreaseSghrelm and/or other GHS stlmu(ated mh'acellutar calcium increase.

Preferably suc$JH§eceptb§§eie teid om the group consisting of "GHS

type 1 receptor, GHWZH?R‘ 1b2rﬂ§e ece@Cnomm receptor 1a, neuro-
tensin receptor, TRH receitoE 6238 M1 GPR39 (FM2), FM3, GHS binding site,
GHS-R subtype.

More preferablﬂ_ 1@hsreceptnrs are selected from the group consisting of
"GHS type 1 receptor, GHf R 12, GHS ﬁ 1b" and mo?ureferably are GHS-R 1a.
S <s

yissr.:2). :22* V2,
S ?C,
5<i2<S<i.<"S
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As discussed r5alag§¥§§mumﬁdmg sites and GHS-R sub-

types) are known tfoe imypothalamus-pituitary area but also ap-
pear 1o be distributed in other central and ;'Je'ripheral tissues. Furthermare, they are
also expressed in No Bgr?l,ti's s;s; drtiZtumorai fissues from organs that do

not express these [aren T peloyical ik .
IS PBE T |
For the purposes of the present invention, afl these GHS receptor (including GHS
binding sites and G Ay sing organs and/or tissues are intended to

be comprised by t] ommze nvpeXi '?2 ssion of GHS raceptors (in-
3;‘:25?1 R U1 VFN ri

cluding GHS binding tpes) in @ given drgan andfor tissue can be
easlly verified by t@s@@@@ _08@;@!5 of his expert knowledge, e.g. by ap-
propriate moleculaiggsgj: sayy, Kzzu_orescsnce ar immunoprecipita-
tion assays, which Zﬂy'r 2 ion.y 1
. 1 1
Preferably, suc%ﬁs’ r_e_c}:i@ 9&1@(§3\2ss&éﬂd/or organs selected from

the group consistir:loﬁgocrine fissue, exocrine tissue, peripheral tissue, adiposeffat
tissue, brain, hypothal . thalamus, hippocampus, striatum, cortex, pituitary, central

nervous system, s;ﬁjall gi@@ ?@8! zaﬂg,@rfr'z)ggl’d salivary gland, mam-

mary gland, neuron, bowet, intestine, stomach, heart, fiver, pancreas, kidney, bile, gall,

bladder, prostate, sueegl :rlulcg l&d% sré lﬁlary‘ vein, immune cell,
leukocyte, lymphocge, I, granulocyte, monocyte, macrophage, dendritic
cell, mast cell, NKZN.’ Siaglésinophil. basophif, lymph node, bone, bone mar-
row, tonsil, thymus@ﬁrﬁsg%gtaglp@.}gg_ocyte. tumor/cancer cell,
carcinoma cell, progtata n ell, thyroid cancer cell, lung cancer cell, breast cancer
cell”. y Tieé
33.3<355,355351.

As iIIustrateQi:prht?Eg??t of the invention are ghrelin analogue

ligands of GHS receptors. They can be ini fo various ian species,

including human, for Mzmengr\ p&@g@ of 6hy20llogical and/or pathophysi-

ological condition in s als, .

For the purpé‘J pr%seqi !mgon, all mammalian species are regarded
as being comprised’Pfiefpbif, Inph meBhfiie a6 Jeudted from the group consisting
of “human, domestic animals: came‘.livéstcck, ;;ets, cow, sheep, pig, goat, horse, pony,
donkey, hinny, mu!S;aa ;Lbbrtstl aogZAJ}rZa,iAr;aster, rat, mouse”. More
preerebly shmpps Y P | 12¢

13':113:3, 3
S'21113.,121
3522,INN S2-21,

N3, 33'1131,131
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The compounM Qe irge%n g’!L\nlo§pep 'dipgﬂr'eﬁn analogue ligands of GHS
receptors are surﬁﬂlicﬂrw;byﬁa ﬂl}ding affinity to such receptors,

Such compounds f; r_ir%tir;oz:\ay preferably exhibit an [Cs, value of less than
1000 nM for bindié‘to -R¥1a. More preferably, such compounds may exhibit an

ICso value of less &n 503(»%/9\3:\ rﬂrﬂ _pﬁﬂbly §f4silyan 300 nM and most

preferably of less than 100 nlM for bitding fo GHS-R 1

Due fo their sug'l;]nx %'wc&ﬂbﬂbmgng,zgmnpmnds of the invention can
be advantageousl@duﬂa_istrﬁ agole]:}iegmmpared to other less potent binders

while still achieving equivalent or even superjor desired biglogical effects. In addition, such
mon nn l
a dose reduction Mvapta;ouslygaﬁ Méﬂéﬂzmedidnal adverse effects.

Further, the high bg% Zel-ﬁa:j of the compounds of the invention may transiate into a
decrease of undesiTed side €lects on its own regardiess of the dose applied.

Furthermors, 1!40;:44;4( mairﬂasé\%o FPeptidic nature, are resis-

tant to degradatiort by eﬁfre Te gastro-intestinal tract. Hence, they offer the advan-
tage to be given by ofal route. Théy isingly display an impi ic stability

andior an improvedichra Bl i Abveii@iidi dose recuction may b
achisvable which may gau = ven np side gffgsts.

s SN <15y

The compouméééié’n&nt& l?@sbeénégnisis or agonists of GHS recep-
fors as Mustrated 34 dﬁ\ﬂ_ hirqnf 4 4 - 4 1 4 .

. ) . y . ’
GHS receptor sgzntﬁg@?resent jnvention can for instance be employed for
plors stim

the inhibition of GH a’(éd-bylghreﬁn and/or other GHS thus decreasing

andlor blocking GIﬂrﬁuclﬂegSs@r @@sma levels. In addition,
such GHS receptor ar o aﬁsﬁe lgyed for the inhibition or prevention of
iological or RO, i 31§ 4 Awhid’x are not related to GH produc-
i igh. .
ronandlorGHsem&ﬂ14. 441 4
Therefore, GHS receptor opists ofie sent invention are suitable for the
treatment and/or DAMI ohyskologial and pathophysiological conditions as
disclosed herein, infapjcuiaffot ort-, -angor long term regulation of en-
ergy balance, the sﬂﬁ?m&ﬁ%ﬂ;&r Iﬁ:ﬁlﬂ Fegﬂ.a'ﬁon (stimulation and/or inhibi-
tion) of food intake4’8r¥tm?1; Aa)ﬁée:néig_adzo;ﬁy and/or obesity, body
weight gain andfor rl‘s‘djyﬁon Eﬂff:e t_rg%Tt pf ﬁn& ::ell praliferation.
R44.?'s 44 4:
44414 N:440 4,4
ZiP4°,447:3C41:3,;
?-33

A RN N N oy L~
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In contrast, G}-Nepe;br%@ Nle ')lesle” invention can for instance be em-

ployed for the actnﬁsn of GHiS m@ a_dnfncrease of GH production
andfor GH secretion and would thus have snm|lar effects or uses as growth hormone

itself, ghrelin and/Nrama‘d k C Zer, 119

Thus, GHS receptor agonists of the present invention are suitable for the treatment

and/or prophylaxis of various physiological and pathophysiological conditions as disclosed
herein, in particular for growth ion, cachexia, infl ion, i ory effects,
gastric postoperative ileus, postoperative ileus andlor gastrectamy (ghrelin replacement
therapy).

For the purposs of the present | ion, all physiol and/or pathoph! gicat

conditions are intended to be comprised that are known to be mediated by GHS recep-
tors.

Preferably, these physiological and/or pathophysiological conditions are selected
from the group consisting of “acute fatigue syndrome and muscle loss following elec-

tion surgery, adij i ge-related deciine of thymic function, age-
related functional dectine ("ARFD"} in the elderly, aging disorder in companion animais,

's disease, ia (e.g iated with cachexia or aging); anxiety, blood

pressure (lowering), body weight gain/reduction, bone fracture repair (acceleration),
bone remodeling stimutation, cachexia and protein loss reduction due to chronic iliness
such as cancer or AIDS, cardiac dysfunctions (e.g. associated with valvular disease,
myocarial infarction, cardiac hypertraphy or o ive heart failure), cardi pathy,

cartifage growth stimulation, catabolic disorders in connection with pulmonary dysfunc-
tion and ventilator dependency, catabolic side effects of glucacorticoids, catabolic state
of aging, central nervous system disarders (in combination with antidepressants),
chronic dialysis, chronic fatigue syndrome (CFS), cognitive function improvement (e.g.
in d ia, Alzheimer's di: o 1 fractures (e.g. disctraction osteogene-

sis}), complicati i with p ion, congestive heart failure (alonefin

combination with corticofropin releasing factor antagonists), Crohn's disease and ut-
cerative colits, Cushing’s syndrome, dementia, depressions, short-, medium- andfor
lang-term regulation of energy balance, short-, medium- andfor long-term regutation of
food intake (stimulation and/or inhibition), fraifity (e.g. in elderly humans), gastreciomy
(ghrelin replacement therapy), gastric postoperative fleus, glycemic control improvemert,
growth hormone refease stimulation in the elderly, growth hormone replacement in
stressed patients, growth promotion in livestock, growth retardation associated with the
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rS.?12, _%S_lN,n,

Prader-Will syndn;Irﬁesa!\d Trner's yndrome, grow; Tetardation in connection with
Crohn's disease, Wh retardation, hair/nait growth maintenance. hip fractures, hun-
ger, hypercortisolismm, wgulmem!a jﬂqlpdmg fastosls, hypothermia, im-
mune deﬁciencyl pressad i 1 batio, immune response

improvement to vine'waﬁonlmpmaastg(gmuiauon in companion animals, Im-

mune system stis in immunosupp patients, inflam-
mation or mfiamma&aa@ﬂ.ﬁnamry bowel disease, insulin resistance in the

heart, insulin resistance in type 2 diabetic patients, insulin resistance including NIDDM,

diabstes, diabetes type 1, diabetes type 1, intrauterine growth retardation, irmitable
bowel syndrome, lipodystrophy (e.g. HiV-induced), metabolic homeostasis mainte-
nance, milk production increase in livestock, muscle mass/strength increase, muscle
mobility improvement, muscle strength improvement, muscle strengih/ffunction mainte-
nance in elderly humans, muscular atrophy, musculoskeleta! impairment (e.9. in eld-
erly), Noonan's syndrome, obesity and grcth retardation associated with obesity,

[ i timulation, osteochondrodysp C is, ovulation induction
{adjuvant treatment), physiofogical short stature including growth hormone deficient
children, pe ive ileus, profein bolic response ion after major sur-

geryltrauma, protein kinase B activity enhancement, psychosocial deprivation, pulmo-
nary dysfunction and ventilator dependency, pulmonary function improvement, pulsatile
growth hormone release induction, recovery of bum patients and reducing hospitaliza-
tion of burn patients {acceleration), renal failure or insufficiency resuiting from growth
retardation, renal homeostasis maintenance in the fraif elderly, sarcopenia, schizo-
phrenia, sensory function maintenance (e.g. hearing, sight, olefaction and taste), short
bowel syndrome, short stature associated with chronic iliness, skeletal dysplasia, skin
thickness maintenance, sleep disorders, sleep quality improvement, thrombocytopenia,
thymic development stimulation, tooth repair or growth, tumor cell proliferation, ven-
tricufar dysfunction or reperfusion events, wasfing in connection with AIDS, wasting in
connection with chronic liver dissase, wasting in connection with chronic obstructive
pulmonary disease (COPD), wasting in connection with muitiple scierosis or other neu-
yiof , wool growth stimutation in

rodegenerative disorders, wasting
sheep, wou}:d healing (acceleration), wound heafing detay™. More preferably these
pht
ing of "growth retardation, cachexia, short-, medium- and/ior fong ferm regulation of

and/or pathophysiological conditions are from the group consist-

energy balance; short-, medium- and/or long ferm regulation (stimulation and/or inhibi-
tion) of food intake; adipogenesis, adiposity and/or obesity. body weight gain andfor
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reduction; diabeteQdTAtes %IQBAYDR,QD:CSU proliferation; inflamma-

tion, j ivh ffhug] pe ive ileus and/or gastrec-
ety giecq sastifpogreriy 12 v
fomy (ghrelin replacement therapy)”.

4-1114,44"b ,05.

in a further as@@@@r@iﬁiemion) the compounds of the invention may be
used in ccmbinatitég\ é( gwngggﬁnnﬁr@ywimﬂy active substance.

Such additionat ph: y active sub: may be other compounds of

he present invent$939kﬂt3wil&e:t44wtic agents” useful in the treatment
and/or prophylaxia afggemantianed phpsiblpgion! 2 l_or athophysiological con-
Ta A R AA

ditions. The additio rmacdlogl aﬁ)}' 4ctive sliostahce may be an antagonist of
GHi

S receptors a“‘,‘ﬂ(’@!f’lﬂi@i“sk",e‘lﬁ‘ﬁ'@@y" the purpose of the
combined use. Selection and, combina}j?n éve @?iticna! pharmacoiogically active
substance(s) can be % pIrforI\Q by4) ldfist artisan on the basis of his expert

knowledge and de;vzngtﬂthﬁurﬂﬁeye @bg;d use and physiological
. H

andfor pathophysiclogical condltions target

in a preferred &@oaa.;%[ ﬁgrrp;unds of the invention are used for the freat-
ment and/or propr@xis of thr@@'@ee e{se%nd/or pathophysiological

conditions in the form o & ;nedicamen(. where such medicament comprises at least
one additional phaEBécugagel ﬁv@]ﬁng n .

in ancther prefﬁe@nbiﬂm T the\compounds of the invention are used for the
treatment andfor pghﬁlaxis f the aforef enﬁol:ej Egysiological and/or pathophysi-

W1 -

olegical conditionso i ammedic @ Ge medicament is applied be-
fore and/for during ﬂmortft?eva_tmh aﬁT one additional pharmacologically
active substance. " '

Sc:(;: A;j>Cl4.:
The above meGpR<O e the@@Qa%nt@@@le: “GHS, anti-diabetic
agents; anti-osteoparom iiﬁ 3: i t_)esi(y agents; anti-inflammalory agents; anti-

anxiety agents; anae erlensive agents; anti-platelet agents;

antithrombotic andmbgﬁa@g&gxg%@g%es;zolesterolllipid lowering

agents; mineralocorticoid rece'ptor antagc;nists; pf-»uspndf’esterasa inhibitors; protein
tyrosine kinase lnhl}:&r;ﬁl;@@&p g por antagonists);
anabolic agents; H%ﬁmg}\empies; therapies useful in the treatment of Alz-

e Zcogniliva disorders; therapies useful in the treatment of

erlca.:333e3e3el
3;.,r3le;.:
e (,14:1:3
ae: ;444 0: Sc,

PCT/ER2066/007945

heimer's disease al

.
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slesping disordersy ax;i-éli}jlé\sﬁﬁér;i:m;\m agents; anti-ulcer and gastroe-

sopheageal refiu: eS; @gegn Q;@regonists ("PRA"j;estrogen; tes-
tosterons; a selective estrogen receél’m: moéulaz‘; a selective androgen receptor
B @odhbn

modulator; para(hﬁaﬁr;or\'pﬁ 5”, and preferably, a “suitable
therapeutic agentsliqseBc{eg éftlBgrpu%qrzfﬁng of this agents.

Examples of suitgble GHS for use in camb'inatio with the compounds of the pre-
sent invention incl R GHEI]¥§ delMd.iA}.SA Patent No. 4,411,890;

and publications W Qljzt@arj.\wglﬁnﬂ nd —H]?ZO or growth hormone

releasing factor anid ftsXanalogs or growth hofmaére/and it andiogs or dins
including 1GF-1 ant:"](_}f-;? as well as GHS described in WO 01/96300.

Exampies of suqtaﬂl_ezmgf)tl ntﬂ(ﬂ-ua ir:m@ation with the com-

pounds of the pres_e’nl invention include ng'uanldes (3,94 metformin}, glucosidase inhibi-
tors (e.g. acarbosQﬂ\:sdﬂnéa\gmMgul'm or insulin sensitizers)
meglitinides {e.g. TWladef (sgﬁcnyl BIZ‘QA, glimepiride, glyburide and glipizids),
biguani yburi ey i 714 ihge), thiozofidinediones (e.g. troglita-
2one, rosiglitazonﬁr?mtmlz), PC\Z@&O nists, PPAR-gamma agonists,
PPAR alpha/gamma dual agonists, é(gLTZ inhibitors), inhibitors of fatty acid binding
protein (aP2) suci 54’& iscl patent 6,548,529, glucagon-like peptide-1
(GLP-1), and dipepti atidasg IV, ny .

s fetes] NORTPRED:

Examples of suitable anti-gstepporosous agents for use in combination with the
compounds of theQZent,in itidn ipclude alendronate, risedronate, ralosifens,
calcitonin, non-steroidal prog: ﬁnﬁpceptor agenistye RANKIdand agonists, calcium
sensing receptor ahlagbdists, TRAP hhibhkdrs! sekctive'es receptor modul
(SERM), estmgen4) /;\l.’ki'nh‘ o

Examples of suitable, _emg:besityegents for use-in cembination with the com-

Jehf thvehtion inblisde drdobannalindill Hds i
pounds of the presenf ifvention include oclanna inoid receptor antagonists, e.g.
CB1 receptor antai;ér;ilt'; }Qaa i qnlb';ut M-Pyrazale-zcarboxamide. 5-(4-
chlcrophenyl)-t(?*ﬁiq]ph?)ib- n\etj:l;zéaﬂﬁriainyl-, monohydrochioride;
CAS Registry Number: '158881-13* 1SR 1 4171647 patent 5,624,841), aP2 inhibi-
tors such as those"di: d atar 6,543,529, PP amma antagonists, PPAR
Qe b s pete 054 520, PR goni
delia agonists, and orfistat. |
= lalz.4
Examples of sdifablb iamindtory agbnts for use in combination with the com-
ounds of the presehfifiventidn incidde nj§Ytie fd; fethasone, Enbrel,
P presshtityehtian inc e Rjejinty o /St

cyclooxygenase m@btﬁﬂyz Ci){? afdf %—Bn;hibicors such as NSAIDs, aspi-
i<, WA4,%.
1457>7
7757-174....7:err.
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fin, indomethacin, /b&i?én @Z}gquMVoxen Celebrex, Vioxx), CTLA4-lg ago-

nists/antagonists, g? agomK integrin antagonists, alpha4 beta? integrin
antagonists, cell adhasioh i hlbl ors, hisrferbn gamma antagonists, ICAM-1, tumor
necrosis factor (TrCaagtmpe&@/@'hxsmab OR1384), prostaglandin synthesis
inhibitors, budesonid cl fa: m che antagonists (e.g., priliximab), p38
mitogen~acﬁvatedm iké’l h‘@? iﬁmrwosme kinase (PTK} inhibitors, IKK
inhibitors, and thef s for the treatment of irritable bowst syndrome (e.g., zelmac and
Maxi-K openars such ‘a5 thask dlscihsed in US Patent No. 6,184,231).

Examples of suiteble Fﬁza/aglmsflr'usa n (gn‘blatlon with the com-

pounds of the present |®n lovvinclude dffzepdf, forazepam, buspirone, ¢
AR S & i
and hydroxyzine pamoate

Sl .
Examples of suitabferanti-dep for B ewn ination with the compounds
N
of the present invegiontinglu ra oXetine, ndfgzodone, sertraline, and
P o offrang@etne, n9¢ in
paroxstine.

Examples of sult e’dn\x’h“/bé'tez" Dagg:\(s for uZetSn combination with the com-
pounds of the present m%p mcludp ers, calcium channel

5t
blockers (L-type andétyps ’% gﬂ]tlﬁim &apﬁmﬂ mfsdlpma am!odupms and my-

befradit), diruetics (e
hydroflumethiazidel P&pfg:e mknthnemde trichloromethiazide,
polythiazide, benzthiazide, ethacrynic acid tricrynafen, chlorthal’dons, furosemide, mu-

sclimine, bumezamKtn‘}ntrg:e’ng,_qr;ulon@ %&MN renin inhibitors, ACE
inhibitors (e.g., capto; a ch Spuos pril, epaﬁ ﬁrfpnl cilazopril, delapril,
pentopril, quinapril, r Si mtepfbr iSts (e.g., losartan, irbe-
sartan, valsartan), E recit@an&gtﬂ:slf@Mltwfarlthrsentan and com-

pounds disclosed in U.S. Paltzm Nos 5,612,359 and 6,043,265, Dual ET/Ali antagonist
(e.g.. aompounds rIJ]Q Qndopephdase {NEP) inhibitors,

vasopepsidase inhip C itoss) (eug., omapatrilat and gemopatri-
, [BETABC,

lat), and nifrates.

Examples of suMlSr)l:pzelét;éa’l\t; Nﬁﬁx&mbmaﬁon with the com-

pounds of the pres§ Iva@i g ., abeiximab, eptifi-
batide, tirofiban), P: nfagonists {8.g-, clopi ogret, (lclopndtr{e CS-747),
thromboxane recep&‘iﬁ;o@e @?&;5 aspirin, and PDE-Il inhibitors (e.g.,

dipyridamole) with or without aspirin.
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Examples of sﬁﬂﬁe cardiac glycosides for use in combination with the compounds

of the present mv@mflﬂclu 1 aﬁand))uathr) N A

Examples of suj rimmg:) rg;se in combination with
the compounds of -CcA uctase inhibitors [e.g.,
pravastatin Iovast@ afometé_n]flm\atau@@)‘t (a] Ié itavastatin, or nisvas-

tatin or nisbastatin] a -4522 {a.k.a. 1, OF or in)),
squalene symheta%@bd:tor ybraQ bile acid sequestrants, ACAT inhibitors, MTP
inhibltors, Ilpcoxy (cf gﬁon imhibitors, and cholesterol
ester transfer protein Ahibitors 94’I4) "

Exampies of sﬁbgnlmgblnimd Z:eébrma;mists for use in combination

with the compour the p enfRd incluPelspfronolacione and eplerinone.
Ao BF ek e T

Examples of smvf lmster 3 momt-use in combination with the
compounds of the 1 itors such as cilostazol, and
PDE V inhibitors Wﬁsﬁnﬂfﬁ i5.17 $

Examples of 5433'{$ 0 with the compounds
of the present inve U)é' R&'o\ra o} yr?S t)9-130015 and dronedarone.

Examples of SKA ar@:&g}nts fox )s?m gombination with the compounds of
the present mventﬂZ\cTttﬁosterge and SARMSs.

Examples of D:LBS QA'DS ther§$s for ui mbination with the com-
pounds of the pre R!%e? dh \Psuif &C;Jmawr saqumav:r
mesylate, amprentyh avir, lopinavir, rif n: dine,

zidovudine, lamivudine/zidovudine combinations, zalcitabine, didanosine, stavudine,

and megestrol aceltla}'> 1-> 10<51" IA
Examples of s@bl?he@rfs N t f’fdz@r‘sr’s disease and cognitive

disorders for use in combination with the oompounds of the present invention include

tacrine, 6, gmma inhibitors, bata secretase

intibitors, SK :ff\:ga%eglcég Fﬂ é(géélglgs blcfksrsfor o
nation with the corndMME b thMlvﬁanMLe@ude melatonin analogs,
::::tomn reoep!ovmgo.né é/lé%a@r@baé gBNNMDA receptor antago-

0.1.,.>.+W.Nwtr.N

snr ,ee zee:, tre:.,

M.: P. eel,

e7t.L:eee,Q,

meevememeeVe

R R < "
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Exampis o sSEKBERILVEERIEE Mhbineton with the corn-

paunds of the presext invention include cyclosporin A, taxol, FK 506, and adriamycin.

Exampies of suiable mqqawts use in combmatlon with the compounds
of the present inveltidr ind! X0k adma$ l|0 s, cisplatin and car-

epetn.— 1:121MeeMee
Examples of sTé 2 sgtgcth:@é‘ écaﬁéar iptor for use in combina-
tion with the com) che pre! ifverftion ncfude pifen and raloxifene,
Examples of S&b%a%&@mw@m for use in combina-

tion with the comp%I of thr sent invention include such disclosed in Edwards, J.
P. et al., Bio, Med. 1003-1008 (1999) and Hamann, L. G. et al., J. Med.

Chem,, 12, z1e.z1eeseze<me’e1|\/|’

Examples of syj ééﬁ?ﬁe for use in combination with the compounds
of the present inver xon incll alendronate).
The above omkae@@Mﬁﬁﬁ&$@1@\ combination with the com-~

pounds of the preseats mvegonewa ed, for lgnin those amounts indicated
in the Physicians' Désk Reference (PDﬁ) or a8 bfherwise determined by one of ordi-

nary skill in the altN M et M N e y (TeMe

In a preferred i M he j ign are used for the treat-

PCT/EP2006/007945

ment and/or prophwaxis of the aforementioned phys’iologlcal and/or pathophysiofogical
conditions in the & e @ gh medicament comprises as addle

tional pharmacolo ivg si n endocannabinoid receptor antagonist,
preferably a CB1 r é$ﬂ:ag%éﬁi§ {1H-Py 3
carboxamide, 5~(4-elme@e@meefnyl)-4-memylw4-pipeﬂdinyl-, mo-
nehydrochioride; CAS Registry ber: 158681-13-1; SR-141716A; US patent
5,624,941) and as ccmM&dﬁE&@on a GHS-R antagonist.

In another prefm@tlln'@ lffe:@ m thvenuon are used for the
treatment and/or prophyfaxisof the ioned physi ical and/or path N
ological conditions T the f a %am, where the medicament is applied be-

fore and/or during @1’ @aém@ at MWediﬁonal pharmacologically
aclive substance, where such additional pharmacclogically ‘active substance is an en-

docannabinoid rec@@tlmeerffe@ﬂy;@\ﬂaéeptor antagonist, most pref-
erably rimonabant l%:ISy[rjoIe-3-czarboxamide, 5~(4-chlorophenyt}-1-{2,4-
dichlorophanyl)-4-rhe: -piperidinyl-, monohydrochloride; CAS Registry Number:

ee.e.S:e.M.,,eee
et:
eeeei:::::Hepteee
me 88V <8.b$:5
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158681-13-1; SRJ&aﬂ:GT\.- ys atang,méMM):;l?chound of the invention is
aGHS-R antagor@.?" 1 3 M M 27 ,
-"271,4227:1

The compounds’ of the present |nventlon canbe admmlstered in a known manner.
The route of admi@ Zon_raazea ;!arcute which effectively transports the

active compcund W ction, for example orally or non-
orally, in particular & ;Z? amsbefMatly, phin :Zjarectaﬂy, intravaginally, nasally or
parenteral or by I@@@ Srq’a*m@ 7t| 7@@@7

The compuunt{ M 5570 1d |nb?orm which can be adminis-
tered and are mixet 876 appropriate with phamidcsutically acceptable carriers or
diluents. Suitable a&tpxﬂs ald @riers are described for example in Uliman's Ency-
clopedia of Technjeg] ‘47 of Pharmaceutical Sci-
ences, Vol. 52 (191 gﬁg 9 Czyczzmm(fssmﬁe fiar Phar-
mazie and angm&?@g@”t’?m&%@??tﬁqg Dr. H.P. Fiedler,

SLexikon der Hilfsstoffe flir Phammazie, Kosmetik and angrénzende Gebiete®, Cantor
KG, Aulendorfin g, 1971,

Oral admmlstramflh?ke@ce'fozx@pi%zmgfo as tablet, capsule, gel

capsule, coated tablet, granulanon or owder but alsg in the form of a drinkable solu-
tion. The cumpour&,ofE 2 Zagd}mlstrahon be combined with
known and ordina) ly tolerated excipients and carriers such as, for
example, gum aral QnZa? Zrch SUgars such as, for example, mannitol, methylcellu-
Iose, lactose, gela(n_, iu?a eé&ﬁe Q WNQesrum stearate, cyclodextrins, aque-

0US Or Nonagquecy; dlluents nts, emulsifiers, lubricants, preservatives
and flavorings (e.m meﬂs f the invention can also be dis-
persed in a ricropBE e, € Pafopasticliat {) sition.
W‘?,%Z’_‘L.tf. Stiey
Non-oral adminjstration can take place for example by infravenous, subcutaneous, in-
tramuscular injecti rile agueous or oily solutions, suspensions or emulsions, by

J
maans of implants My Nﬁﬂs 1ehngolsm ries. Adminigtration as sustained

release form is also p055|ble where appr ilnats lrr_? ts may comprise inert materials,

e.g. b:odegradable\‘élﬁ‘qerékr uuZar example, silicone rubber.
Intravaginal admin 1‘# g for, rge by means of vaginal rings. Intrautering
administration is p 5@ II §:én &f'diaphragms or other suitable infrauter-
ine devices. Transq%@g@maf orlis ?@5@@@?&1, in particular by means of

st:S.C. "4 -slst,

olss,.. ) S<.Si

zs.; 4s ,

Cks..-s-ss..S-Mys
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a formulation suitalEfP thiJF“:Se and/or suitable means such as, for example,

patches. N'nP>S,SS4, N-,

PCT/RP2006/607945

The dosage may vary within a wide range depending on type andfor severity of the

physiologica! and/&rpp&dﬂi@gif&o& th'slmde of administration, the age,
gender, bwweiggwﬁw&tg:hem to be treated. It is within the ability of
a skilled worker to “p lacblogitally effective amount” of a compound of

the invention and/az Qdi@a! S i active substance. Admini: can

]
take place ina sinﬁ ﬁse or 3 plurality of ;Dsatgosage&
A suitable unit d0se i§,Er Qp§ rbaT 0001 g to 100 mg of the active ingredi-

ent, e, at least on@).n';p’op‘d;&g‘ (He' Qle;fr'\R avahere appropriate, at least one
additional phanﬂacﬁgﬁally active substance, per kg of a patient's bodyweight.

in ancther asme, Eg FlprEi)nFe)nu Zég tE)a pharmaceutical composition

comprising a phar Gotog\ﬁy aotive amount of at least one triazole compound se-

lected from the group consisting of: compound 1, 2, 3, 4, 5, 6,7, 8, 9, 10, 11, 12, 13,

14, 15, 16, 17, 18, ;él_z,o,—zﬂ;dﬁgs‘\vém, 28, 29, 30, 31, 32, 33, 34, 36, 37,

38, 39, 40, 44, 42, 43, 44, 46, 46, 47, 48,49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60,

61,62, 63, 64, ss,é,Sn, Ps:sbn 1, 71§4§4. 78, 76, 77, 78, 78, 80, 81, 82, 83,
1

84, 85,86, 87, 82, &5{e4, S 951384,'666;th' 8100, 101, 102, 103, 104,

105, 106, 107, 108, 109, 110 111.&2, 113, 114, 148, 1186, 117, 118, 119, 120, 124,
3

122,124,125, 126 SERO Lo, 125 [, 138, 137, 138, 139, 140,

141,142,143,14‘%4351- 57 14a149$0$§ \g 4, 155, 156, 157, 158,

159, 160, 161, 1625165103 TRA-156, 67 Th8 0B, 470 1, 172, 173, 174, 175,
\ N\

176,177, 78, 175380 1 (83, 189 45188 18, 187, 188, 163 andlor com.-

pound 196.

In a further aspect, 'St;IEh a plammacautical composition may additionally comprise

atteast one pramicS BoS a&h@ﬁyer Saiop Excipient andfor may comprise
at least one further phgrmacolggically atg substance, | ’
USRS SE €& s

In a preferred smbodin;gnt, such’ further pt i active sub isan
endocannabinoid r&t@r‘a‘t&qrgt}r%&;ygﬁ{ receptor antagonist, most pref-
erably rimonabant r‘{|§~Page;3-cal'boxarnide, 5-(4-chioropheny!}-1-(2,4-
dichlorophenyl}-4-methi-N- idinyl i

s1S-er-S6rs:.:ss.z
.5.8s8S-1.<1csk..Z.
tl;

PP&-PPP*riPPPX

o
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Corncerning ‘ht@g'é&‘ﬁb iquo)(on;?ﬁe invention, at least one of the

triazole compoun , listed e is ppessn{ in a pharmacologically effective amount,
preferably in a unitdoge, X! the aforemefitioned unit dose, specifically and preferably
in an administratio forh Wakes oral adminisiration possible. Furth , refer-

ence may be made to §§at&h]‘ea conneit-x?mr_:)tpe possible uses and ad-
ministrations of tht
X,C),..
General synthese: S
Sememembesc GBS, StS, sSssss

The compounds of the present invention prepared according {o the follow-
ing general synthe&%h jwhshed literature procedures that

are known to the cgttall%|g§ﬂ(394 V@gﬂﬁ and cited references therein).
Exemplary reaggnis and pyocedur s for 1hese react spear hereinafter and in
the working examptes! othenwu substituents (radicals) of
the compounds havars mesk'gfs gegggglgl) herein.
Amide bondf (pep g éy&%:s condtcted under standard peptide cou-
pling procedures the" alty, the reaction is conducted in a sol-
vent such as dxchlog%raggst mgsgest%smg benzotriazol-1-yi-

fiuoorophosphate (BOF) {Castro B et al.,

Tetrahedron Leﬂ SSSS;Q; &2)§$a base, for example N-methyl-morpholing
ordeorenenFIINK ? Sssrass

Thionation of 'd_xe ormeg fje was pedormed using Lawesson's reagent (Pons JF
et al., Tetrahedrorlty Z008; r-.

Cyclisation: th4 %) fh'«hn@e' was then submitted to the conditions reported

by Hitosuyanagi et al. (Hitots: 9$$I . J. Org. Chem. 2002, 67: 3266-3271)
which were sl(ghll ‘S;f ide and 1.1 eq. of mercury (If) acetate in

acetonitrils). Cyclx@S m%d@ggee@y achieved within three hours. When
the hy ide was not ble, it was prepared by known methods from
o e oo GBS [SISTS, 1
Deprotection M%p;%ﬁaﬁgﬁlﬁiﬁ@oc) was performed at room tem-

perature in acidic medium as usually described.

C:I8Ng..sYsts

:SSs Ss: Si, vss

RtS Sts ne: 8 A’

&)

r,0,ass: Os<S 1,

— a0
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Ry Re A2 Sq ].R" CA  tinaion «

MOOH 4 4 0 4 AWPCR 1 J p—g‘%wﬁ
LrICSbil:nreS,

_opliaion IPM H5kdst, a5 N\(
m%\%ﬁr & : <71;W"<

(744 s C;38 5.7 12"
&Wb o 4pm.mggmp
(Ntrep:, if,.

-sqHu 'C x%*3
;.?2?..1,*14 ;cm b6;
e:Ck, 4,b)A;(1,

NV) ,?2;T:?;.
?C,i.rf.

WO 2007/620013 PCI/EP2006/007945

R5 introduction



1414 b tzkx.,:9.;
$:.%.4,-;.9k.1;

4S$$*||. Q1:ng PCT/EP006/007945
For RS = ‘CJ‘Q;' IIe%zdé}"a! ~CO~cycloalkylatkyl, ~CO-aryl, ~CO-

arylatkyl, -Co@teioa'd/]_ .l Hidkyl, *-CO-heterocyciyl, -CO~
heterocyclylalkyl, -co-c*(ngw}stz

WO 2007/020013

. 2ed X cirorioyng,  -CO-
CRORIORCHA (DA . ,k

;»35,m,,:L1:".

R Sddieoah, 434 3; Rfo N
%‘g N m@ protection ennecessa ig“%
5 fTALNE oyt

7 3K 11 .3,$$35$$
he(:’zrm!;fy: :::gmgj:gﬁﬂlalk‘l . aryl, heteroaryl, arylalkyl, heteroarylalkyl,
10 :NMSNIX.SC.S?n
6S Acb), ;lt; o Bn
R’W‘(&tfa%%w R AN
TIRTTTTT0
741.2?,.1.7..7.t2).,
For R§ = alkyks,(g.@ﬁfz? sy’lall:)cl—:slqzl— (R = alkyl, aryl, arylaikyl):
Ma&

LALLTTBRTT74<11 ol ™
Y 7 e

" T77<1(347t
The compuunAo; PV@MESP%QHZA‘ZU,"?S 1 to 190 were named from
::: r:;\;l;l :Lr;uAli ng f)ﬁ%ifmtf:a\Aﬂke ?22/3 {CambridgeSoft Corporation, .
<2.14477.sa :Ns
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Figures 1 - 13 show the measured competitioflots of the GHS-R 1a receptor-

figand binding ass44h, 5%4;%1"%&4 pounds 9, 31, 39, 45, 50,
62,64, 71, 73, 74,89, a H inAl) example section.

Figures 14 - Af.shzmcuslzzt:z:ﬂes ottrb;k’)!s of the in vifre intraceilular
Calcium relsase AA\ﬁq bMtq yk&-717t£n jed CHO cells of the selected
compounds 1, 9,‘Z 0122, ,_@, 41,.4445, r’ 8, 49, 50, 81, 85, 62, 64, 67,
74,73, 74, 79, 84, d §hfaln as'desdribed in 1) of Thé example section as well as

ECsq and Ki valueg@'{ %eit{:r g@oﬁ&@sﬁ l@o ’alnd Kb values for GHS recep-

tor antagonists.

Figures 41 - MM ;r;-ef&lsu m?eﬁolgunds 8, 38, 50, 64, 74, 81 on
the isoprorerenol-ﬂ?m&ﬂipdys? ﬂ]ibitiq SScpnacylated ghrelin (UAG) in pri-
mary adipocytes from mice under diet-induced cbesity as described in ViHl) of the ex-
ample section. L < IS . NtntnC

/S.:KSN-177.-44

The contents of all cited references and patents are hereby incorporated by refer-
ence. The inventiJ 4&%37 m§e4etail by means of the following examples
without, however, bnﬂraéu&d?erei 42

K:S.X,1
r:?11?ws',.I <4
NN:
010.N14<7N47c,7
1 70<4<:. <42
N-N ;NeN:t
?C:ttt:p,7.4<,
24344<ny; :::1?-
szsa;fs",;asas
la"ias"ras$
as,:?ns Ks.
nassaassa,.s..

No77N1IN<1;

B B o " g g A R IR ¥ o

PCT/EP2606/007945
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1) Synthesis of @rHs i@linvention
Eaz.abtaal."14,a

Exampls 1: )

Examples

(RI-N(1-5-(2-( 1 Hrindl-3-yh)ethy))-4-(2, 4-dimethoxybenzyl)-4H-1,2, d-triazol-3-y1)-2-

(1H~indul-3«y!)eth@lalrlnmza-gt;yaria‘aaaalpgwund 1)
?<"aa:841&™;

v o0 Ryt o i mmone

acid according to &g 5@@ i@:@@ﬁaﬂ@ﬂh a total yield after purification by

HPLC of 35%. ,a4.84'a;04

TH NMR (400 MH&M&IQ)@S547 1044

§1.32 34, 5, Chla A TN GO Hs Alb), 298 (2H, m, Gy CHy Indole), 297 (2H,
m, CHy-Chzrindole)y 3.3 (JHeid, J={4.5, 4=6.1, 34 CHp BTrp), 3.38 (1H, dd, J=14.5,
J29.1, 1H CH, BTer!: alz(ggsaod 9.@793&@#0%3), 4.93(1H, d, J=16.9,
1H CH, o,pvdimet@'sn’an{ate(m, d, J=18.9, 1H CH; o,0-dimethoxybenzyi), 5.23
(1H, m, CaH Trp), 6.31 (1_d, J=8,5, J=1.7, Hs g palimaihorybenzyl), 6.45 (1H, d,
J=8.5, Hq o,p-dime.(r;oxys A Qa-.&uaﬂi‘ézzimethoxybenzyl). 6.88 (1H,
. J=7.5, Hs Tep), scj_(m. A ), TR HN TR 7.06 (H, & Halne
dole), 7.08 (1H, 5, N; nddiel, 7.11 (1, S, Hy Trp), 7.18 (15, &, J=7.9, H, Trp), 7.33

(3H, Hy, Hy indo|e5,@q a4l Ko 95 (Gam.g, NH Trp), 10.80

(1H, s, NH indole)f& {1H, s, NH indole Trp).
3G NMR (400 Mbiz, DMSQ:):
mnH

[ 1 ] n
§ 22.4 (CH,-CH, inddid), 23.2 (QJAZ);IZ%RHQIE), 28.4 {CH,-CH, indole), 28.7
(B D). 41.3 (CH \ BB BRI, «CRE ). 552 (o001, 55.4 (0
OCHa), 56.3 {Cq Ajb), 98.6 (C, 0,0-dimeth /), 104.7 (Cs o,p-di b 1),
109.5(C; Trp), 1 I%Tm. C; indole), 112.9 (Cy indole), 115.2 {Cy0,p-
dimethoxybenzy!),(’tj 78§; Hd.o.tel)nm @ap) 1 ﬁ-Q (Cs Trp, Csindole), 120.8
(Ce Trp, Cyindole), 1224 (C; indole), 124.3 (C, Trp), 126.8 (Co Indote), 126.9 (Cs Trp),

;aoca,aaspaNaar
a:Ca<"ca VX, a
,a",.Jaca:C1, 4-4.

o p—— pem— 1 A
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1- 103 -

127.5{Cs c,p-dime%(é'yﬁt% éAééglfﬁ),qﬁé&Qd-de), 154.6 (2Cq triazole),
157.3(C; op-dimetiofezgs 20 MOmpo o IR GGy, 171.3 (CO Ab).
ESI-MS: found: m/gféﬁﬂ\«é(fﬁgmﬁﬁﬂéﬁol

campez. 04.975 "144;

(R-N1-{5- bemySWﬁﬂ&ﬁ ﬁ,ulzla -yij-2-(1H-indal-3

yhethyi}-2-amino-2,

4$4

. mmn
Compound 4 was dblained ﬁom 9’ ) (by-Tro (gnmoles) naphthalen-1-yi-

methanamine, 24 pi}nl#@ﬂ_ra_@lq-a?c anmo 2-methylpropanoic acid ac-
cording to the genggal syr ic gcherpes with 4 intal yield after purification by HPLC of
. 1121”24 E% 117

I, X.0l;: rl’> C-0
1
a0 er@)v oudca,S;,
&(ppm)} 1.18 (3H, s, W% ts.ggmb) 3.17 (1H, dd, J= 14 Hz and 5 Hz,
CH, BTrp), 3.36 (1H, d 4 ar’y BT}, 4.05 (2H, m, CHybenzyl), 4.90
(H,m, ct aTro). 3G BN ¥ is g %qaph(yi), 5.81(1H, d, J= 18 Hz, CHy-

naphtyl), 6.42 (1H, dez}jﬂ ),6.38 (1H, &, Jo= 7 Mz, Hs Trp), 6.47 (1H, d,
J5= 8 Hz, H, Trp), @ 4,45 8 iz Yo T9p), 7.03 (18, d, Jou= 2 Hz, H, Trp), 7.05-
7.12 (BH, m, cmﬁr:?gg@sun@ J@p_z@g-_p@@(m d, J;=8 Hz, Hy
naphiyl), 7.58 (2H, of, Ho and H, nauhtyl) 7.81 (1H, d, Jo= 8 Hz, Hy naphtyl), 7.89-8.01
(5H, m, NH; Al H;Qd B @Rk, 3= dHjz NH amide), 10.73 (11, 5,

RrinscleTRL - _AK CK mc V.24-:

BC NMR (75 MHz, ZJ ¢$
§(ppm) 23.5 (CH; A % Ab), 292(2:1-1',9 Q 30.5 (CHz-benzyl), 44.0 (CH,-

naphtyl), 45.6 (CH @rp} ss@ﬂ.pmg 2@49) 1147 (C; Trp), 117.9(C4 Trp),
118.4(Cs Trp), 121 D), 122.1 (C, naphtyl), 122.8 (Cs naphtyl), 124.9 (C, Trp),
125.7(Cy naphwl),ma naphtyl), 126.9 (Cq Trp), 127.0 (C; naphtyl), 128.2 (C,
benzyl), 128.7-128.1 (Cy, Cu, Cs and C; benzyl, Cs and Cs naphtyl), 129.9 (Cg naphtyl),
131.5 (C1 naphtyl), 133.5 (Cqo naphiyl), 136.2 (C, benzyt), 136.4 (Cs Trp), 154.2 (Cq
triazole), 155.7 (Cq triazole), 171.8 (CO Aib).
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2-4/ 1: 14 29/t<77

ESI-MS: found: mf2 54374 [M+L#§a!/2§42 2 gim:
:00:

sampes:3,50,00.<.:."...:.0N

(RY-N-(1-(5-(2{1H, Ia 3-yijetnyl)-4- 1-yimethyl)-4H-1,2,4-triazol-3-yi)-2-
{1H-indol- 3-)/I)eth)$;j -amino-2-methylpropanamide {Compound 5}

PCT/EP2006/607945

Compound § was obtained from Boc~{D)-Trp (10 mmoles), naphthalen-1-yi-
methanamine, 3-(1H-indol-3-yt)propane hydrazide and Boc-2-amino-2-methylpropanoic
acid according to the general synthetic schemes with a total yield after purification by
HPLC of 33%,

“H NMR (400 MHz, DMSO-d®, 300°K):

B{ppm) 1.25 (3H, s, CH; Aib), 1.28 (3H, 5, CH; Aib), 2.93 (2H, m, CH,-CH,-indole), 3.01
(2H, m, CH;-CH-indole), 3.30 (1H, dd, *J= 14.3 and 5.8 Hz, CH, BTrp), 3.40 (1H, dd,
%J= 14.3 and 8.8 Hz, CHz BTrp), 5.03 (1H, m, CH «Trp), 5,62 (1H, d, J= 18.0 Hz, CH-
naphtyl), 5.76 {1H, J= 18.0 Hz, CHpnaphtyl), 3.36 (1H, d, J.= 7.2 Hz, H, naphty!), 6.5
{1H, {, Jg= 7.4 Hz, Hs Trp), 6.72 (1H, d, J= 7.9 Hz, H, Trp), 6.76 (1H, t, Jo= 7.5 Hz, Hs
indole), 6.92 (1H, t, Jo= 7.5 Hz, Hg Trp), 7.0 (1H, 1, Jo= 7.5 Hz, Hs indole), 7.02 (1H, d,
J= 2.0 Hz, M indole), 7.08 (1H, d, J= 2.0 Hz, H; Trp), 7.13 (1H, d, Jo= 7.9 Hz, H
indole), 7.26 (1H, 4= 7.9 Hz, H, Tip), 7.27 (1H, t, Jo= 8.2 Hz, H, naphtyl), 7.2 (1H, d,
H, indole), 7.56-7.64 (2, m, Hy and H; naphtyl), 7.88 (1H, d, J,= 8.2 Mz, H, naphtyl),
7.93 (1H, d, Jo= 7.9 Hz, Hg naphiyl), 7.98 (3H, brs, NH; Aib), 8.03 (1H, d, J;= 8.2 Hz, H;
naphtyl), 8.96 (1H, d, 4= 7.8 Hz, NH Tmp), 10.75 (1H, brs, NH indole), 10.77 (1H, brs,
NH indole Trp).

BC NMR (100 MHz, DMSO-d®, 300°K);

&(ppm) 22.6 (CH,-CHy-indole), 23.1 (CH; Aib), 23.2 (CH; Aib), 25.3 (CHo-CHz-indole),
28.8 (CH; BTrp), 43.3 (CH-naphiyl), 45.3 (CH oTrp), §6.2 (Cq Aib), 108.4 (C, Trp),
111.2 (G indole and C; Trp), 112.8 (Cs indole), 117.5 (C; Trp), 117.8 (C, indole), 118.0
(Cs Trp), 118.1 {Cy indole), 120.7 (Ce Trp), 120.8 (Cs indole), 121.6 (G, naphtyl), 122.5
{Cz indole and C; naphtyl), 124.4 (C, Trp), 125.4 {C; naphiyl), 126.3 (Cq naphiyl), 1266
{Cs indole, Co Trp and C; naphityl), 127.9 (C, naphiyt), 128.6 (Cs naphtyl), 129.5 (Cy
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114.84C/[1.2:::: /2
haphtyl), 1314 (C: 2Ihtyl), 123:;0 naphtyl), 135.9 (Cs Trp), 136.1 (Cs indole),

154.7 (2 thriazo@164(f’0’/§itt. C . 1’ CS

ESI-MS; found: m/z 5&4 [M+HT"/ calculated: 595.3 g/mol

eampes:  10./:-1451414r.*:/1/

(R)—N—(1{5-(2—(1H—:ir20;»3»}[it4()2~(3;q4ethoxybenzyl)-4H—1,2,4—triazol—3-yl)A2»(1H-
indol-3-yi)ethyl)-2-amino-2-methylpropanamide (Compound 6}

Compound 6 was obtained from Boc-(D}-Trp (10 mmoles}, (3-methoxyphenyt)-
methanamine, 3-(1H-indol-3-yl)propane hydrazide and Boc-2-amino-2-methyipropanocic
acid according 1o the general synthetic schemes with a total yield after purification by
HPLC of 25%.

"H NMR (400 MHz, DMSO-d®):

8(ppm) 1.28 (3H, 5, CHy Aib), 1.30 (3H, s, CH; Aib), 2.92 (2H, m, CH,-CHy-indola), 2.98
(2H, m, CHy-CHy-indole), 3.33 (1H, dd, J=14.5, J= 6.2, 1H CH, BTrp), 3.40 (1H, dd,
J=14.5, J= 8.8, 1H CH, BTrp), 3.66 (3H, s, OCHj), 5.08 (2H, m, CHy m-
methoxybenzyl), 5.22 (1H, m, Catt Trp), 6.38 (1H, d, J=7.5, Hy m-methoxybenzyl), 6.59
(1H, 5, H m-methoxybenzyl), 6.86 (1H, t, Hs Trp), 6.87 (1H, d, H, m-methoxybenzyl),
8.92 (1H, t, J=7.5, Hs indole), 7.03 {1H, 1, J=7.9, Hs Trp), 7.05 (1H, 1, Hy indole), 7.07
(1H, s, Hy indale), 7.11 (1H, s, H, Trp), 7.18 (1H, 1, Hs m-methoxybenzyl), 7.1 (1H, d,
Ha Trp), 7.31 (1H, Hy indole), 7.32 (2H, Hy Trp, Hy indols), 8.00 (2H, s, NH; Alb), 8.96
(1H, d, J=8.1, NH Trp}, 10.78 (1H, s, NH indole), 10.80 (1H, s, NH indole Trp).

13C NMR (400 MHz, DMSO-df):

&(ppm) 22.4 (CH,—CH, indole), 23.1 (CH3 Ab), 23.3 (CH; Aib), 25.4 (CH.-CH, indole),
28.7 (CB Trp), 45.3 (CH, m-methoxybenzyl), 45.4 (Ca Trp), 55.0 (OCH,), 56.3 (Cq Aib),
109.5(C; Trp), 111.3 (C; Trp, C; indole), 112.0 (C, m-methoxybenzyl), 113.0 (C; m-
methoxybenzyl, C; indole), 117.8 (C, Trp, Cs m-methoxybenzyl), 118.0 {C, indole),
118.2 (Cs indole), 118.3 (C5 Trp), 120.8 (Cy indole), 120.8 (Cy Trp), 122.4 (C; indole),
124.3 (C; Trp), 126.7 (Cq indole), 126.9 (C; Trp), 130.0 (Cs m-methoxybenzyt), 136.0
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1).2-(1
telOZP<AZ:1

(Cs indols), 13&1%84);, '13%'((41- ml&lhgxybsnzyl), 154.3 (2Cq triazole), 159.6
(@ mmetnoeBNO(@CANN:

£5I-MS: found: mlzd]iﬁl [M:*Nf)‘ c?culatsd: 575.3 g/mal

s '96.2,"C'442 $:1

(R)-N—(1-(4—(3—megxuev;zyl;ls-1e;442142,4-mazcl-3—yl)-2~(1H-indol-S-y!)ethyl)—Z—
amino»z-methylprggmg RW . 4 4

PCT/EP2006/007945

t<5+7?
Compound 7 was obtained from Boc-(D)}-Trp (10 mmoles), (3-methoxyphenyl)-
methanamine, 2—;&44 3 reg'-methylpropanoic acid ac-

:‘(’;‘"9 to the QG"?J fyl\ﬂﬁlﬁreme.s m;a total yield after purification by HPLC of
iee-thd/2.:h/ L

H NMR (400 MH;,MSO-d“):

&{ppm} 1.25 (3H, ﬂA@ 66 6&), §$4 dd, J=14.3, J=5.8, 1H
CH, BTrp), 3.38 (14, dd, J=12, ’1H CH, pTrb), 367 (3H, 5, m-OCHs), 4.04 (2H,
m, CH, benzyl), 547' &_4)4ﬂc@a_men4n{@zyi) 5.13(1H, d, J=17.4,
1H CH, m-metho: H Trp), 6.32{1H, d, J=7.8, Hs m-
methoxybenzyt),z)z ,!mﬂf ‘1 l;gqbenzyl) 6.82 (1H, t, Hs Trp), 6.83 (1H, ¢,
J=7.8, He m-methoxybenzyl}, 7.01 (1H, t, J=8.2, Hg Trp), 7.04 (1H, d, J=8.2, H, Trp},
7.06 (1H, d, J=2.0, H, Trp), 7.12 (2H, m, Hp, Hy Benzyl), 713 (1H, 1, J=7.9, Hs m-
methoxybenzyl), 7.20 (1H, m, Hg benzyl), 7.24 (2H, m, H,, Hs benzyl), 7.29 (14, d,
J=B.2, Hy Trp), 7.99 (2H, s, NM; Alb), 8.92 (1H, d, J=8.2, NH Trp), 10.77 (1H, s, NH
indote Trp).

13C NMR (400 MHz, DMSO-d®):

8(ppm) 23.0 (CH; Aib), 23.3 (CH; Aib), 28.6 {CB Trp), 30.1 (CHa benzyl), 45.2 (Ca. Trp),
45,6 (CH;- m-methoxybenzyl), 54.9 (m-OCH), 56.2 (Cq Alb), 109.4 (C; Trp), 111.2 (C;
Trp), 111.7 (C, m-methoxybenzyl), 113.1 (C, m-methaxybenzyl}, 117.9 (C, Trp, G m-
methoxybenzyl), 118.2 (Cs Trp), 120.8 (Cs Trp), 124.3 (C, Trp), 126.6 (C. benzyl),
126.8 (G, Trp), 128.3 (C,, Cs benzyl), 128.4 (Cy, Cs benzyl), 128.9 (Cs m-
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'C176.301,.654
methoxybenzyl), 15.;'661-DBZ3QZ?1§Q37.CZCZn?n21h0xybenzyl ), 163.5(Cq
triazole), 154.8 (CqYDole), @45103 m-methoxybenzyl), 171.3 (CO Aib),
HEA
ESI-MS: found: m/z 223,3 [/ caleulated: 'mot
iK477 77 16"
Example 6: |$UZI Inl

{R)y-N-(1-(5-(2-{1 H-indol-3-yl)ethyl}-4-benzyi-4H-1,2,4-triazol-3-yi)-2-( 1 H-indol-3-
yhethyl)-2-amino-2-methylprop ide {C: 18}

Compound 8 was obtained from Boc-(D)-Trp (10 mmoles), phenyimethanamine, 3-{1H-
indol-3-yljpropane hydrazide and Boc-2-amino-2-methylpropanoic acid according fo the
general synthstic schemes with a total yield after purification by HPLC of 45%.

"H NMR (400 MHz, DMSO-d®):

8(ppm) 1.20 (3H, 5, CHs Aib), 1.30 (3H, 5, CH; Alb), 2.88 {2, m, CHy-CHyindole), 2.7
(2, m, CHz-CHzindole), 3.37 (2H, m, CH, BTrp), 5.11 (2H, 5, CH, benzyl), 5.21 (1H,
m, CoH Tp), 6.86 (1H, £, J=7.4, Hs Trp), 6.88 (2H, Hy, Hy benzyl), 6.92 (1H, 1, J=7.6, Hs
indole), 7.03 (1H, t, J=7.6, Hg Trp), 7.05 (2H, Hy indole, H; indole), 7.09 (1H, d, J=1.8,
Ho Tep), 7.47 (1H, d, J=7.8, H, Trp), 7.26 (2H, Hy, Hs benzyl), 7.27 (1H, H benzyl), 7.30
(1H, Hy indole), 7.32 (2H, Hy Trp, Hy indole), 8.03 (2H, brs, NH, Aib), 8.95 (1H, d,
J=8.1, NH Trp), 10.77 (1H, 5, NH indole), 10.81 (1H, s, NH indole Trp).

*3C NMR (400 MHz, DMSO-d°):

8(ppm) 22.4 (CH-CH, indole), 23,1 (CH Aib), 23.3 (CH; Aib), 25.4 (CH,-CH, indole),
28.7 (CB Trp), 45.3 (Cau Trp, CHa-benzyl), 56.3 (Cq Aib), 108.5 (C5 Trp), 111.3 (C; Trp,
Cr indole), 113.0 (C; indole), 117.8 {C, Trm), 118.0 (C, indole), 118.2 (Cs indole), 118.3
{Cs Tp), 120.9 (Cq Trp, Csindole), 122.4 (C, indole), 124.3(C, Trp), 125.8 (C, Cs
benzyl), 126.7 (C; Indole), 126.9 (C, Trp), 127.6 (C. benzyl), 128.8 (Cy, Cs benzyl),
135.7 (C; benzyl), 136.0 (Cy Trp), 136.1 (Cy indole), 164,3 (Cq triazole), 154.5 (Cq
triazole), 171.4 (CO Aib).

ESI-MS: found: m/z 546.3 [M+H]"/ calculated: 545.3 g/mol
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:0<ty<;66<r..<<1
04004,. tIf.tz
.2.zzeZ7,¢azzlz, x
sampers 5 ,04.4 10S
w44y LOROY L oz yh 2. hincora-
yl)ethyl)-z—amino-ﬂn&yﬂjoa)arrge (Tmﬂ 9

Compound 9 wasté?rﬂﬁde Boc+{D)-Trp (10 mmoles), phenylmethanamine, 4-(1H-
indol-3-yl)butanehydrazid ind: ic acid according to the
ybutaneiydrezidednd Bocehing LGt od g

general synthetic s<che<mes %th totat ylzld aﬁ?fur canon by HPLC of 38%.

PCT/EP2006/007945

’HNMR(4OOMH1.1!ZCiZ°Z, ZCZ "Cr..

&(ppm) 1,29 (3H, 5@144 14113, sCHBG .90 2, m. CHgH-CHeindote),
2.61(2H, m, % Ho-indole}, 2.69 (2H, m, CHa- ;erz—lndols) 3.37 {2H, m;
CH, BTrp), 509( vgz z%& TP), 6.85 (3H, m, Hy, Hgben-
2yl, Hs Trp}, 6.94 M@Qq@owr 7.01 (1H, s, Hpindole), 7.02 (1H, 1, J=7.8, Hs

Trp), 7.05 (1M, 1, J=8, H, mdole) 7.08 (1H, 7.14 (1H, d, J=8.0, H
Trp), 7.25 (3H, m]la ﬁﬁnﬁ bd%zﬁbm) 7.32(1H, d, J=8.0, H;
indale), 7.42 (1H B.95 (1H, d, J=8.1, NH
Trp), 10.73 (1H, s ) 10. g zt?% wze Trp).

3 NMR (400 MHZ, &Qmﬁ):- .

s(opm) 23.1 (cr:Lisede) NGB g@é&ﬂ.@d:@f;ndoze), 24.1 (CH-CHy-
CHgeindole), 27.. 2 % %Bl\tﬁ 1;@ ,.45.4 {Ca Trp), 45.5 (CH; ben-
2yl), §6.3 (Cq Aib), 108 7C; idole), 113.6 (Cs indole), 117.8
(C4 Trp), 118.0 (an'&z 112¥2qole) 118.3 (Cs Trp), 120.8 (Cs indole, Cs Trp),

122.2 {G; indole). (C2 Trp), 125.8 (G, Ce benzyl), 126.8 (Cg Trp), 127.0 (Cain-
dole), 127.7 (Cq bﬁwﬂaﬁislp 11956/, bewayt), 136.0 (Cy Trp), 136.2

Gy indole), 154.3 fq)‘lﬂ)sp); 194, 7@(14’88 40 {CO Aib).
ESi-MS: found: m/; 58 iﬁHllﬁwlated 559.3 g/mol
ampes: -101044.€00<$”

{Ry-N-{1-(5-(3-(1H-indok-3-yl)propyl}-4-(3-methoxybenzy!}-4H-1,2,4-triazol-3-yl)-2-{ 1 H-
indol-3-yl)ethyl)-2-amino-2 propanamide (C 10}
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p-Stc.,**,-,%".,, Trl
). 4.3 J..,; 4140
101,".,41r,14,
Compound 10 wa&;ﬁ&)’&m Sxﬁ) 'ﬂﬁ) mmoales), (3-methoxyphenyl)-

methanamine, 4-{ -mdol6y neydre xgand Boc-2-amino-2-methylpropanoic
acid according to the §drieral synthelic schiemes Wit a total yield after purification by

wicozn. N41, 0e6 SOS <d
Zix.z.ft 44410KA

H NMR (400 Mz, DMSO-d )> | (

PCT/EP2006/607945

Z.
S(ppm) 1.27 (3H, 5, CHs Aib), 136 (3h S, CHy AD)M.82 (2H, m, CHy-CH-CHy-
indole}, 2.62 (2H, deols), 2.68 (2H, m, CH-CH,-CH-indole), 3.24

(1M, dd, J=14.5, 4 (JH. 44, J=14.5, J=0.0, 1H CH, BTrp), 3.66
(3H, 5, m-OCH,), 5@5 e:" g ﬁyybenzyl) 5.18 (1H, m, CaH Trp), 6.35
(14, d, J=7.5, Ho nifly @xyl:&ﬁ)s 54 ;4 bs, H; m-methoxybenzy}), 6.84 (1H, 1,
J=7.5, Hs Trp), 6,87 s - 1), 6.94 (1H, 1, J=7.3, Hg
indole), 7.02 (1H, ALN;I 2 ole), 4 J=7.8, Hy indole), 7.08
(1H, d, J=2.1, HZT@411(1 1@1:4717(1:-1 t, =81, Hg m-

methoxybenzyl), 7.30 (iH, d' Hy Trp 7.32(1H, d, J=8, H; indole), 7.42 (1H, d, J=7.6,

H, indole), 7.98 (2H,| kg Al?)‘& 51;-; aX1&,2 NH Trp), 10.71 (1H, s, NH indole},

10.77 (1H, s, NHm,doleTP) 11 6"1 1

*C NMR (400 MHz D ( 4
B(ppm) 23.1 (CH, Aib), 233 (CH; ;&425 B (CH-CH.-CH,-indole), 24.3 (CHp-CHy-

CHg-indole), 27.4 (4; 4ﬁ@n4@ﬂ_%ﬂp0&%Hr m-methoxybenzyt),
45.4 (Ca. Trp), 55.1 J$85 (C3 Trp), 191.3 (C; Tip, C; indole),
111.8(C; m~methoﬁ§44;1§og'—pe ybenzyl), 113.8 (C; indole), 117.8 (Cs
m-miethoxybenzyl), 11 1914%40% 1'8} @’Trp C.indole), 120.8
(Ce Trp), 120.8 (Cs indole), 122.2 {C, indole}, Cz Tpp), 126.8 (Cy Trp), 127.0(Cy
indote), 130.0 (C5 raieA Aym %ﬁﬁ 12 (Cy indole), 137.4 (Cy m-
methoxybenzyl ), 1amtnaﬂv a Ggw &9 7 (Cy m-methoxybenzyl),

171.4 (CO Aib).

ESI-MS: found: m/Aﬂ}ﬁMHA'aLmﬁ Qx&mél' -
4:400404,4,4(.0:y

Example 9: 4 Clll 1” 411 1 .

::'\2’/'\:‘ ((;) ‘(.'; (y?)—i: [:A -indol; promtt-((ast'\r!e(-i ykmasryl)-dH 1,2,4-triazol-3-yi)-2-
Y:. 411; 1,12:(1;
4.0<144:4,
4-<.<>0.4%3...0i,

140 00'.

A A PN~ B AR AR AN m
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<<,000:...4t40.4<i,
<44.0.4,41.44.<44

PCT/EP2606/607945

444, 44, 044 4144
Compound 11 wQ)&an;ih/sr!r: Boc-(D)-Trp (10 mmoles), naphthalen-i-

yimethanamine, 4-(1 gdog.yl)b&t 4‘921%&14- mino-2-methylpropanoic
scl

acid according to me eneral synthehc mes with a total yield after purification by
HPLC of 22%.

4 <440< 44"<<

" RNMR (300 MHz 2{8 ﬁ 696)

20

25

30

8(ppm) 1.20 (3H, 5, CH;Alb) 1253, 5, CH3 Aib) 193 (2H, m, CHy-CH;-Ch-indoe),
266 (4H, m, CHy : 4k b dha 5, OF, BTp), 3.40
(1H, dd, J= 14 Hz.and @ Hz, CH, ﬁTrp),495(1H m, CH oTrp), 5,66 (1H, d, J= 18 Hz,
CH-naphiy), 5.87 [TH, 8,"J= 18 Hz, CHy-naphty), 6.37 (1H, d, Jo= 7 Hz, H, naphiyl),
643 (1,1 4=7 . Ju T s 50 (11, 1% 8 ﬂg..lqﬂp#ﬁﬁ (3H, ™, Hy and Hg
indole, Hy Trp), 6.95 z"Hz (1H, &, Jo= 8 Hz, H, indole), 7.06
(1H,d, J=2 1z, l-bi'i M—?G 1(4H H7 indole, H; Trp, Hs naphiy), 7.60
(2H, m, H and Ho/poptdT 8% (Y P B HzH naphtyl), 7.09 (SH, m, NH Aib, Hs
and Hy naphiy), 8.95'(1H, d, J= 8 Hz, NH amadz.i 10,70 Zl. s, NH indole), 10.77 (1H,

s, NH indole Trp)CC204O . 40
e NMR (75 MHAPAO] Y04 @ 8 44 .N.:

8(ppm) 23.5 (CHgébAZﬁ .6 (CH; Aib), 24.1 (CHz-CH,-CH-indole), 24.5 (CH,-CHz-
CHz-indole), 27.6 (CHy-CHa-CHy-indole), 28.1 (CH, BTrp), 44.1 (CHynaphtyl), 45.7 (CH

a Trp), 56.7 (Cq AB 1444’440 Z444q 4@9‘&;;), 113.8 (Cy indole),
117.9(C4 Trp), 112{;&43;@) 44% s in 44 1.1 (Ce Trp), 121.2(Cq
indole), 122.1 (G, o 9(C; nbpHityl), 125.6 (C, Trp), 125.8
{Cq naphtyly, 1286. 8 ('(“ naphtyl), 127.0 (G, indole), 127.1 (C; naphtyt), 127.4 (C, Trp),
128.5 (C4 naphtyl), 1292(05 nap ty!) 129 9 (Cg hty), 131.6 (C, naphtyl), 133.6
(Gro naphtyl), 136, ﬁ]:erp)., 788 Goinepie); 184 (Gas-triazole), 171.3 (CO Aib).

EstMS: found: mvz s1EATEHT | e sosybind |
Example 10: 17 ”4 b 11.
(R)-N-(1-(5 (2{1/—/&851):]&441-{4-%@3 oxbﬁe:rlfz}l')'-gH,2,4—tr|aml-3~yl)-2-(1H~
indol-3-yhethyt)-2- é:ﬁ_niz’_ﬂelﬁéﬂgrgpe {Compound 12)
F1?1N.$1-.4
44044.4 <04.
4r4:5-. ssos*-j1
4:<0.4,44444),

A oM PN~ B AR mAaA a



WO 2007/020013

20

25

30

elkkaakkle.
itatay:tazayeteaky
calaakekaRalayek
tykay,:atyre.:C.
Compound 12 wa{@@ﬂﬂa:laary e)kky&). {4-methoxyphenyt-

PCT/EP2006/007945

methanamine, 3-(1H-indol-3- l)Pmpa{le Boc-2-amino-2-methylpropanoic
acid according fo t@ ynthetit Scl th'a total yield after purification by
HPLC of 28%. |2CC’) ay: |ay .

kali., :Calf.: a

H NMR (400 MHz D

S(ppm) 1.30 (3H, 51 CI<AI§ HE, Llﬁmbl‘:%@lw(m CHyCh-indole), 2.97
(2H, m, CH,-CHy- n@b{@kwekyaly@keqcm) 5.02(2H, s, CH,

p-methoxybenzyl), 7& [4 Har p-methoxybenzyl), 6.87
{1H. t J=7.5, H5TMZEéS :ﬁigslnﬂolé) ogiH t, He Trp), 7.05 (1H, t, Hg
indole), 7.07 (1H, i!—yele) aOQ (1H, s, Hz Trp), 7.21 (1H, d, J=8, H, Trp), 7.32
{3H, H, indole, H7T lndo!e yjz s, N, Aib), ég (1H, d, J=8.1, NH Trp),

10.77 (1H, s, NH i m yysza
"G NUR (400 MH@&SQ@« le:22k: 2",
8(ppm) 22.4 (CHy{ @ rrgrelzl’zel 2&_}_241(5@!» 25.5 (CH,p-CH, indole),

28.9(CB Trp), 44.9(CH, p-methoxybengl) 5.3 (Ca Trp), 55.0 (OCHy), 56.3 (Cq Ab),
1095 (Cs Trp), 111 a&erp o indole), 114.1 (Cs, Cs p-

methoxybenzyl), 1 k %& {Cs indole), 118.3(C; Trp),
120.9 (C; Indole, Cg % QKK a'z FC, ) 126.7 (Cq indole), 126.9 (Cy
Trp), 127.3 (Cy, caﬁ;emtnezl jgﬂf_ca:lﬂethcxybenzyl) 135.9 (Cs Trp),

136.1 (Cq indole), 154. th szole), 154.5 iiq triazole),158.4 C, p-methoxybenzyl),
171.4 (CO Alb). -ay Lay

eskus: foune: mig@ [ ZRif-RRattae
aiLTcp:-. SLA;
(R)-N—(1{4(4-methcxybenzy:ll—5 bs:ll'rz%-ﬂgl‘ ?&tnaa'zol73 -yl)-2-{ 1 H-indol-3-yljethyl)-2-
amino-z-memyipro;lgaye kd@ound 13
Gyteekella 5221
Sy X 0 -
1,21,22202, 0%
aie ZetkNY calay,
la7ka.7.2:.7.atack
ekalaikeLalyny:

I PN A PN PN A NN A P~~~

Example 11:




iey:YeaeYLYetilai
aleel-1.:17.inklet4-
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cording o the generJ Xntlﬁenc Zuemes vm% a tota! yield after punﬁcanon by HPLC of

a7, etY7le-C72
1 evykiy:::::::Leleak
H NMR (300 MHz, DMTO -d®, BOklkete | Catea

8(ppm) 1.24 (3H, 5, CH3 AD), 128(3H 5 CH§ Aib), 3.26 (1H, dd, %= 14 Hz and 6 Hz,

CH, BTrp), 3.31 (Baﬁ& ). 3.67 (3H, 5, OCHs), 3.99 (2H,
8, CHy-benzyl), 4% G} N (m m, CH oTrp), 8.87 (4H,
m, CHarp«msthoxybenzyl) 680(1H t, Jo= 8 Hz, Hs Trp) 698(1H t, Jo=B Hz, Hs
Trp), 7.02-7.06 (4 4 Trp), 7.12-7.25 (3H, m, Hy, Hy and

Hs benzyl), 7.26 (1 4P Hz, mi&(@mNb} 892(1H.d, J=8
Hz, NH Trp), 10.77 x
HCNMR (75 MHz.%MsZQ woffek iet kki;
s(ppm) 23.5 (CHs ), }92(@[(}][?&]_0&[&&@/&# (CHzrbenzyl), 45.7 (CHer
p-methoxybenzyl), 43:.8?” ), 55. :éiﬂ ), 56.7 (Cg Ab), 109.8 (C; Trp), 111.7
(Cr Trp), 1145( ﬁi%& Grp) 118.7 (Cs Trp), 1213 (s
kil % 'ﬁiﬂ"%?’s 8t coamaty
methoxybenz, and Cq p-methoxybenzyl 5. Coand Cs p-
methoxybenzyl), 13% (é'.belzyl ]Bak;ll’rp) 153.8 (Cq triazole), 155.2 (Cq
triazote), 159.1 (Cz—?ﬂixﬂﬁ]z@ é? 1.8 (CO Alb).
ESI-MS: found: m/r524 1M 2-1]1 glcé!at 522.3 gimol
iere (o,

Example 12: |N. Y. ILY,
(R)-N-(1'(5-(2(1Hﬁt&@/@@@-@b&yﬁ@@@ﬂz@%@ﬂ1H-inaol-a-ynemyl)-
2-amino-2-methylpropanai (Comy d 18}, .

22 11e 2122l

Compound 15 wazgv‘ld fre B'ocl(a-§§¥moles) hexan-t-amins, 3-{(1H-

indol-3-yl)propane’ Wcédrlw_nu -2-methylpropanoic acid according to the
general synthefic schemes with a tot!al yseld after purification by HPLC of 28%.

takey:::: 11111,
*H NMR (400 MHzI)in?o;-d“a It.sC k
22012)1, 0 (47:3
lay s;> -F2;;;, "'?
(5, Th. 2,12 Cc
N 2121k ,212)? it

P



PP:MP<>Jr-CH:dr
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K..errrCr-r SVP.IKr.

a(ppm) 0.77 (3H, Sy (CH; KL ™, zléz) 1.1 (2H, m, CHyCHa),

144 (1H, m, 1 NH] B> Qdﬂ iRz | 1,40 (3,5, CHy A, 1.42

{3H, 5, CH; Alb), 3,05 (2Hym, Z; ) 3!0,2 , CHy-CHyIndole), 3.37

(1H, 46, J=14.2, e Xﬁﬁ% f 142, 4=756, 1H CH, BTrp),

358 (1H, m, 1H N 1 21 (1H, m, CaH Trp), 6.96 (1H, Hs
ipf

Trp), 6.97 (1H, Hs jn Ie) 7 2H He Trp, H(,- indole), 7DEJSH s, Hy Trp), 793 (1H,
s, Hz Indole), 7.34 mch LNy &), 7.50 (1H, H, Trp),

8.14 (2H, s, NHzAv %Ovan-J BLﬂ'rp) 10.84 (1H, s, NH indole), 10.88 (1H,

s, NH indole Trp).

C NMR (400 MHZEZS_O.LEP ’ r”SZZ'rp K.
s(opm) 137 cr il Mﬁ? BHFCFhindole), 23.1 (CHy Aib), 23.3
(CH; Aib), 25.1 (Cl dol 1 (CB Trp), 290.3 (N-

. A jﬁ‘ [

CHCHy), 30.4 (CHr u Tib), 56.3 (Cq Abb), 109.2
(Cs Trp), 111, 4-11P<K1’m ptzduxg; 112.8 g mdole) 1477 (Co Trp), 118.0 (Cs

indole), 118.2 (C4 demK 126 Efm Trp), 122.8 (C; indole),
124.3(C, Trp), 12608 i s 11p), 136.2 (Cg indole),
154.0 (Cq tnazole)F}f1 mn*ﬂeom Y (C(r'uaﬁrMS found: m/z 540.3
{M+H]"/ calculated: 539. SQImoI PI K P

Example 13: Kl’e Kr|2'51 K r
(SHN(1-5-(21H-DI et p g 4-dife! Sx@nal) 444 2, 4riazol-3y1)-2-

" (1Hindol-3- yl)emylgzvvz-ri ?fpﬁpgnamtf 6 né fpd 18)

Compound 18 was ntQ\ed from Boc{L)-Trp (10 mmoles), (2,4-dimethoxyphenyl)-

methanamine, 3+ (1g’fé3 ) owe\zdrazde anVovi—auno -2-methylpropanocic

acid according to the genaral synthetlc 'schemed With a total yield after purification by
weecotsow. 3.1 rl.:"C'4-= (
. 0., .. .

TH NMR (300 MHL%I\;S'O—der).;K): A
8(ppm) 1.27 (3H, s,"CH," Ng? S?§9ENMD) ?89?2!4:\\ CH:CH,-indole), 2.93
(2H, m, CHCHp-in ’“’6\“@/’]‘”3”2)”@)7?% 0-OCHj), 3.68 (3H, 5, p-
OCHs), 4.89 (1H, d, “J- 17Hz, CHyx p—dlmethoxybe 1), 5.06 (1H, d, U= 17Hz, CHy-
Prorr D, Jr-t
‘are, ro KS4 1,
51K,

p,,,PrrKK-pstpprrs
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771 ONCICNN

o,p-dimethoxyben: ) 51!3 H m bH aT ) 627 1H, dd, Jo= 8Hz and J,= 2Hz, Hs
o,p»dimethoxybsng d gxybenzyl), 6.56 (1H, d, Jy= 2Hz,

H; o, p-dimethox: @ Je THz, Hs Trp), 6.80 (1H, ¢ 4= 7 Hz, H; indole),
7.02 (1H, 1, Hg Trp}." g indole), 7.07 (1H s, H, indole), 7.08 (1H, s, Hp Trp}),
7A2(1H, d, Jp= BNI—NP,NN@NGMYHTU) 8.00 (3H, brs, NH;
Alb), 8.93 (1H, d, isf(_z,_wiar_n‘ , 10.78 (1H, 5, NH indole), 10.78 (1H, 5, NH
indole Trp). v, 2)iIC,

o nwr 75 @O E Fota 7 7,,,OCO.

a(pom) 22.9 (CHAER: Rdpe). EGCH“ . 47((}13 Aib), 25.8 (CH.CHy-indole),
20.2(CH, BTrp), 41.4 (CHxg, dlmetho&enz 1), 45.7 (ColTrp), 55.7 (p-OCHs), 55.9

(0-OCHy), 56.7 (Cq AQGQ ygﬂs 1(Cs 0,0-
dlmsthoxybsnzyl),. Ip), o 1T ), 113.4 (C, indole), 115.6
(Ci 0,p-dimethoxybdnzy) F;‘I’B’S(E ng( !: DZZ; ((? %), 118.8 (Cs Trp, Cs indole),
O A 0 D N e e e

) op thogybenzyl Z s indole
triazole), 1577(62 fiaj{ 3j—16b o,p-dimethoxybenzyl}, 171.6 (CO
w 1,e?*LC.3;
ESI-MS: found: my 62(M+H] culated; 605, .

7L eeeerT:

Example 14: CI‘O N C R
(R)-N-{1-(5-(31 ifiNl:-@[*E'@—’(A@Ex?e’nzyl)-4H—1 \2,4-trlazol-3-y1)-2-(1H-

indol-3-yhethyl)-2-amino-2-methylpropanamide {Compound 23}
CRIN "85t st as

Compound 23 was. Qtamsd fm-rll-{cgalg(wgnples) {4-methoxyphenyl)-
methanamine, 4-{ n c LGe ydr & alg ino-2-methylpropanoic
C eral synt @

acid according to the gen dtic Schemes with 4 tbtal vield after purification by
HPLCof 25%. ]

co, ::50:Co 7,2,

'H NMR (300 MH -of, 300Ky L .

8(ppm} 1.27 (3H, s, CH,A%: 30 (38, 5, CH Aib), 1.84 (2H, m, CH,CH,CHy-indole),
2.58 (2H, m, CHANGH; 1, m, CHyCH,CHy-indole), 334 (2H, d, 4= 7

Hz, CH, Trp), 3,6@:1-‘ .sﬁerg’)sse’ (2..rb @ prezhoxybenzyt) 5.19 (1H, m,
7C: ONI
7.1.:7,7,cocConco
., Coo;,

p— L e m  m e e~



44"4.444,44:44:4
444.4c 1? 44, CH
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CH oTrp), 6.71 (4Hs A&‘«‘ﬂh@m"ﬁﬂu 4|4 U= Hz, Hg Trp), 6.92
(1H, 4 47 Hz, HAdoE_)?O&A.s Mingodrd b o, L T2, 7104 (111, 0, 02

8 Hz, H, Tp), 7.33( 4, i B'a(l Hr indols), 8.02 (3H brs, NiH, Alb), 7.80 (1H,
d, J= 8 Hz, NH ami rndole 10.78 (1H, s, NH indole Trp).

e R (75 Al ADG .

S(ppm) 23.6 (CHy H4@Qﬂ/’dmamf4& indole), 24.8 (CH,CH,CH-
indole), 27. 7LHE&44{Z@"§_£W 45 (N-CHz-p-methoxybenzyl), 45.8
{Co Trp), 55.5 {O 11.7 (C; Trp, C; indole), 114.0
{Csindole), 1145 S& s p-laf benzyl), 118.3 (C, indole, C; Trp), 118.5(Cs
indole), 118.8 (Cs Trp), 1313 (CB mdole Cs Trp), 127.3 (G, indole), 127.4 (Cs Trp),

127.6 (C, p-methol ;55{;2 Cy . C2 Trp, Gz indole), 136.1
(Csindole), 136.4 20k ) trigzole), 159.2 (C, p-
methoxybenzyl), 1 SQ 545&’01 r Q%a

ESI-MS: found: ml&og@QcathzMM4
444 444' H4'

Example 15:

(Ry N(1—(5-(2(1Hindo -3-yl)et 1) e(hoxy)benzyiHHA,2,4-mazoi—3-yi)—2—(1H~
indol-3-yhethyl)-2- a,rqugl mide {Compound 25)

44CHHC
Compound 25 was 513’;% # 51'1? (10 mmoles), (2-methoxyphenyi)-
methanamine, 3-(1H-indol \propane hydrazide and Bos-2-amino-2- ~methylpropanoic
acid according to t|4.g414aGr|mH|c schemes with a total yield after purification by
HPLC of 28%.

444 .4y4CA4 .4,
*H NMR (300 MHz, M44444 44'
S(ppm}) 1.27 (3H, sICM Aib), 4-24(4(4 144-!)) 2.90 (2H, m, Ci;-CHyindole), 2.96
(2H, m, CHy- Cﬁz-lrﬂe % g CH, BTrp), 3.65 (3H, 5, OCHa), 5.09 (3H, m,

CHz-0- methoxybenzyt and CH o J 6.49 (1H, d, J,= 8 Hz, H; o- methoxybenzyl),

676 (1,1, 4= 8 oAl ol <HTh 4 B idheB. .80 111, 0= 7 1z e

Tep), 6.96 (1H, t, Jo= 8 Hz, Hg indole), 6.98 (1H, s, H, indole), 7.02 (3H, m, Hs, Hs and
Hg 0- methoxybenzyl), 7.07 (1H, d, Jo= 6 Hz, H, Trp), 7.18 (1H, m, H, indole), 7.29 {2H,

K/,,AK97TLKAN5
93a.,a: <KL.
L.KAaa
KKLL,44.4)C9144

A & A mA o~ a 1| a a & a
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QQQQSS, IQ
QQ:1QQ35
QQ-.4:444. ActH5

m, Hy indole and |5 1r9p)’ L§r é? lNHg A.H)% ;'7§H d, J= 8 Hz, NH amide),
1080 (1H, s, NH .gq@ Qzﬁ@s NH indole Trp).

13,

oMk (5w PRBABEO Q, 5551 .
8(pprm) 22.8 (Chy- m 4“  § (CH3 Aib), 23.7 (CHj Aib), 25.8 (CHy-CHy-indole),
29.1 (CH, BTrp), 423 (b Hoxybenzyl), 45.7 (CH o Trp), 55.8 (OCH), 56.7 (Cq

Aib), 109.8 (Cs T@519@M.1¢4¥m4y1 114 qa'ndme and C, Trp), 113.2

(C; indole), 118.2 ( 4 Y1184 [C. dole) 118.7(Cs |ndole and Cs Trp}, 121.0(Cq
indole), 121.3 (G4 T}, thoxybenzyl) 123.0 (C; indole and C, Trp),

123.3(Cr 0 methgy R Zl_eo et o271 (Coindole), 1273(G
Tep), 128.8 (Cs 0- methoxybenzyh), 136.4 (Cs indole), 136.6 (Cs Trp), 155.2 (Cq

wazote), 1719 Pl HH 3135<59
ESI-MS: found: m%gg%ﬁ@:ﬁ .553501

03 3..".QlIQ;

Data on further e: Sry’s‘nqod nts that were synthesized according to the gen-
eral sysnthesis sc Below (please refer also to Table 1)

153*53559 534:
(RYN-(145-(3-(1Hging m l 4-triazol-3-yi}-2-(1H-indof-3-
yiethyl)-2-amino-2- yiprg }% n\.\gg% MPoun ];I
H NMR (300 MHaévé(A! 5(5(58 134H
a(ppm) 1.32 (s, 3H1¢34n457 (s, 3H, GHs Aib), 1.86 (2H, m, CH,-CH-CHz-indole),
2.38 (2H, m, 052 ind 44H 14: mr_c -indole and CHy-CH-
phenyl), 3.38 (2H H{ 4“ 2134; ), 3.92 (1H, m, CH,
BTrp), 5.23 (1H, mH| 6rp154§'(2tr n@ indale and Hy Trp), 6.93 (14, t, =8 Hz,
Hs Trp), 7.01 (3H, m, Hy indole, H, an 7.05 (1H, d, J= 2 Hz, H, Trp), 7.08
(1H, d, J=2 Mz, HMQ} Hmnd Hs phenyl), 7.29 (1H, d, Jo=8 Hz,
HqTrp), 7.31 (1H, Hz v d, H; indole), 7.46 (1K, d,
Jo= 8 Hz, Hy indoleﬂ- q%s” &m Alﬁ' %EB (ﬁizdp’;%!z NH amide), 10.76 (1H,
s, N indole), 10. aﬂ_(p;i oz, b C |
onarsuARAIAT, t CA4,
5(ppm) 23.5 (CH;C: E 2 Aib), 24.5 (CHy-CHy-
CHgindole), 27.3 (SH-CHA- CH;-I dole)) m;ﬁgncwﬁrpﬁenw}. 445

444444 HH

31K1L A.:.,Hc

4-46444NH44444

44. 75,154C4

s A % a

PCT/EP2006/007945
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NA IKINI hz-,b

(CH-CHzphenyl) MZCJ}H,;% M Abi09.6 (G To), 11168 (G ndoe)
111.9 ¢y indote), {1 \of FiRletf b 3 7t 1 [Cs ncle), 1187 4

indote}, 118.8{Cs TVE) m {Cs Trp), 1214 (Ce indale), 122 8 (C, indole and C, Trp),
127.1{C, phenyl), 1 Trp), 127.5 (Cy indole), 128.8 (C, and Cs phenyl), 129.1

(Ciand Cs phenylmb)wi Nn)i)l ﬂG&S‘(CmN? N indole}, 154.7 (Cq

triazole), 172.0 (C

NNNNNNNNN41
(R)-N-{1-(5- (3-(1HE:91 m&@Maqu@ld.qZﬁazo: 3-yi)-2+( tH-indol-3-
yliethyl)-2-aming-2 &yl;gdna%\ga-rﬁ&m 18):

"H NMR (300 MHZ, DMSO—d6 300°K);

B(pprm) 0.74 (3H, t, & mP P clr%—r%m CHy-CHy), 0.95 (4H, brs, CHy-CHy-
oxayon-cr 3@ IBBBAMH s v,
1.38 (TH, 5, CH; Ay :g 3@1 gp Aﬁ CHz-CHz-CHz-indote), 2.71 (4H,
m, CHyCH-Chirind (2H, m, N-CHy), 5.15 {(1H, m,
CH aTip), 6.1 (2 WN’) 7.00 (2H, m, Hg indole and Hg Trp), 7.07

{2H, s, Hz indole and M, Trp 7.29 (2H, d, J,= 8 Hz, H7 indole and Hy Trp), 7.45 (2H, d,
Jo=7 Hz, Hs lndol :igME lb) 8.10 (1H, d, J= 6 Hz, NH

amide), 10.77 (1H, atﬂ$$1e31§2rg4Nﬂra-ola‘(rﬂ .

BC NMR (75 MHz, DMSO-d5, 300°K):

Sppm) 142 (CH,-cﬂ' %Aﬂ'gﬁ -GH), 22.2 (CHy-CHy-CHy-CHy-CHy-CH, and
CHy-CHzCHy |ndnla_ B4 cr; S &idinrkr s (crrcryChyindote), 25.9

(CH3-CHy-CHy- gH2 cﬁz) 4 Aﬁg?\fj N8 CHz-CHy-CHy-indole), 2.7 (N-CHyz-
CHy), 308(CH3-CH -CH ) QN-CHZ) 46.1 (CH aTrp), 56.8 (Cq Alb),

e B A
incle), 154.7 (C (I AT20 (co Alb).
(RIN1-(4, 5b.s(2f1"ﬁ4&d‘]§1€1 Mﬂiﬂ]’}lfaﬂ?ﬂ; 361‘3 -2-(1H-indol-3-yl)ethyl)-2-
amino- zﬂemyxproAAnMompNNI NI-42i:

R oo RGN |- 114N, e 1
;:N.yNIN4,2,4-10.
.NNI.C.?:)42-;.-
14244244424141
4.42)44<4422

A A= & A A A a7
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8(opm) 1.30 (3H, 3, CH) Ab), 1737 (38, 5, CH, Alb), 2.50 {2H, m, N-CH-CHy-indole),
268 (2H, 1, 4= 8 44[4: 293 @H, 1, 5= 8 Hz, C-CHy-CHyindole),

3.34(2H, m, N-Cﬂﬁgiﬂﬁst&?ﬁam, %‘@Tm)‘ 5.25 (1K, m, CH aTrp), 6.72-
8.94 (4H, m, Hs and P Trp,IH; iIndole flom &-CH-CHl-indole and Hs indote from N-
CH-CHzindole), €303, pAAD 1B o b cri-Crizingole, 1, and
Mg indole from N-Cj inglole}, £.41£1Has, &; ingole from C-CHy-CHo-indole), 7.18
{1H, d, Jo= 8 Hz, 46:% grmgéijngu)zﬂﬂﬂm Hsand H; Trp, Hy
indole from N-CH;-CS—ir:d@PQP (@ SG—-@C(AW indole from C-CHz-CHy-

indole), 7.44 (1H, ’d.’Ja= 8 Hz, H, indole from O-bH ~Cl-zz-indcle), 8.04 (3H, brs, NH,
Aib), 968 (1H, ¢, BEjz, OSBre; 4b4h | A St il rom c-CH-CHy

indole), 10.82 (1 HS S@z ?Bn&ﬂﬂ% Gsﬁg s, NH indole from N-CHz-

CHa-indole).

ek 75 3G @G C 1544 .C.

s(ppm) 22.7 (C-CRRHRUE 258 (BN, BB Hs Aib), 25.4 (C-CH-CH-
indole), 26.0 (N-Isg;npgﬁzg.e (CH, BTrp), 43.9 (N-CH-CHy-indole), 46.0 (CH
aTrp), 56.8 (Cq ALY108%1C3 ivddle from N-CH,-CHy-indole), 109.9 (C; Trp), 111.7
(C; Trp), 111.8 (%dﬁ@m@cr@@@g_a@;c, indole from C-CH,-CHy-
indola), 113.5(C; im:a? z:m%—indo |8}, 118,3.(C, indole from N-CHp-CHg-
indole), 118.4 (C. TyfH{18.5Q% mA; ), 118.7 (Cs indole from
C-Ch-Chyindoleliy A §Cs TFP). 118.0 (Cs ndole from N-Chi-Chzindole, 121.3 (Co

Trp), 121.5 (Cg indole from C-CHz-CHg-indole and Cg indole from N-CH,-CiHz-indole),
122.8(C, T, Gz sl rseidbil g from N-CH-CHy-indote),

127.1(Cq Trp), 1 QMSC?QQ-E:;CI indole), 127.4 (C; indote from N-CHy-
CHg-indole}), 136.84C; al 2 rdol s@&z-indole), 136.6 (C; indole
from N-CHz-CHz-i@S &4.5 {Cq triazole), 154.8 (Cq triazole), 171.8 (CO amide).

-SC:6,4444440;

(RI-N-{1(4<3-methoxybendyl)-5-phenethyl-4H-1,.2,4-lridzol-3-l)-2(1H-indol-3-
yl)ethyl)-z-amino-gdvy rcIA i 9
*H NMR (300 MH. 300

oo My SRl 4
5(ppm) 1.24 (3H, ﬁwﬂggm s, CHa Aib), 2.82 (4H, m, CHz-CHa-phenyt),
332 (24, m, CHZE;rp 3.63 (31,5, '0CH;), 5.08 (2H, m, CHy-m-methoxybenzyl), 5.18

(1H, m, cH aT)C A A QI AR s, 6.57 (1, 5. 1y m-
mathoxybanzyl), Ségﬂ AJCa’Hz, 2&94 4 {1H, d, J;=8 Hz, Hy m-
:CC:Ccsc. C6C.0
;..4C.:(4,444664;,
C:cc C 44e: :.CC;

e ™ A e~



64S46; 225 SCS
CAS24S0: 4:sc,

WO 2007/020013 PCT/EP2606/607945

20

25

30

244, :22<, :Scc,

1g-

methoxybenzyl), 6% i6.t.' = R§Ia Q), (@ §1H, m, H, phenyl), 7.11-7,16 (SH,
m, Hy and H, Trp, 45;@ @@ @ﬁw@ﬁm) 7.20 (2H, m, Hy and Hs

phenyl), 7.27 (1H, d, Jo=8 Hz, H; Tp), 8,01 (aH brs § B.96 (1H, d, J= 8 Hz,
NH amide). 10.81 (*EBJIQB\W k6,4
BC NMR (75 MHz@@ tsoo KY:

8(ppm) 23.5 (CHs &m& ﬁﬂaﬁ%ﬁgphenyi) 28.1 {CH, 8Trp), 32.7

(CHz-CHy-phenyl), 45.7 (CH oTrp), 45.8 (CH-m-methoxybenzyl), 55.5 (OCHj), 56.7
(Cq Aib), 109.8 (032;)1111 8(C; Tip), 112.5 (C, m-methoxybenzyl), 113.5 (C, m-

methoxybenzyl), 1 1), 118.7 {Cs Trp), 121.3
(Cs Trp), 1243(0211?§E&$\ ﬁﬁquwcz Cs, Cs and Cy
p:zngyl)c 1305 (354; m@!@yﬂfn@@é@iﬂ_m: 7 (C, m-methoxybenzyl),
1 + phenyl trigzole’ 4. triazoje 160 1(Csm-
methoxybenzyl), 14& ii 1 141

cs;, Its 0 ;;(444.;
{R)-N-(1+ (4~(4-me enet %I}—Z {{H-indol-3-
yhethyl}-2-amino-2-me! ﬂo&namldé ;glumpou I’?
H NMR (300 MHz,4J DQ@’J-)44S .C
8(ppm) 1.28 (3H, bﬁ&lt@%z )3}? é,@-};_AiQ 2.46 (2H, m, CH,-CHy-phenyl),
2.82 (2H, m, CH %g 2 363;1 J= 7 Hz, CHp BTrp), 3.66 (3H, 5, OCHs),
6.02 (2H, s, CH,-p-MéMoxybenzyi), .27 (1H, m, CH aTrp), 6.73-6.81 (4H, m, CHar p-
meﬂ'loxybenzyl 6412}545 18638 Ay, 177z, v T), 7.057.14
{4H, m, H, and Hg any 3H m, Hs, He and H; phenyl),
7.29(1H,d, J,=8 gm §Q4m ), 8.99 (1H, d, J= 8 Hz, NH
amide), 1083(1H48@<ﬂ @C) 5944

BC NMR (75 MHz, DNSP-d° 13 T

L0
8(ppm) 23.5 (CH; Alb), 23.8 (CH, Aib), 26,8 (GH, CHzphenyl), 20.1 (CH, BTrp), 32.6
{CHz-CHz-pheny), thoxybenzyl), 45.7 (CH «Trp), 55.5 (OCH;), 56.8

(Cq Aib), 109.7 { ;11@! Trp ethoxybenzyi) 1183 (Cs
™) 1187(051':[3 @ i) 12 9(§ To), 1 (C’zandcephenyl) 127.3
€Tl 1276 (C B0 W¢55qqp¢znoxybenm) 128.7 (s,
C, and Cy phenyl), S T Cy 1}, 154.5 (Cq triazole), 154.8 (Cq
trigzole), 159.2 (c,j- th Byb 5%:55:»)

15!?5'5,<<'5W;0

S5,

55555,155.,,,,4-55

55.51,5s

e e e e p—p— —
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NzZzrzzz z9;

{Ry-N-{1 —(4—(4-me%>;)§9yl)g(;zﬂénlylpeobyl)lﬂi1 }4-{riazol-3-yi)-2—(1 H-indob-3-
Yhetnyiy2-amino- Zy A ey g 7 (b e/
1) -
'H NMR (300 MHT@Z’E, ’sztz.z
8(ppm) 1.27 (3H, 1 2 Alb), 3(15612 «b) 1.73 (2H, m, CHy-CH,-CH,-
phenyl), 2.47 (2H, mml %52 (2H, t, °J= 7 Hz, CH,-CH,-CHz
phenyl), 3.35 (2H85 Sﬂi‘d‘ﬁb\ﬁ 6139 3_9_(158 98 (2H, s, CHy-p-
methoxybenzyl), Trp) p-methoxybenzyt), 6.82
(H, 1, 4= 7 Hz, Nggﬁiﬁiﬁgi gf;iw 07 (4H, m, Mz and Hy
phenyl, H, and Hy (3 henyl), 7.29 (1H, d, Jo= 8 Hz,
H; Trp), 8.03 (3H, !ﬂNﬂ!msg J‘BHﬁEmlde) 10.80 (1H, d, J=2
Hz, NHmdoIeTrp55y, ’””) 5 ,55,
PR s AR E}0] 41 8.8
&(ppm) 23.6 (CHa ﬁﬁﬁﬁg%%@ﬁem 28.5 (CHp-CHy-
CHg-pheny),29.2 [CH, 37, “CAL-phenyl), 45.5 (CHa-p-
methoxybenzyl, 48 1B N oo (@Y B4 dv). 1098 € T, 11181,
Trp), 1146 (Cs o i (Cq Trp), 118.7 (Cs Trp), 121.3(Ce
T) 1249((:;7% m eshé!a 27.3 (Ce Trp), 127.8 (Cy p-
methoxybenzyl), 1 ﬁ@enmgmﬂl)w {Ca, C+ and Cs phenyl), -

136.4 (Cs Trp), 141 7 f hrenyl), 154 8 (Cq tria: m% "159.2 {4 p-methoxybenzyh,
macoab. 1 § I)

r.)8*0 1/41% "

{R}N-{(1-(4-(241 1) )~4H 1,2, 4-triazok-3-y1}-2-
{1H-indol- &yl)emyz:r;ﬁrﬁ;—?:\b 1 ﬁda pound 24):
*H NMR (300 MHz, 5A95¢“,An§l()5
s(pem) 1.20 (34, sJerfun; 13850 G4 28 Blofl m, cHcrrCHindote),
2.34(2H, m, caqu 1 48 :ju :12 Heindole), 2.80 (2H, m, CHy
CHy-CH-indole), 559% 9 g Bg M, m, CH, BTm), 5.27 (1H,
m, CH aTrp). 6738 B @1, 4. 5ax5 M@rﬁole gﬁx-cm CHyrindole and
Hs indole fram CHy-CHo-CHo-indole! :}(SH . Ha and Hg indole from
N-CHp-CHg-indole aggaédA ?-cw, ,,md ), 7.20 (1H, d, Jo= 8 Hz,
H, indole from N-(g;gigdole), 7.29(3H, m, H: and H; Trp, Hy indole from N-CHx

5..550211,j,,,,r,:2z

g, 158.49.1

9294.5, 58$415

— o p— —
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CHg-indole), 7.40 éiH, d, Jo= 8 Hz, Hy indole fl.'om CHZ-Chz-CHz-indole), 744 (1H, d,
Jo= B Hz, Hy indolg M_@Jtﬁl&fmdone). 8.05 (3H, brs, NH; Alb), 9.07 (1H, d, J=

8 Hz, NH amide), ﬁéi%(, Emlédﬁgﬁé]péém H,-indole), 10.86 (1H, s, NH
indole Trp), 10.80 S, M s oI T-CH, THFIndGle).

155 nur 75 wH@GY et

8(ppm) 23.6 (CHs @EREP EE @t 285 CH-CH-CHrindole), 25.8 (CH,-CH-
wooionar, AT Gy DUSLLEBLE e
from N-CHg-CHrireleye 6’07 e:etpoe(tE{Em N-CHx-CHy-indole and

C; indole from CH,-CHz-CHa-indole), 114.0 (C; inddle from CH-CHz-CHz-indole),
1182 (C4 indote i@ NN@EL%@E 18.3 (C4 Trp), 118.5 (Cs indole from CHy-

CH-CHyindole), 1§ré:ﬁwgf CHTéécm?né ), 118.9 (Cs Trp), 118.0(Cs
indole from N-CHz-CHe-Tidole), gtca D), 1214 (Cy indole from CH,-CHp-CHo-
indole), 121.6 (Cs iNle@@l{@ec}ag@ig‘eezgmM, C, indole from N-CH-

CHgzindole and C; indgle from (f‘Hz—CH -CHy-indole), mm (Cs Trp), 127.4 (C, indole
from N-CHTCHz-inale aea dol Leér +CMindole), 136.4 (Cy Trp), 136.5

{Cq indole from CHrFNCi@Idolp @é(q;@ole from N-CH,-CHo-indole), 154.7

(2 Cq triazole), 171’9 (CO amida).

0:See N tee:
Rra-2 @B NI ARt 3y 2-tHindola:
yl)ethyl)—Z—aminn-ztaéyg:opﬁangﬁc%aﬂr’é% , t

"H NMR (300 MHz, DMSO-d®, 300°K):

. 9 .
&ppm) 1,26 (3H, s,';ng AB), %@ng‘a R%)? 2)/%.92 (4H, m, CH-CH,-
phenyl), 3.29 (24, dlcr@@t ggl(ate t@s{ 4@453 (3H, m, CH oTrp and
CHro-methoxybenzyl), 6.52 (1H, d, J= 7 Hz, B, ethoxybenzyl), 8.78 (1H, t, J,= 7
Hz, Hs Trp), .82 ( gﬁeﬂs @QQ@ %ﬂfé]oé Ha, Hs and Hg o
methoxybenzyl), 7., %eie*étz, M Trp), 7.19-7.28 (4H, m, Hy, Heand Mg

phenyl, H; Trp), 8.03 (3H, brs, NH, Aib), 8.94 (1H, d, J= 8 Hz, NH amide), 10.82(1H, s,

winoes. teEEE1E),le . 1et.

cenmr s iz psoippmee , Oel lea

e B n o s
tee'.Seteeteaa
eRe eetteee title.
eel:ex.:et.

eel:ea:4 exteezet
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(Cq Alb), 109.7 (Ca T %)72( 5 )15)1 8(Cs o-mZho7xybenzyl} 1182(CTrp),
187 (Cs Tp), 1270 oy o). 1]?@ c»?efhuxybenzyl) 1232(Cy o

methoxybenzyl), 1 hegyt), 272(Cg Trp and C; 0-

methoxybenzyl), § 51555?2:2“) 128 Cg ethoxybenzyl), 136.4 (Cs

Trp), 140.6 (C, ph?‘ﬁ)?éﬁdst?%‘l?)gm?az?e) 156.7 (Cz 0

methoxybenzyl), 171. % 7) "

(7717,77x5"77

(Ry-N-(2-(1 Heindoi~3)/)-7 (45&75!211 :}415(5751}75}1%4%1 .2, 4-triazol-3-

yhethyl)-2-aming-2- Yipropal nd
TYTTSTTT T

' NMR (300 MH MSO—d” 300°K):
5(ppm) 1.21 (3H, 5, CH; Aib), 1.25 (3H, s, CH; Aib), 2.46 (2H, m, CHy-CHo-phenyl),

2,88 (2H, m, CH- Qi 5e7y| 75(%'@(, P, S vz, CHa pTre), 3.36 (24,
dd, 2= 14 Hz and H 65 (1H, d, U= 18 Hz,
CHg-naphtyl), 5.761 J= 18 H2, CHp+ n'azﬁjm 5? s Jo= 7 Hz, Hy naphtyl},
6.45(1H, £, J= 7 15?57?5767( H???@Sg%lﬁ&&(m. 1, 4= 8 Hz, Hs
Trp), 7.04-7.06 (42;57 psﬂ 727'5? 07 7.25 (H; naphtyl, Hs, He
and H; phenyl), (FH phty {1H, d, Jo= 8 Hz, Hy

naphyl), 7.98-8, OOPZPTH??HIMVES WAL FEY78.96 (1H, d. J= 8 Hz, NH

amide), 10.77 (1H, s, NH indole

C NMR (75 MHZZJZd , %1)7105 o
a(ppm) 235 (CHy 74{,)',%) L o) By €A-preny. 202 o1 v, 328
(CHzCHy-phenyl); z‘vnhlyl) 47T§)ez 7“’2?27 (Cq Aib), 108.7 (Cs Trp),

11.7(Cy Trp), 117.9(Cy Trgd), 11814 {Cs TP, 122.1 (Cy naphtyl), 123.0
(Ca naphtyt), 124, 91d5ﬁ512?9]g eyl P&5 o naphtyl), 126.9 (G and Cq
phenyt), 127.0 (Cy tyl), 128.4 (Cs naphtyi), 128.7
{C3, Cqand Cs phen?%-rj 5, n::? 253-? aphtyl), 133.6 (Cyg naphtyl),

138.4 (Cq Trp), 140.8 (Cy phenyl), 154.8 (Cq triazole), 155.3 (Cq triazole), 171.9 (CO
Aib).

{R)-N-(1-(8~(2(1H-indol-3-yi)ethyl)-4-(3,4-dichlorobenzyl)-4H-1,2,4-triazol-3-yi)-2-{1H-
indal-3-yl)athyl)-2-amino-2-methylpropanarmide (C 28):

"H NMR (300 MHz, DMSO-¢°, 300°K):
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77-175.6 57 775

&(ppm) 1.26 (6H, SQZ Z}), ZB?(ZH. m, CHy-CHp-indole), 2.86 (2H, m, CHy-CHo-
indole), 3.32 (2H, f &z brh By 17 3t mfl G e afet Gfie-m, p-sichiorobenzyi),
8.58 (1M, d, Jo= EZ, miywben ?5 87{.1: stz Hs Trp), 6.96 {1H,
1, Jo= 7 Hz, Hs indofe); g indole and! {1H, s, H, Trp), 7.08
(1H, s, Hz indole), 7]53]1147} J?s-(z?l, m,p-dichlorobenzyt), 7.20-7.30 (44, m, H,
and Hy indole, Hy Trp and H. m, p—dxchlorobel;z&7 36 (1H, d, J;= 8 Hz, H; Trp), 8.08

(3H, brs, NHzAlb),N§(17d,17i5 ;«7 ] 10. 80 (1H, s, NH indole), 10.82
(1H, s, NH |ndole'8)1K n 7 77 757

3¢ NMR (75 MHz, DMSO 8 300

5(ppm) 22.8 (CHZ-C z-mdo ), g 4?}7 Aib), 2?8 (CHy Alb), 25.8 {CH,-CH-indole),
28,0 (CH; BTrp), 4405 CHEnlPDofope)zyt, 45.6 (CH aTrp), 56.8 (Cq Aib), 100.7
{Cs indole), 111.8( 118, 8.4 (Cs indole), 118.6 (Cs
indole and Cs Trp), 3;7‘73«.:{?:2 r’z.c]?g‘jmdole and C, Trp), 126.4
{Cs m,p-dichiorobenzyl), 127.1(Co Trp), 127.3 (Cy indole), 128.6 (Ca m,p-
dichiorobenzyl), 130.9 (C,4 m,p-dichi #),131.3 (Cs m,p-di benzyl), 132.0

{Cy m, p-dichlorobenzyl), 136.4 (Cs Trp). 136.8 (Cy indole), 137.2(Cy m,p-
dichlorobenzyl), 154.7 (Cq triazole), 155.1 (Cq triazole), 172.0 (CO Aib).

{Ry-N-{1-{4-(4- ﬂucrcbanzyl) 5-benzyl-4H-1,2,4-triazol-3-yl)-2-{ 1 H-indol-3-yl)ethyl}-2-
amino-2 yip {Comp 30):

'H NMR (300 MHz, DMSO-d, 300°K):

&(ppm) 1.27 (3H, s, CH, Aib), 1.2 (3H, 5, CH; Aib), 3.33 (2H, m, CH, BTrp), 4.02 (2H,
s, CHy-benzyl), 5.10 (3H, m, CHy-p-flucrobenzyl and CH «Trp), 6.71 (2, m, Hs and Hy
p-flucrobenzyl), 6.80 (1M, 1, Jo= 8 Hz, Hs Trp), 6.90 (2H, 4, Jo= 8 Hz, Hy and Hy p-
flucrobenzyl), 6.94 (1H, 1, Jo= 8 Hz, Hg Trp), 6.99-7.10 (4H, m, Hz and H, Trp, Hz and
Hg benzyl), 7.20 (3H, m, Hy, Hs and Hs benzyl), 7.27 (1H, 4, J.= 8 Hz, H; Trp), 8.08
{3M, brs, NH; Aib), 8.87 (1H, d, J= 8 Hz, NH amide), 10.79 (1H, s, NH indole Trp).

BC NMR (75 MHz, DMSO-¢°, 300°K):
8(ppm) 23.5 (CH; Aib), 23.8 (CH; Aib), 29.0 (CH; BTrp), 31.1 (CHz-benzyl), 45.7 (CHx-
p-fluorobenzyl), 45.8 (CH oTrp), 56.8 (Cq Aib), 109.6 (Ca Trp), 111.8(C; Tp), 115.6

and 115.8 (Cs and Cs p-fluorcbenzyl), 118.2 (C; Trp), 118.7 (Cs Trp), 121.3 (Ca Trp),
124.8 (C; Trp), 127.1 (C, benzyt), 127.2 (Ce Trp), 128.8 and 128.9 (C, and Cg p-
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-124-
1 . . . .
fuorobenzyl), 1292(52,%,25';;6] CGS;;-Z:Z)GQ&Z% '6'(Cy piuorobenzyl), 135.9
(C1 benzyl), 136.‘52, &71:570?:; {@oztzr{é&i? 1553 (Cq triazote), 172.0(CO

amide). ) 7 5
(R)~N-(1{4-(4—maZyJE§/5S)(Zp;LM;)oZyIZ$Z1:,Z4§azo!—3-yl)—2—(1H—indo!—3—
yl)ethy1)~2-amino-?ny!hy@e§5d’e’(C?n?o?!?ssv

"H NMR (300 MHTYSGT“??‘?B 5 .

(ppm) 1.25 (3H, s, 7§3s CH b H, m, CH-CH,-CHy-
phenyl), 2.23 (3H, jcté%e i), 2.49- (4H I, CH-CH-CHz-phenyl),
3.33(2H, m, CH, st@ STy leeryymﬁqn 5.16 (1H, m, CH aTrp), 6.74

(2H, d, o= 8 Hz, H; and Hs p-methylbenzyl), 68011H t, Jo=7 Hz, Hs Trp), 6.98 (1H, t,
Jo= 7 Hz, Hg Trp), 10 ZH d, J= 2 Hz, M, Trp), 7.06 (5H, m, CHar phenyt), 7.14 (1H,

4 dmTHZ Hy T i ylbenzyl), 7.27 (1H, d, o=
8 Hz, Hy Trp), 31;7 7:??&;55:15 7’5!&4 amide), 10.80 (1H, d,
J=2 He, NH indoleftill 7 - 5 5 1)7
CNREAG7PT7:7,7::C.

8(ppm) 21.0 (CH ), 7|b) 23.8 (CHy Aib), 24.0 (CHa-CHo-CHz-
phenyl), 28. 5(__H57 % ES:? CH, BTrp), 34.7 (CHz-CHx-CH,-phenyl),
45.7 (CH aTrp), 455(7?” et?y?e??)zs f@ A? 709 8(Cy Trp), 111.8(C;

Trp), 118.3 (C4 Trp 11 1 ;?) 121.3 (Cq Trp), 124.9 (C; Trp), 126.2 (C, phenyl),
126.4(Csand Cs 5/1 3 {Cq Trp), 128.7 {Cy, Cs, Cs and Cq phenyt),

129.8(C,and G m 436.4(Ca Trp), 1375 (C.

p-methylbenzyt), 1 Tv%gg;henyi)s; (Cq Yiazofe' :71 (CO Ab). A
.. 5577 7 5,757

(RN (1o iR oviPenzyiy-4H-1,2. Atriazok 3y1) 2-(1H-

indot-3-ylethy-2- 7“7‘7?‘“@"’5 =7 ‘?Apf‘?df‘)

H MMR (300 MHz, DMSO-d®, 300°K,

) -y i A 4 W (= ¢ SN

L SIS TP TV ”572‘,"25,2;: “}’S

7.05 (4H, m, Hsa7»2n§C7m jnjﬁj‘ri)zi 475 In, indole, :2 and H, Trp),
AT 77 A77777,7
725:77.777),"e-1
>A47)77.,7577.C:::
51?17.5:5:777Y,7

—y ey gy oy g\ oy g\ o o —y
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7.26-7.30 (3H, m, Fl‘ and H, indole, Hy Trp), 8.00'(3H; brs, NH, Aib), 8.94 (1H, d, 4= 8
Hz, NH amide), 10)&_(1’& s, NH indole), 10.78 (1H, s, NH indole Trp).

G NMR (75 Mz PIROF R0 - 777 7777
&(ppm) 21.0 (CHs- -7m7thr5vzt 2 8 Hzindole), 23.8 (CH; Alb), 23.8 (CH;

Aib), 25.9 {CH-CHz-indole), rp) 4 .7 (CHa- p-methytbenzyl and CH

oTre), 567 (Ca A, 107 S{CAT). 117& B )b o 7). 113.4 (Ca incote,
118.1(C, Trp), 11%:’_! ‘?4_125?, 118.5 (Cs indale), 118.7 (Cs Trp), 120.8 (C; indole
and Cs Trp), 121.3k€-findod BN C, Trp), 126.3 (C, and Cs p-methylbenzyl), 127.2 (Gs

indole), 127.3(Cy T,?b)_ 597! Qggaifs'lyﬁnyﬂn@ 7371 {C, p-methylbenzyl),
135.8 (C indole, Cg 136.4 (c meih benzyi) h54, ﬁcg/mazole ), 156.0 (Cq
triazole), 171.9 (CQ g‘?

ytOP. NtttW'ittt I
(RI-N-(1{4-{4 -4H-1,2,4-riazol-3-y1)-2-(1H-indak-3-yhethyl)-

2-amino-2- methylprgpz ld 5 éompo&.nd I
"H NMR (300 iz, brfod T05<777 .5177:

ppm) 1.25 (H, 5, 8% AR 28 13AQ o 580, 2T, 5. Crs prmethytbenzy,
2,83 (4H, m, CHp-G 17), 373:227 )-Zosfﬂ s, CHyp-
methylbenzyl), 8. ‘IS H,'m, CH uT! H, d, Jo* 8 Hz, H and Mg p-
metnyioenzyi), 6.62] 16 /0.7 8 HE P Tro), «(5HH7 2 5z, Hy Trp), 7.027.11
(6H, m, HzTrpand ), 7.20 (2H, d, J= 7 Hz,
H, and Hy p-methylbjz7 Qﬂas afi4-z 7Z.Zm (3H, brs, NH, Alb), 8.93
(1H, 3, 4= 8 Hz, NHZMRe)0.77 (1H, 5, NH indol Trp).

B¢ NMR (75 MHz, 0, 30K}, .

8(ppm) 21.0 {CH, p-méthyiberizyl), 23.8 (CHs Alb), 23,8 (CH; Alb), 26.5 (CHy-CHy-
phenyl), 28.1 (CH, ¥rp) 55(27 7. {CH oTrp and CHz-p-
methylbenzyl), 56. ﬁz (? 7) 17 7 Trp), 118.3 (C Trp), 118.7(Cs
Trp), 121.3 (Cg Trp), 12 TH), 126.4 (C, an 05 p-methylbenzyl), 126.6 (Cs
phenyl), 127.3 (s Fg) 127 7(Cz £ gh ancfes e f\IIRJe (C2 and €4 -

methylbenzyl), 133.0 - ibenzyl), 136.4 (Cy Trp), 137.5 (C, p-methylbenzyl),
140.9 (C, phenyl), ¥ 7 20l8), 164.9 (Cq triazols), 171.9 (CO amide).

57):777:17777:75
777 Rk; 7:S.t
v.y), ;4)1)2. ?)))3,
I'd )(0,N)))0)
d),)(tQ>*. ,;):>:7;.
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(R)-N4 1-(5-benzy! 4 (pyndm-z yimethyl}-4H-1,2, Atriazol- -3-y1)-2-(1H-indol-3-yhethyl)-2-
amino-2-methyiprg; |dp’(§2 m . Z .

20

25

30

'H NMR (300 MH{?M}O-&T“{L (O 1. S 5

&(ppm) 1.23 (3H, % _A}ih 2§T sﬂmqa 1H, dd, J= 14 Hz and 6 Hz,
CH, BTm), 3.43 (1 =14 H2ard 9 Hz, @H, pim), 4.3 (2H, 5, CHrbenzyf), 5.22
(1H, s, CH oTtp), N{ba)s) CF;L}p%ﬂy 6)39 (N S, 8 Hz, Hs Trp), 6.92 (1H, t,
Jo= 8 Hz, Hs pyridy$.97 ( (; , Jo= 8 Hz, He Trp), 7.07
(1H, d, =2 Hz, Hﬁ yﬁﬂiéa HJ&)Z jijr (1H, s, Hy o-pyridyl),
7.26 (14, d, Jo= BHZZinpz 15 ( ? Z )p—pyndyl) 8.16 (3H, brs, NH,
Aib), 8.36 (1H, d, 4, i, .01 (1A, J= 8 Hz, NH amide), 10.85 (1H,
s, NH indole Trp). O)f) o—m

vonun s IS BN EWS (i'S
S(ppmy) 23.4 (i CHg%@:ES 7 (s Alﬁaie{z BTrP), 304 (Chirbenzy), 45.7 (CH
oTip), 47.7 (Ch- 0y 70, 56.7(Ca Aib), 108.8 (C; Trp), 111.8 (Cy Trp), 1183 (Cs
Trp), 118.6 (Cs Tr)y 321, 2(!4‘\‘;9 121.7 (Cy o-pyridyl), 123.3 (Cs o-pyridyl), 124.8 (G,
Trp), 127.1 (C, bergyl), 12726@, C; and Cg benzyl), 129.0 (Cy and Cs
benzyl}, 135.6 (G, Dendyl)! (g‘rl Zﬂ? 51¢. o-pyridyl), 149.5 (C¢ o-pyridyl),
154.1 (Cq triazolefy §5 S35 0s 7 ;q{@@&) 172.0 (CO amide).
c.S.C(55 s C5L:t

(RyN-{1-{4-(4-eth; lbanz.)?-S-phenathyl-ttH 1,2 4-triazol-3-yl1}-2-( 1 H-indol-3-yl)sthyl}-2-

amino-2-meth: de (C d 43):
H NMR (300 MH;VB?&M?QM CNt.,1:
a(ppm) 1.10 (3H, YT GHCTRECH: o ethvioenzy, 1.25 (3H, 5, CH Aib), 1.28 (3H,

s, CH; Aib), 2.53 (2H 2, CHy benzyl), 2.83 (4H, m, CHy-CH-
phenyl), 3.34 (2H, Qié é%’?ﬁz .ﬁmm 5.19 (1H, m, CH
oTrp). 677 (2H, o] o Bizr (G ank M pdiisibero, 6. F{1H, 1, o= 7 Hz, Hy Tim),
6.89 (1H, 1, J,= 8 Hz, H, Trp}, 7.05-7.15 (7H, b, CHar bhenyl, M and He p-ethyibenzyl),

7.13 (i, 6, 4= 2 KGR T 2Q(Nq,|4m,tizﬁ ). 7.28 (1H,d, Jo= 8 Hz, H,
Trp)i 8.03(3H, brs; r'grhxga‘vocg 8 Hz, NH amide), 10.79 (1H, s NH indole

Trp),
C NMR (75 MHz, @p}je, 300°K):

(,a,b*,:.,*,C.SfS;t:
*? .,55.5¢
;4..5554.1(055.c<
sk,vs4,
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1,0:-ssosspsk
8(ppm) 15.9 (gHa-%zlgéﬁ ZS.L@;E Aib), 23.8 (CH3 Aib), 26.5 (CH,-CHo-

phenyl), 28.1 (CHGG AR efzy. 29.1 (CH; BTrp). 32.7 (CHy-CHz-phenyl), 45.7
(CH aTrp), 45.8 (GH;-p-ethylbenzyl), 56. ib), 108.8 (C; Trp), 111.8(C; Trp),
185010 190 05 B SO OB B S5y rd 0
ethylbenzyl), 126.6 (E‘S)cg), 12 (Cg m& zgtand Cq p-ethylbenzyl, Gy, Cs,

Cs and C; phenyi), 1331 (Ck;rethylbenzé}; 36.! Sé Trp), 140.8 (C phenyl), 143.8
{Cq p-ethylbenzyl), 151 54(1 tnaqu$

71.8 (CO amide).
*
[EER RN
(RIN-{1-(4- (4—metbw<)’benzm phenetw gmzaélﬁyl)-z {1H-indol-3-
ylethyhpiperidine-4-tarbdahlide (Compdun

1w oo o e6bB, WSSA;, .SY,

a(ppm) 142 (m, 2H] Ry A2 o] 7y 555[(1@33,;)ﬁdy1 ). 2.23 (m, 1H, He

piperidyl ), 2.75 (m, 5H, H; éiperld and CHy-CHz-phenyl), 3.04 (m, 1H, He piperidyl ),

3.13(m, tH, Hy ps H CH, BTrp), 3.686 (s, 3H, OCH;), 4.97 {m, 2H,

CHa-p-methy 1, A , 2 C s 3

-p-mef QXWEMSEUK Q{c{‘l;r?fm'{%’ ﬂ*,!*ar p-methoxybenzyl),

6.87(t 1H, J=8 H‘}Zc &doo , 2H, H; and Hg Trp), 7.07 (d, 2H, Jo= 8 Hz, Hp

and Hg phenyl}, 7. 14td , Hy Trp), 7.18-7.30 (m, 4H, Hy Trp, Hs, Hy and Hs

phenyl), 8.16 and #Q\skﬂa_w sa}tt&GG {d, 1H, J= 8 Hz, NH

amide), 10.75 (14,15, indiole
** . * *
3C NMR (75 MHz, I 2 < ’)

8(ppm) 24.9 (C3 pip’;‘]gﬂC 25 :(95 piperidyl }, 26,5 (CH2-CHz-phenyl), 29.2 (CH,

BTp), 32.7 (CH-C zfi’qﬁwpem (j;rand Ce piperidyl ), 44.7 (CH
Trp), 45.3 (CHyp- bxyb 55.5 OCHgI;' p), 111.7(C; Trp), 114.4

(Cs and Cs p-methc3ye 1y|)0|3 (C, Trp), 118.7 (Cs Trp), 121.3 (Cs Trp), 124.4(C;
Trp), 126.5 (Coand CB enyl) 127£ ’(_C*;)o) 1jg lc‘ C; and Cg p-methoxybenzyl),
128.7(C3, Cs and -4 (Cs Trp), 14 1 phenyl), 155.3 (Cq triazole),

155.4 (Cq w!amle)ﬂﬁﬁ;o—mmﬂ?r@N 7,3.1 (CO amide).
(R)-N-(1-(5+ (2{1H-n 6&)( ethyl)- Q—mert‘rﬁy%}zynuw 1,2, 4-riazob-3-y}-2{1H-
indol-3- yi)ethm);:upe]gﬁi&%%@gm?oynd 4s):
R ooz A 54554, :(1,
;,555nL:-<.,5,50:0
,9,5.:1 1555a5.
K:515'21(i." 1" '5e
L***,**-** r*;

Y Y Y Ao o~ 1 s r
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cniee-Sne eNti'e,
n..er..nee. "
S(ppm} 1.41 (m, 2H, Hy and Hs piperidyl ), 1.54 (ad, 1H,J=13Hzand 2 Hz, Hs
piperigyl ), 2.23 (1O 8L p@'&’!,\ = qu (M and Hj piperidyl ), 2.77-2.93 (m,
4H, CHy-CHy-indoj @ ; 2«th ZJV!M .32 (m, 2H, CH, §Trp), 3.65
(s, 3H, OCHy), 4.9 A}p oxybenzyl), m, 1H, CH aTrp), 6.68 (s, 4H,
CHar p-methoxyb&&ﬁ:H (m, 3H, Hs and Hs Trp, H; indole), 6.98 (m, 4H, H, and Hg
indole, Hy and H4 1- 3H, d Hy ind Trp), 8.15and 8.46 (2 m,
2H, NH piperidyl T! dgr gM {5 g&zou {s. 2H, NH indole
and NH |ndo\eTv;e. UXCU>Ue. .ne
1 Ci7e Y
AT OOM<<;<
8{ppm) 22.8 (CH,-CH.-indole), 24.9 (C, ridyl ), 25.4 (Cs piperidyl ), 26.0 (CHy-CHz-
indole), 29.3 (CHzﬁ‘ M Mi@ﬁ Qd'(gplpendyl ), 44.7 (CH
oTrp), 45.3 (CH;-@\e@xyb@iPh mmrrp), 111.7 (C; indole and

Cy Trp), 113.5(Cs mdoie), 1144 (C; and Cs p-methoxybenzyl), 118.5 (C4 indole and C,
Trp), 118.6 (Cs m(h‘ 65 (Cs Tp), 122.9 (C: indole

and C; Trp), 127 %2é (Cs Trp, C2 and Cs p-methoxybenzyl), 127.9 (C;
p-methoxybenzyl), 1 36.6 (Cs indole), 154.9 (Cq triazole), 155.2 (Cq

triazete), 159.0 (cn@ﬂﬁﬂkﬂ'@ﬁ%ﬂt’se e

€.ne ;nee...morn
(R-N-{1{4-{4-meth 5-phenethyl4H-1,2,4-triazol-3-yi}-2-(1Hndol-3
y!)ethyl)-z-ammoateﬁg T_r gmpound 50):

MR (300 vz iflsedflo@ r mz,

S(ppm} 2.78 (m, AHW 004 Hz and 7 Hz, CH, pTrp),
3.38 (m, 3H, CHZ and CH,-NH.), 3.65 (s, 3H, OC 85 (m, 2H, CHp-
methoxybenzyl), Shz 046 M methoxybenzy!). 6.86 (t,
1H, Jo=7 Hz, Hs K Mmg 02 (4 A Jo= 7 Hz, Ho Trp), 7.90 (m, 2H,
Hyand Hg phenw:,)'g1 @, 1H, Lk t;g m, 3H, Ha, Hq and Hs Trp), 7.31
(@ 1H, 4= 8 iz, 1S &), 700+ ﬂ@;;y,qrham, 9.20(d, 1H, J= & Hz, N
amide), 10.82 (s, U&Meﬁ )O Cl M

mtt

BC NMR (75 MHz, DMS0 &, 300°K):

8(ppm) 26.5 (QHTC z—pMM.B {CHjz BTrp), 32.7 (CH-CHy-phenyl), 38.0 (CHp-

NHy), 45.3 (CH ;@Wepm{)@@}:lq@,_%@m), 109.7 (Cs Trp),

111.8(C; Trp), 114.5 gandommem‘?men . 118.3 (C, Trp), 118.8(Cs Trp),
<L, <L iyt

577C71. 1, N,
<010017,.<0},S.$
0071<SM, mtm
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121.4 (Cq Trp), 124M0rp)4c1:@ rdnd C, pheniyt), 127.3 (Co Trp), 127.7 (G p-
methoxybenzy). 162} c4ndlopd BroBezyB 128.7 (Cu. Ceand Gs phenyi,
136.4 (Cq Trp), 140 Qgéhenyl) 154.. ng azolA 154.8 (Cq triazole), 159.0{Cs p-
methoxybenzyl), 166

6:44 4:1:1:1:4. 4
{R)- N-(1—(4~(4-mstzxybg 45 _ph@ﬁ &%‘?ﬂ &o\-a-yl) -2-{ 1H-indol-3~

ylethyl)-2-{pyridin-Zy)acSamide {Compoun

H NMR (300 MHz; 617156A6024n Ind

S(ppm) 2.77-2,88 (D ?Cc‘az@ﬂaeﬂyl%'ai& b SRuirm, 3645, 3H,
OCHa), 3.74 (m, Zl&é-& ridyl), &0 e'hoxybenzyl) 5.24 {m, 1H,
CH aTrp), 6.65(s, -#he(hoxyb n2yi) 6.85 #bm o= 7 Hz, Hs Trp), 7.01 (m,
2H, Hy and Hy Tplpdh {d. 2H, Jo= 7 Hz, He and H phenyl), 7.15 (d, 1H, Jg= 7 Hz, Hy

Trp), 7.21 {m, 3H, z: nd H5 :[; yl) 7 7.36 {m, 2H, H, Trp and Hs o-pyridyl),
7.58{t 1H, J=6 H. S teHz Hy o-pyridyl), 8.62 (d, 1H, J,z=
5 Hz, Hy o-pyridyl), 8.17 (d, 1K, J= 8 hz, NH amide), 10.81 (s, 1H, NH indole Trp).

PCT/EP2006/067945

3C NMR (75 MHz, DMSO d°, 300°K):

8(ppm) 26.4 (CHz-CHz-phenyl), 29.2 (CH; BTrp), 32.4 (CH,-CHy-phenyl), 41.7 (CHz-0-
pyridyl), 45.3 (CH aTrp), 45.7 (CHx-p-methoxybenzyl), 55.5 {(OCH;3), 108.7 (Cs Trp),
111.8 (C; Trp), 114.4 (C; and Cs p-methoxybenzyl), 118.4 (C, Trp), 118.8 (Cs Trp),
121.4 (G, Trp), 124.1 (C; o-pyridyl), 124.6 {C; Trp), 126.4 (Cs o-pyridyil), 126.8 (C; and
Cs phenyl), 127.2 (C, Trp), 127.4 (Cy p-methoxybenzyl), 127.9 (C; and Cq p-
methoxybenzyl), 128.7 (Ca, Cs and Cs phenyl), 136.4 (Cs Trp), 140.5 (C; phenyl), 142.1
(C4 o-pyridyl), 145.3 (Cs o-pyridyt), 153.0 (C, o-pyridyl}, 154.5 (Cq triazole), 155.3 {Cq
triazole), 158.1 (C4 p-methoxybenzyl), 167.9 (CO amide).

(R}N-(1-(42,4-di 1}-5-phenethyi-4k-1,2,4-triazol-3-yl)-2-(1 H-indol-3-
yhethyl)picolinamide (Compound 64):

*H NMR (300 Miiz, DMSO ¢, 300°K):

5(ppm) 2.83 (m, 2H, CH-CH-phienyl), 2.90 (m, 2H, CHz-CHy-phenyi), 3.48 (m, 2H,
CH, BTrp), 3.57 (s, 3H, OCH,), 3.61 (s, 3H, OCHy), 4.97 (d, 1H, J= 17 Hz, CHy0,0-
dimethoxybenzyl), 6.08 (¢, TH, J= 17 Hz, CH,-o,p-dimethoxybenzyl), 5.56 (m, 1H, CH
oTrp), 6.18 (dd, TH, Jo= 8 Hz and Jy= 2 Hz, Hs 0,p-dimethoxybenzyl), 6.41 (d, 1H, Jn=
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24 4 a4:::NN,
Ta4d 6:6:84, Cl. a
4:44a 644
446:464 4442244

2 Hz, H, o,p-dimethoxybenzyl), 6.55 (d, 1H, Jo= 8 Hz, Hs 0, p-dimethoxybenzyl), 6.87 (t,
1H, Jo= 8 Hz, Hy TaD) 2.0 Ak L= 8h1z0y Trp), 7.08 (m, 31, Hy Trp, Hy and H

phanyl), 714 (¢, 1ft, 4= QMT 7.185 741 (1, 4H, Hy Trp, Hs, Haand Hg

phenyl), 7.56 {, 18, J=B id€))7.91 (i, 28, Hg and Hs o-pyridyt), 8.57 (d,

1H, Juge= 5 Hz He Np§ﬁ4189 W &G o-pyric). 1080 (5, TH, NH

indole Trp).

PCT/EP2606/007945

B¢ NMR (75 MHz, DMBD df, 300°K):

&{ppm) 26.2 (CHy- M@NZZB]B% £|<(Q(V0Hz~phenyt) 43.0 (CH,-
0, p-d'memuxybeng)zwtcrx aTrp), 56.6 (OCH;), 55.8 (OCH,), 98.9 (C5 0,0
dimethoxybenzyl), s 0,p-gimetho; zyt), 10 C, Trp), 111.8{C; Trp),
114.4 (C, up-dlmzé{b a,t-(c)ﬁi; 31: ), 121.4 (Cq Trp), 122.4
{Cs o-pyridyle), 122’_4 &z 8&@ 7(666thbenzyl) 127.2 (Cs o-pyridyle),

127.5 (Cq Trp), 128.6-128.8 &,7Csand Cy phenyl), 136.4 (C, Trp), 138.1 (C 0

pyridyle), 140.2 (cZa\yQ@ 54;5 A2l A 3 (C, o-pyricyle), 155.2 (Cq

riazole) {C ethoxybenzyl), 161.0 (C, o,
PG W 712 2 5 L "
<n)IYAS tn tn
R)-N-(1-(42, 4»d:ﬂag_o@aeméﬂyﬁen@lﬁgﬁ,drtriazol-a-yl)-z-(1H-zndox-a-

yl)ethyl)pyrazme 2- érbuxamude (Compound 68
"H NMR (300 MH2 BSOS 39 )" 22

8(ppm} 2.87 (m, 412&(;&1&14;411 (m, 2H, CH, BTrp), 3.58 (s, 3H, OCHs),
3.59 (s, 3H, OCH;H_ &If@* a 486#0 g-methoxybenzyl) 5.08 (d, 1H, J=

17 Hz, CHy-0,p-dimethoxybenzyl), 5.56 (s, 1H, CH oTrp), 6,10 (dd, 1H, J.=8 Hz and

Ju= 2 Hz, Hg 0 Mﬂ:&A{bﬁwﬁlﬁ k- ?Pgl't a,p-dimethioxybenzyl),
6.40(d, 1H, J;= 8 pivbe o= 8 Hz, Hs Trp), 7.00 (¢,
1H, Jg= 7 Hz, Hs ﬁ%&@ﬁl‘iwz m‘ﬁa;fui%ézyn 7.15(d, tH, J,=7 Hz, M,
Trp), 7.19-7.28 (me‘q_l-Fanhen@ 236]921 3‘ 8 Hz, H; Trp), 8.61 (¢,

1H, J= 2HzH;o—p p%&? HJ 5 gE- yrazinyl), 8.94 (d, 1H, J=1 Hz,
Hg o-pyrazinyl), 9. 36 ) NH indole Trp).

&(ppm) 26.1 LH@&M)ZBI Mﬂl 22 1 (CH; -CHz-phenyl), 42.9 (CHa-
o,p-dimethoxybenzyl), 45.5 (CH aTrp), 55.5 (OCHg) 55.8 (OCHy), 98.7 (C3 0,p-

.(2<02231<:611:
frntr..1,1.1,.<1:).
:1,2s,e11.Snk

P~ A P~ o~ A r~ A m



'0:1?2211*668%4,
4: a2*a4 "nn.

WO 2607/620013 PCT/EP2006/007945

20

25

30
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dimethoxybenzyl), 194.9 !a,-«/,zimeégbezm, t@? ((;3) o, p-dimethoxybenzyl),
111.8(Cy Trp), 111'F(0‘%ime1&b2@ 11521%:. Trp), 118.8 (C; Trp), 121.4
{Ce Trp), 124.4 (C2 Trp), 126, 7 op—dlmefhogenzylé127 5{Cs Trp), 128.1{Cs
pheny), 128.7-126h 6, 23 GBrenif0d 4@, Ty, 1903 (c, phenyl),
141.2 {Cs 0,p-dim l) 144.2 (&, yl), 144.3 (C; o-pyrazinyl), 146.8
(Cs o-pyrazinyl), qu 1%15!14] bi Zg,zop'dxmethoxybenzyl) 160.7 (CO
amide), 1629 (C (@@tha{]@eﬂgﬂz 4:64

C42846w64624.S
(8)-N-{{R}-1-(5-{2-{ 1H-§ dol Sayliethyl benzyl)-4H-1,2,4-triazol-3-yl)-2-
{1H-indol-3-yi) ethyl\ hdq gm‘is (li:?l nd 70
MR 0o iz BudorBaoR2 1 11
3(ppm) 1.40 (m, 1H, szmim 4-141. Pro )I'?l SI:\ 1H, He Pro ), 2.08 (m, 1H,

Hy Pro }, 2.90 (m, 4H, Ci,-CH; mdv SOKZH J=8 Hz, K Pro ), 3.28 (m, 21, CH;
BT1p), 3.40(s, 3H, 44)J4 Pro ), 4.80(d, 1H, J= 1

Hz, CHy- op-dlmeﬂmcyb,ndl) % & ;]1 % z; ¢, 0-dimethoxybenzyl), 5.1
and Jy

(m, 1H, CH oTrp), 6.25 {dd, 1H, Hz, Hs 0,p-dimethoxybenzyl), 6.38
(@, 1. 4= 1z, nh dde %1:41544&144-2»42 Ho0p-
dimathoxybenzyl), 5 indole), 6.91 (¢, 1H, Jo= 8 Hz, Hs Trp), 6.93-7.07 (m,
4H, H, and Hsindoj-t\t ﬁ‘ﬁp) 7.16 (d, 1H, Jo= 8 Hz, M, Trp), 7.28 (m, 3H, H,

and Hy indole, Hy T1)4a_€td:ﬁ 1112 Z'B\IH Pro TFA salt), 9.22 (d, TH, J= 8 Hz,

NH amide), 10.76 (s, 1H, NH |ndole) 16845 1!3 NH indole Trp).
B NMR (75 MHz, 4«1
8(ppm) 22.9 (CHT&FA!(M 215 (Ca Pro ), 25.8 (CHo-CHy-indole), 20.6 (CH, BTrp),

29.8(C, Pro ), 41. NHZ mnoabl ﬂp, ﬂ ZISS oTrp), 46.0 (Cs Pro ), 85.7
{OCH;), 55.8 (OCH,), 59.3 (CH aPrd ), 8.0 (C5 0,p- dlmethoxybenzyl) 105.1(Cs 0,p-
dimethoxybenzyf), JJKT{ 1,8 (C; indole and C; Trp), 113.4 (C; indole),
115.6 {C; o,p-dimethoxybenzyl), 118.4 (C4 indole and C, Trp), 118.7 {Cs indols and Cs
Trp), 121.4 (Cy indole and Cq Trp), 123.0 (C; indole and C; Trp), 127.2 (C indole),
127.3 (Cq Trp), 128.1 (Cs o,p-dimethoxybenzyl), 136.5 (Ca Trp), 136.6 (Cs indole),
155.0 (Cq triazole), 167.8 (C; o,p-dimsthoxybenzyt), 160.9 (C, o,p-dimethoxybenzyt),
168.1 (CO amide).
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133333334 3333,
33-C3-333333033
33. 31333,

(RI-N-(1-4542-( 143 m§l§yl)ethyl)«4-§glme\hoxybenzyi) 4+-4,2,4-triazol-3-yi)-2-

(tinco-s et e B33 SRk 3 3

"M NMR (300 Mugzsscggcg‘s%sg

8(ppm) 3.01 (m, 23 gm ;ﬁ%g 2H, CHx-CHy-indole), 3.51 {m, 2H, CH,
@#Trp), 3.55 (s, 3H 315 ;3 r"31'515 d, 2H, J= 7 Hz, CHz0,p-
dlmethoxybenzyt)368‘r3 @%;86@&38% 8 Hz and Jn= 2 Hz, Hs 0,p-
dimethoxybenzyl), mimxémg )3enzy$) 6.53(d, 1H, J=8

Hz, Hg 0,p-dimetho; Trp), 6.99 (m, 2H, Hy
indole and Hs Trp)]z N(@ZS%B}OSMN @% {rm, 3H, H, Trp, Heand Hy

indole), 7.41(d, 1 8Hz, Hy T §8 61 (¢, 1H, J=2 K 3 o-pyrazine), 8.79 (d, 1H,

J= 2Hz, pryragws&u ya ) 9.43 (d, TH, J= 8 Hz, NH
o 0% 41 13893333

3C NMR (75 MHz,

&{ppm) 22.0 (CH, iz ch?\?gé é(tg §Hz indoiey, 2 33&{1 BTrp), 44.1 (CHz-0,0-
dmeihwberzY‘)g@@i?oa&%a@ 5338‘398-8 (Cs0p-
dimethoxybenzyl), 333333{3 vgxgg :S’ATrp), 111.8(C; indole
and C; Trp), 112.1" zyt), 118.4 (C, indole),
118.5(Cq Trp). 11@@3@%@@38123;‘{@@&e and Cg Trp), 127.0 (Cq
indole), 127.4 (Cpép Cs Trp), 136.6 (C; indole), 141.2 (C; o-pyrazine), 144.1
(C2 o-pyrazine), 1 ﬁq&zme 146.8 (Cs o-pyrazine), 155.4 (Cq triazole), 156.0
(Cq friazole), 157. dmm (CO amide), 163.2 (C, 0,p-
dimethaxybenzyl). 1%[3_ 33 -

33333333
A5 HBE BBA BB BB bBBB 81,24 tazol-3-iy2-
{1#H-indol-3- y!)ethjig og\g-ge (53“\3 3% 73
'H NMR (300 MHz, DMSO d°, 300°K):
3(ppm) 2.94 (m, 4$§}§231dd6)9‘7§!,33,§2‘[§'§ 3.57 (s, 3H, OCH;), 3.60
(s, 3H, OCHs), 5'03’5@3123’8?“#’4?4@2%54“' 1H, CH aTrp), 6.14

(dd, 1H, J,= 8 Hz and Jn= 2 Hz, Hs 0,p-dimethoxybenzyl), 6.41 (d, 1H, Jw= 2 Hz, Ha
o, p—dimeﬁhoxybenéﬁ 52 (d, 1H, J,= 8 Hz, Hg o, p-dimethoxybenzyl), 6.88 (1, 2H, J,=

o s
3353.33333,33:3
3.33,;313, 33,1,

33314 .14 ,,;41

K. S.;33,333.33 "

P rm N T NN r~ P~ o~

PCT/EP2006/007945
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3331C4.1'1,.11.14't

4H, Hq and H; Trp, 4&33% 33553\3%3%) 7.90 {m, 2H, Hy and Hs
o-pyridyl), 857 (d, 83,'3333;8@@815(1\1@ 8 Hz, Ha o-pyridyl),
10.78 (brs, 2H NH indole él:H indgle Téaé

¢ NMR (75 MHz%MSé $$

3(ppm) 22.3 (CHa- 5!34'1}1 eAZJSJEHQHrmdoIe) 28.9 (CH; BTrp), 43.1 (CHzr0,p-
dimethoxybenzyl), é aCH uT@ NS “3‘3 8%&1} 98.8(Cz 0,p-

dimethoxybenzyl), 105.0 C’so —dlmethoxybenzy 109.5 (C3 Trp), 111.8 {C; indole
and C; Trp), 112, 833(} ), porbenzyl), 118.4 (G, indole and

Cy Trp), 1187 (C5 Q Bg%rp) g_tg;?yle and Cq Trp), 122.5 (C,
indole and C; o-pyfidyl), 1 A ( dyl), 127.2 (G, indole), 127.5
(Cs Trp), 128.6( Ce%mi g@% @%.,3:81366 (Cs indole), 139.1(C,
o-pyridyt), 146.6 (Cq yv! 8 (C, 25 triazole), 155.6 (Cq
triazole), 157.8 (C{b&l é& ’f%‘jﬁo “E‘(;f benzyl), 163.9 (CO
amide "

> 3333333333 14,
{R)-1-{5~{2-(1H-indol~: C&C;%I -4-82, M«methoxybenzyl)»4H 1 2 4-triazol-3-yl}2-{1H-
indol-3- yi)ethanami@ir@uaﬂ.)k4 1q
'H NMR (300 MHZ'FMS 2 300°K):
5(ppm) 2.79 {m, 21 § 2563\ zng;ﬁdole) 3.30 (dd, 1H, 3=
14 Hz and 5 Hz, Oy H, BTrp), 3.62 (s, 3H,
OCH,), 363 (s, 3H3§:13)O7 (@H 3J= 17 Hz, CHz-0,p-dimethoxybenzyl), 4.59 (d,
1H, 3= 17 Hz, CH géé igﬁ i) 2 and Jy= 2 Mz, Hg 0,p-
dimethoxybenzyl), .3 -pg 3330 6.45(d, 1H, Jy=2
Hz, H,op-dlmetho 7yl 8 81) Um) 6.91 (1, 1H, Jo= 8 Hz, Hs
indole), 7.00-7.04 {m, 2| ’HE mdole and He 07 (s, TH, Hy indole), 7.09 (s, 1H, H,
Trp), 7.17-7.35{m, 488§ )&& h7 Trp), 8.75 (brs, 3H, NH, TFA sait),
10.78 (s, 1H, NH indsle)y 11 qqgm NH indole Trp).

G NMR (75 MHz, b0 &, 300°K);

5(ppm) 22.9 (CH-f 4 Am?zs?wm-cm .rNj_IzJ'e (542 BTr), 41.5 (CHy-0,p-

dimethoxypenzy 5 (P e, 558 (ot . fl0CP 988 (Cs 0p-
e I 7 . e
"z("z7, 77,
ITILP
IN".777 7TMizz
INA7'7.2 I'LZ.L'L;

"2\ o~ Er  BEERR ——nn s B
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L>, I tiz,
118.4 (C4 Trp), 11'3,‘6%:; LpQ1ZJTCZrZ>|;;I §1§:! Inb), 121.6 (G, indole),

122.9 (G, indote), b} FpSf gc>n'do|e angs'm), 128.5 (Co 0p-

dimethoxybsnzyf)j 5 {Ca TPy q.\? 2.3 (Cq triazole), 155.6 (Cq

triazole), 157.6 (C: :202!?6 40, p-dimethoxybenzyl),
L"I-7. 777q7" 77.

(R)-N-{1-(4-{ #membzzZ) ?he}@r&?yﬂii-m 2-44IézoIA J-2+(1H-indol-3~

yl)ethyl)plcohnamnde (CBmpound )
H NMR (300 MHz, BMSO &, 300°K):
" 1] n
5(ppm) 2.85 (m, il ClphZ\yl). Tss %Q?qmp?m 3.59 (s, 3H, OCH,),

5.11(d, 1H, =1 w 5 enzyl) 5.23(d, 1H, J= 17 Hz, CHz- p-
methoxybenzyl), 5.51 (m, 1H! CHaTrp), . 659 (d, 2H, Jo= 8 Hz, H, and Hs p-

methorybenzyl), 6344, @b Ak and ol mdindybenzyn, 6.67 (1 14, 4o 8
Hz, Hs Trp), 7.01 , Joiy ~Hs 7% 706 [m,3H, e grd He phenyl), 7.10(d, 1H,
J= 2 Hz, H, Trp), Tﬁ?‘ﬁ‘l’t 7$ uﬁtﬁ‘%ﬂm 3, Hy, H, and Hg phenyl),
7.34(d, 1H, Jo= srttlf|255‘(m<H Wa?ﬁdél 718111 2M, He and Hs o-

pyridyl), 8.56 (d, 1 4};12 H6 o—pynd’yl) 920?(1‘ 1H, 4o= 8 Hz, H; o-pyridyt), 10.80
(s, 1H, NH indole r:;

*C NMR (75 Mt plvis_cd‘*zoh@. 7 7 \

8(ppm) 26.2 (CHT‘CT phSHFX fi_ﬁ Cﬁ L OM;-phenyl), 45.5 (CH
aTrp), 46.2 (Ci LHTp-meﬁmoxybenz , 55. 4 OCHg 109.6 (Ca Trp), 111.8{C; Trp), 114.3
(Cx nd s pmethoxybenzyh. 1175 (Z. ;rrm 710,(05 121460 T 125

o-pyridyl}, 124.5 (7 ? Trp and Cy p-
methoxybenzyl), 1 78’235 mB 7 and oxybenzyl), 128.8 (Cs,
C.and Cs phenyi)Sap 4 (04@ 1}3'301:‘ 0-54211).3 (Cy phenyl), 148.7 (Cs o
pyridyl), 148.3(C, o—pyndyl) 1§§'>q trﬁ(’)ﬁ 185.3 (Cq triazole), 158.0 (C, p~
methoxybenzyl), &SZ&mlde)

*4,Kc,424)244%
{RFN-1-(5-(2-(1 0} ZYfAH-1,2,4-triazol-3-yl)-2-(1H-
indol-3- w)emyl)p;qpnarr%ﬁ:om wbz )ﬁ

n N

"H NMR (300 MHB.tJZSZﬁ 4325(7 710"25":

8(ppm) 2.95 (m, 4H.?ﬂz—zl;spzigl'e')"3écm, 2H, CH; BTrp), 3.58 (s, 3H, OCH,), 5.16

{m, 2H, CHz-p-meH:o,xﬁeE zi: as:) mZCH% 767 d, 2H, Jo= 8 Hz, H; and
5):
77"92.""2C..7°129
1$2.6 2):;, .277

— st EENR 5B =w a2 B %E %E NER B
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777NN, 177.77,77

Hy p-methoxybenzyl), 6.72 (0, 2H, Jo= 8 Hz, by and Hg p-methoxyberzyl), 8.87 {t, 2H,

Jo= 8 iz, Ho Trp ol indfief 6 NN in/5 7, aofi . ol b, M ama g

Trp), 7.27-7.34 (m~H, indgier Hy TR)7 55 (m, TH, NH amide), 7.88 (m,

2H, He and Hs 0-p dw;?;zzal,kl:-mm'd-pyndw), 9,18 (d, TH, 4= 8 Hz, Hy

o-pyidyh, 10.77 (eriNF A indpetfarf W ip@e; 7/

o s Gy Ry 77

8(ppm) 22.4 (cwz.gzz ) ?7?»772.71? j in BTrp), 45.5 (CH

aTep), 46.2 (CH-prrfettoxybenzyly, 55.4 (GCHY), 1 .732, p), 111.8 (C; Trp and C;

indole), 112.6 {C; ivole). 1132(0@8}:; %a??azyﬁﬁn\zﬂﬂ 18.4(C4 Trpand Cy

indole), 118.7 (Cs indole), 118.8 (Co_Trp). 121.4(Cs_Trp and C; indole), 122.4 (C, o-

pyridyl and C; indo;eSiz.c{(lg’ryuN( im:Zemzm {Co Trp), 127.2(Cs 0

pyridyl}, 127.5(C; y 7 Wﬂ?hoxybenzyl), 136.4 (G5

Tip), 1366 (Cy indZ:,.?Ts 1 (C:%:Zyl-):zz .7 (Cs O-pyridyl), 148.3 (C; o-pyridyl),

185.3 (Cq triazole), fi5§0 {4 b-hetforfvenfl fls4.0 (CO amide).
IN7N7171.777.7

(RS- 1HIGHJRRJHE Ml 8-tz 2-(1H-

indoI-3»yl)ethy|)pip!§'zin'e!25!r ox3midé idompotmz{:r;)?:

H NMR (300 MHz.@ﬁl;@dﬁBM:, es 44, le:

&(ppm) 2,18 (m, 21—9@-@;1@3 2'.5(85,'m. Hs and Hj piperazine), 3.34 (d,

2H, J= T Hz, CH, B éﬂ( . indole), 3.61 (s, 3H, OMe), 3.64 (m, 1H,
M\. H, CHy Q"

Hs piperazine), 4.8. -pmetfioxybenzyl), 5.40 {(m, 1H, CH «Trmp), 6.45 (d,
2H, 4= 8 Hz, Hy arkd Hgp- bt panzgie 51 @, 2H, Jo= 8 iz, Ha and M p-

methaxybenzy!), 8.85:7. i g, ing ), 8.85 (m, 1H, NH
amide), 10.88 (d, 1NF‘Z:2W:Z 1%:7(:: mn iole Trp).

G NMR (75 Mz, PSP £ fogr:

sopm) 225 (0 PP LPPETP, P 7)1

methoxybenzyl), 47.7 iCH Trp, Cs and Cq piperazine), 55.5 (OCH; and C, piperazine),
61.1 (C; piperaziney, GJC; i 111.7 (C; indole and C; Trp), 114.0 (C3 indole),

e 114 I o1 ] o ko 21010
indole), 127.2 (Cy T}M?iwie%)y%qy%w {Czand Cs p-

2:0E. ST:P:, n7

,..-adS.,;

g:.3.,..t.",w4;.. SS

et

gy oy — . § ey —y B § R} —y —
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N7a7:7 .
methoxybenzyl), 136.3 (Cq Trp) 136.5 (C, indole), 155.5 (Cq triazole), 162.2 (C, p-

metrowypenzy), 710 B giiderl . [ 1211777
7 :SA.C.01,;
(SHH(RH 2 uqadmryi)*tzueﬁq@fozyn:;?,2.¢mazo|-e«yf)-2-

{1H-indol-3-yl)ethytp

1R 00 e (S8 B 308, , 04, <>

$(ppm) 1.42 (m, 14@ProEff’ﬁ1m..fh,@ Pro), 1.72 {m, 1H, He Pro}, 2.07 (m, 1H,
Hy Pro), 2.94 (m % _ﬁur ). 3.05 é> H, J= 6 Hz, Hs Pro), 3.30 (m, 2H, CH,
BTrp). 3.67 (s, 3H} A’: 5}, e! GH ) 8.02(s, 2H, CHy-p-methoxybenzy),
5.18 (m, 1H, ()Ha’fr;@i“ (S'ei ﬁlethoxybenzyl) 6.84 (t, 1H, J;= 8 Hz, Hs

Indole), 6.90 &, 1H, J 8 Hz Trp), 0B (m, 4H, H; and Hg indola, M, and Hg
Trp), 7.17 (d, 1H, 4urbra rp).,7,2,9,( Jo= 8 Hz, H, and H; indols, Hy Trp),

8.39 and 9.10 (2 m Dg f‘ﬁ.} s Tz NH amide), 10.76 (s,
1H, NH indole), 10080 (d, 11, B daeTQ

G NMR (76 MHz,QQ}d‘)alal)i 1) 34. (1

a(ppm) 22.8 (CH Brinagd), @5 & PM&sz;ﬁ,,L'iwole) 29.4(CH, BTrp),
29.8 (C; Pro), 45.1(3NQ?5.QCH2 D$b ZyﬂUﬁ .0 (Cs Pro), 55.5
{OCH,), 59.3 (CH aPra), .6(C5Trp), 11 8(07 nd 6 and &y Trp), 113.4 (Cy
indole), 114.6 (C; Sdrgsw-metnotieTd] 1.4 ©indote), 118.5 (4 Trp), 1187
(Cs indole and Cs Tgn), 121.4(Cq ole and p), 123.0 (C2 Trp), 124.7 (C;, indole),
127.2 (G, indole), TA@SQ)E:@‘ ﬁwithoxybenzyl), 127.8 (C, and Cg p-
methoxybenzyl), 126.5 (Ca Trp), 136.6 {Cy indole), 154.8 (Cq triazole), 154.9 (Cq
triazole}, 158.2 (C, p-methoxybenzyl), 168.2 (CO amide).

(R)-N-{(R)-1-(5-(2-1H-indol-3-ylJethyl}-4-{4-methoxybenzyl)-4H-1,2,4-triazol-3-yl)-2-
{1H-indol-3-yljethyl)pyrrolidine-2-carboxamide (¢ 90}

"H NMR (300 MHz, DMSO d°, 300°K):

&(ppm) 1.23 (M 1H, Hy Pro), 1.52 (m, 1H, Hy Pro ), 1.74 (m, 1H, H, Pro ), 2.08 {m, 1H,
H; Pro ), 2.81 (m, 2H, Hy Pro ), 2.90-3,14-(m; 4H, CH,-CHz-indole), 3.31 {dd, 1H, J= 14
Hz and 7 Hz, CH, BTrp), 3.41 (dd, 1H, J= 14 Hz and 8 Hz, CH, BTrp), 3.63 (s, 3H,
OCHa), 4.05 {m, 1H, CH cPro ), 4.86 (s, 2H, CHz-p-methoxybenzyl), 5.21 (m, 1H, CH
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aTrp), 6.63 (s, AHaagﬁth&QWQBB (l.'Z,Q,‘—Q Hz, Hs indole and Hs

Trp), 7.02 (m, 4H4, 'rsanlr @Ztg and H Tip), 7.26-7.34 (m, 4H, Hyand Hy
indole, Hy and H, ), 8.5 ar@g (2m, 2H N& ro, éd:“) 9.27 (d, 1H, J=8
Hz, NH amide), mNH a).1 e Trp).

8¢ NMR (75 MHz! :}rN: ¥530047"0',.45
o(epm) 228 CH R/ (@] F5 (G Chizindole), 207 CHy BT

and C; Pro }, 45.4 (CHy B-methoxybenzyl) 45.8 (CH, GW 46.1 (Cs Pro ), 55.5

(OCH), 632 (CH b 1))\2)'93:( &k rppk)e)'lrp HEN(C indole), 113.4 (C,
indols), 114.4 (Cs 1185(C4Trp) 1186
{Cs indole}, 118.9 q’(li TI’DRI (Cs mc'So e and é} (Cz indole and C; Trp),
127.2 (Cy indole), t.g«s gkp) e (e, coand e p—methcxybenzyl) 136.5 (Co

;r:;";::bz :ZC;[ indole), sti Caq tﬂf) 3 §‘§ gtglazole) 159.1 (Cq p-

fee<
(R}-N-{1-(5~(2{ 14 A»M -4i1,2,4-triazol-3-yl)-2-( 1H-
indol-3-ylethyl)-2-: mr(\oég%\ thyr?ropanam?ﬁgfpo%\d 92):
H NMR(moMHzK))A@ m e 54 4
stppm) 1.28 (31, s @ sk @ carf Kb 1B 4o, m. crz-Crizindole), 3.00
(2H, m, CHy-CH,- !tRﬂ;M, mﬁ&giio (2H, 5, CH, 4-bromobenzyl),
543 (1H, m, CaH1$>, .75 (2R, ! 3=8.7, Hy, Hs 4-bromobenzyl), 6.88 (1H, t, J=7.3,
Hs Trp), 6.93 (1H, § t4§44&544]1+121=20 He Trp), 7.05 (1H, Hg indole),

7.07 (1H, d, J=1. 74 )4(;?(1& d, J=1.8, H, Trp), 7.12 (1H, d, J=8.2, H, Trp),
7.28 (1H, d, J=7.9, H; a0 (2H, d, J=8.2, H, Trp, My indole), 7.41 (2K, d, J=8.1,

Ha, Hs 4+ bmmobenzﬂ@lZH ?NHz Aﬂ 594@):- f)g NH Trp), 10.77 (1H,

brs, NH indole), 1080(1H brs, N mé

te T

G NMR (400 MH) so@e T() ek) sers
S(opm) 224 (CHr- B Doief 22k o R 31, 4)(;:H3 Aib), 25.4 (CHy-CHyindole),
28.7 (CP Trp), 4. 8?—5 Da 452 (CaTrm), 563 Ca Ab), 109.4 (G Trp),
111.3(C; Trp, Cy indol |e)4$° b_; |ndcle) 117.8(C, Trp), 118.0 (C4 indole), 118.2 (Cs
indote), 118.3 (G PO 12D, 5»)0 b eé%(}g Trp, Csindole), 1225 (C
indole), 124.4 (C; 1;2 Zf 4 (ﬁ‘dﬂh?mf fﬁm) 128.0(Cy, Cs 4

:540 as:0: C,te)

tes ekeksten:).1).

1%0 47.

444447 eX.;

N\ o a e u —
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bromobenzyl), 131 Q(Q, C]MQrﬂo'banzyQ 135.1 (C, 4-bromobenzyl), 136.1 (Cy Trp,
Cy indole), 154.2 (€3 @zaN 154, j {Ca trazole), 1714 (CO Alb).

(R)-N-{1+(5-(2- (1 ddf% ,ﬁfz ibe 4H 1,2, 4-triazol-3-yl)-2-
phenylethyl)-2- a &I
1 R (300 Dol 101 B);

§(ppm) 1.18 (3H, 9@,4@ 12@H_‘E_¢43¢®2 98H|m CHa-CHzindole), 3.18
{2H, m, CH, BPhe 3.6! %(:Hés;g 2H m, CHy-p-methoxybenzyl), 5.20 (1H,
m, CH oPhe), 68 /ﬁas and Hap-methoxybenzyl), 6.88 (2H, d, J,= 8
Hz, H, and Mg p‘r$11 nzyl G 8 Hz, Hs indole), 7.02 (1H, t, J= 7 Hz,

Haindole), 7.03 (1 & =202, md’sz 7.11:7.20 (8H, 1n, CHar Phe), 7.29 (2H, d,
Jo= 8 Hz, Hy and s ( kG 1H, o, J= 8 Hz, NH amide),

1077 (1H,s, NHm5147444 ,44N4,1

C NMR (75 MHz DMSO-d®, 3

3(ppm) 22.8 {CH-CHa-l th;Z) 3.5 (CH, Alb), 23.9 (CH;y Aib), 25.9 {CH,-CH_-indote),

38.7 (CH; BPhe), 4704;)454»@4@)- Q4L obd, 555 (0ch,), 56.8 (Cq
Aib), 111.8 (Cr m 113, grdol nd 5p methoxybenzyl), 118.5
{Ca Tip), 1185 (Cs % aﬂzéta(gﬂz"p 727.0 (Cs phenyl), 127.2 (Co
indole), 127.9 {C, Qphﬂﬂm@ 1@ 1 (czamngqyz) 128.5(Cs and Cs

phenyt), 129.8 (C, and Cy gmetho; benz¥I ), 136.6 (Cs mdo!e) 137.7 (Cq phenyl),
185.2 (Cq triazole; 4 CB 1 594'(C,p methoxybenzyl), 171.7 (CO Aib).

",d4.2H (4:
(R)-N-(1-(4-(21 -3 ) ) A-tezal-3.11), indol-3-yljethyl)-2
amino- 2~methylp:§;ga'm§e' rﬁgn QSZF a 44&4

44 AR (400 M ZbAS O yl:4: thze,4
stpem) 1.29 (3H, §. €55 . 1B 6 < el (4 . v ncrctip i,

2.89 (1H, m, 1H, ‘Cé N@Qi 18,8, TH CH,B Trp), 3.40 (1H,
dd, J=142, J=8.4 g%g % QH; *Ih), 6.25 (1H, m, CHa. Trp),

6.85 (1H, d, J=2.0]H mao@ o) s. 9@5. i, B ) 7.01 (1H. 0, =20, H,
indote), 7.02-7.12 ;(fbn.: 15 , d.J=8.2, ty indole), 7.33 (1H. d, J=8.3,
Hy indole), 7.40 (1 {iH,dy J=7.8, Hy indole), 8.04 (2H, brs,

: .".O,eOO}O. IS.,
it?1.:0? I; :0;
,100,:p0:0:00.1.10
Cx', utsv2 1<

sl a & A ‘- — A
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NH, Alb), §.42 (ﬂ-;ls,a 'trg;cl'),l.f;lfﬁ§. L’,‘g&ld‘. NH Trp), 10.81 (11, s, NH indole),
10.90 (14, s, NH ub%NSU ,ﬂ ul.

Nt'NfR(75, 4441.
(RN 1-(5-(1HHindoy: 3-|yl thy) t 4H1,2,4-trizol-3-y1)-2-(1indok-3-
ylethyl)-2-amino-34 A‘MA mpound 96):
"H NMR (400 MHMSO(](A S45-2 1 4.4
B(ppm) 1.20 (3H, s, cm?fn)$2@ﬂ [ DP: 32@‘14! N-Chy), 3.30-3.45

(2H, m, CHB Trp)) 4.22 2H 5, CHrm3 5,30 (1 acrxam) 6.91 (1H, t, J=7.5, Hs
indole), 6.94 (1H, q .g{, 9, Hg indole), 7.05 (1H, t, J=7.9,

Hg Indole), 7.08 (14 " ( B4, indole), 7.28 (1H, ¢,
J=8.1, Hy indole), 7 4%’(’ J= 2&%}0%) 32%16 =7.9, H, indole), 7.57
(14, 9, s=7.9 vy ina@ b o A5 4t s, o IsNF«I@ J=8.2, NH Trp), 10.82
{1H, s, NH indole), 10.98 (1H, indole

Wa V2T ei.ny

(R N—(‘I—(&(Z-(iHQ@fgiNyl;L;nelhm 4H1,2,4-triaz0k3oy1)-2-{ 1 Heindol-3-
yhethy)-2-amino- 24|Tylgﬂ7namnda (101;)117 ﬂZ) 1

'H NMR (400 MHz, DS

8(ppm) 1.30 (3H, s, Gy Alb) 14d Ba s, cH3 hib), 5100-3.20 (4H, m, CHzCHzn),
3.36 (3H, 5, N-CHy), ) ket Tr), 5.30 (1H, m, CHa Trp), 6.95-7.04

(2H, t, Hy indole), m lndole), 7.18 (2H, brs, H, indole), 7.34 (1H, d,
J=8.0, Hy indole), 7'36 =8.0, Ty indole), 7.48 (1H, d, J=7.8, H, indole}, 7.58
(1H, d, J=7.8, H, |ndcle)rz10@‘ brsFHzlA'ib), 8.95 (1H, d, J=8.1, NH Trp), 10.95

{1H, s, NH indole), KK CNH indole).
C-d

3C NMR (100 MHz B

8(ppm) 22.9 - 25 g)f)n-oxj;l MQ 2Z IQ,IAQ IzQ {GH, Aib), 28.8 (CH, Trp),

30.7 (-NCHa), 46.2 (_r}J B2 indole), 112.3 (26, indole,
113.5 (C5 indote), 118,9- 11%# indole), 121.9 (2C, indole), 123.6 (C; Indole),
125.3 (C; indole), ::LZ (G.mdo\e) 136.9 (C; indole), 137.1 (C in-

dote), 155.3 (Cq trla,z:'Jl’e') -fc g%l?) g%w
AS.1., 1 Cirl";
,IUCSII..5,03;-?;
,t.:la:a'ot..c?
+<J,l...IAICI zice
1, 01111 P.09 If:
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(R)‘N-(1-(5-((1H-ir:l!-c\t 2 ;‘.h'etv\;l}ml;l-\da.kot-a-y!)-z-(1H—Indo!-3»yl)ethyl)—2-
amino-2-methylprqaiarmdg_@@&&dlﬂ):
R ST () Cp)1.177.

S(ppm) 1.31 (3H, H)L tb) 142 (3_H. s, CHz Alb), 3.19 (1H, dd, J=14.5, J= 96, 1H
CHy BTrp), 3.35 (1 dd, r1 &3, 1H CH;, BTrp), 4.15 (2H, s, CH, indole), 5.26

(1H, m, CaH Trp), did‘{ﬂj‘{]&T@ @g_(IH (T [Racg®), 7.05 (114, . He Trp). 7.0
(1H, 5, Hy Trp), 7. kg (15, 5, He ingole), 7.32 (1H, d, Hy Trp),
7.37 (H, 4, Hymdi;blj r&??id:i»”) kf& d, J=7.8, He Trp), 8.00
(2H, 3, Ntk ), QB4 () S T T"Zﬂ.@]'N NH indole Trp), 10.92 (1H,

s, NH indole).

G NMR (400 tho'wénl; 59 , Crkt,

&(ppm) 22.9 (CH; B&&S(&a,éib); B4 DB}, 20.4 (Cp Trp), 48.3 (Ca Trp),

56.3 (Cq Aib), 10 oig) p), 1113 (C; indole),

118.1(C Trp, Cs rb 114 Kd§ 5’35&@.42&7 (CoTro), 121.0 (Co

indote), 123.4.(C: gpe P4 s WA 1 1o, 1271 cca ), 1380 (C

Tre), 136.2 (Cs indoled, 157 5 (Co tazoled, 1617 (Cg trigzole), 170.8(CO Alb).
R R RN &

. 1 ",
{R)-N-1(5<(1 HvirM&yMthyl)—SIA-dimeﬂwoxybenzy!)—tlH—1 .2, 4-triazol-3-y)-2-
(1H-indoi~3-y6)eth;@gxkgu@@panamide {Compound 88):
- )
B Y

'K NMR (400 MH; [1M

8(ppm) 1.27 (3H, s, CH3 Aib), 1.29 {3H. s, CHy Aib), 3. 25 (1H, dd, J=14.3, J= 56, 1H
CH, BTrp), 338 (18 dq,&&ge i @SJ 'S (M, 5, OCHy), 3.72 (3H, 5,
OCH;), 410 (1H, , indole), 4.16 (1H, d, J=16.5, 1H CH, indole), 4.96
(1H, d, J=16.8, 1H‘§§p§n”]§ dxybenzyl), 5.12 (1H, d, J=16.8, 1H CH, 0,p-
dimethoxybenzyl), 5.16 (1H, m, CaH Trp), 8.21 (1H, dd, J=8.5, J=2.1, H; 0,0
dimethoxybenzyl), 6.27 (1H, d, J=8.5, Hs 0,p-dimethoxybenzyl), .57 (1H, d, J=2.1, Hy
o,p-dimethoxybenzyl), 6.83 (1H, §, Hs Trp), 6.94 (1H, t, Hs indole), 7.02 (1H, t, Hs Trp),
7.05 (1H, t, Hy indole),7.06 (1H, 1, Hs indole), 7.07 (1H, s, Hp 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
s, NH; Aib), 8.92 (1H, d, J=8.2, NH Tip), 10.79 (1H, s, NH indole Trp), 10.89 {1H, s, NH
indole).

*C NMR (400 MHz,DMSO-¢%):
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. 1 H
8{ppm) 21.2 (CH23§H.’§%§),Q.V@§/§§Z§J (Cp Trp), 41.4 (N-CH,
0,p- dimethoxyben%g’(bsnp) 553 gc@' 58@}{; 56.2 (Cq Alb), 98.5

{Cs o,p-dimathoxyben: 104 ] (Cs 0, xybenz 9 {Cs indole), 108.5
(Cy Trp), 1112 c,lﬂ& €ro, p xybenzyl), 117.8(C,
Trp), 118.1(Cs Tepke dele (C5 indole), 120.8 (C., Trp), 121.1 (Cein-
dole), 123.5 (C; indole), '124.3 (C. T?p? T26.6 (Cy indole), 126.8 (C, Trp), 127.2 (Cq

o,p—dime!hoxybenz@SS? ;yfrs 1@%@&, sﬁik {Cq triazole), 154.8 (Cq

triazole), 157.2 (Cop. - xpoenzg), 480.8 ( imethoxybenzyl), 171.2 (CO

o IRARERANA R
M:MM:t:CMMMMI

(R)-N-{1 (5-((1H;nw13'ww@-{4~ngs¥81w4fe24»tr|azo| 3-yi-2-(1H-

indol-3-yljethyl)-2 B 101):

"H NMR (300 MHZ%MSO%fLUD%SA
&(ppm) 1.22 (3H, Slﬂ&bs‘ﬁ&ﬁ S)Ha z). (4NI dd, J= 14 Hz and 6 Hz,

CH, BTmp), 3.34 (1H, i@lﬂ 9]12 CH, BTrp), 3.68 (3H, s, OCHa), 4.11 (2H,
m, CH;-indole), 5.08 (3H, m, ’CcH o.Tq) Ind CH mathoxybenzyl), 8.70 (4H, s, CHar p-
methoxybenzy!), 6. & (21 m, l;s,iqdole and Trp),G 93 (2H, m, H; indole and Hy
Trp). 7.01-7,06 (3tym, o!_e*-lka_na)ﬁ'rf_p),z*‘l (3&, ¢ Hq and H; indole, H,
Trp), 7.98 (3H, brs, NH'AiD), B.92 (1H, &, J= 8 Mz, NH amide), 10.77 (1H, s, NH

indole), 10.89 (1H, § RFndeR Ty * ;*n ps f,s
BC NMR (75 MHz, £, 300:K): .

sV RIEMNE %  sssse:s.0s
a(ppm) 21.7 @Hz-;rg:s'slgiid), z€.7 m Alb), 28.9 (CH, BTrp), 45.6 (CH
aTrp), 45.8 (CHy- { 8.9 (Cg Alb), 108.1 (C; indole),
109.7 (C5 Trp), 11 1N(S’y N 18(%@(} Cs p-methoxybenzyl),

118.3 (Cs Trp), 118.7 (Cs mdole) 1188 (g mdclekw .8 (C Trp), 121.3 (Cg indole),
121.6 {Cs Trp), 124. Smdcls £ p!e ), 127.2 (Co Trp),

127.6 {Cy p-methox) oxybenzyl), 136.4 (C, Trp), 136.7
(Cg indole), 154.2 ((’gnazémd triazore), T58.7 (C; p-methoxybenzyl), 171.9
(CO A} KN ss.4s”s. As4 *

JERr.ssis Top
(R)-N-(1-(4-(2.4—d"q oxyb frbe N 2'4- faz, I 3 yl) -2-(1H-indol-3«
yhlethyi}-2-amino-2- hyiprop: ide QJ)p)WI

1.2 k; "ne,
Ttss,SSr,;r:,,271sS
*Sr..
sa.lc,6.--Seszeta

2 BB N E B 7 o w—
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L4

5(ppm) 1.30 (3H, 3, CI H s.C Arb) 3126 41 dd, J=14.2, J=5.9, 1H

CHa §T), 335(17 bl 7&777)&9@7 O, ?69 (3H,'5, OCHy), 3.72 (3H, 5,
OCH;), 4.02 (2H H; 0,p-dimethoxybenzyl),
5.08 (1H, d, J= 187 )Z?Z(\om ?Hf m, CaH Trp), 6.24 (1H,
dd, J=8.4, =17, Wm?q@a%i}?ﬁ (17%-84 Hs 0,0-
dimethoxybenzyl), thoxyben ), 6.85 (1H, t, J=7.5, Hs
Tp), 7.02 (1H. &, 527”,?72 ;m nSQB M, s. Hy Trp), 7.09 (1H, d,
Hy Trp), 7. 16729‘?%1’::]15 TR PENA T gz Hy Trp), 8.01 (2H, 5,
Ni4, Alb), 8.92 (1H, d, J=73, NHTrp) 11, 79(1H 5, NH indald Trp).

3 NMR (400 Mrgmde JLE) a

stopm) 232 zordhid bolr B 502791@7:;7 dscrop
dimethoxybenzyl), TPy 58.2 €9CHs), 584 (OCH,), 56.2 (Cq Alb), 98.5 (Cs
o,p-dimethoxybenayt), (:Z)%dlr?e&'oxy:z’x 109.5 (C; Trp), 111.3 (C; Trp),
115.1(C, o,p.dimé@xy@]z}n ), F17.8(C, Trp), 118.2 (Cs Trp) 120.8 (Cq Trp), 124.3

{Cy Tip}, 1265(0 zyl ? ( { imethoxybenzyl), 128.3
(Cs, Ca, Cs Benzy!) (J j) m?@ 7 (Cq triazole), 155.0 (Cq
friazole), 157.2 (C3 im 8, p-dimethoxybenzyl), 171.3 (CO
e 7Pr; ATATPHT;

ey (774.77(.7
(R~ mus{(m-mé]-;y(mayn-d,-zgeyyl 472 AZ.;zol 3-yl)-2-(1H-indol-3-

104):

"H NMR (400 MHZ DMS%G
Atb), 1

Yethyl)-2
*H NMR (300 MHz, Jnéad "300° £

S(ppm) 1.27 (3, §§AZ7 2 {ars! CZ Wb)z%JzL (4, m, CHy-CHy-
phenyl), 3.74 (1H, R Gib oy s B2 Bl fr, o, (%73 98 (2H, s, CHyindole), 5.21
ORI (o o3 A Y AN
Trp), 7.16 (3H, m,ﬂNa@H@e%@@(1H d, o= 8 Hz, H, Trp), 732l(1H q,
39983:’ N o e S SN
osn AT 67 1706, 6766
C NMR (75 MHz, %51?4 é(mé)\> 67,6

7 7,7. 61,aN.S

TT777T T L7777

7:7,t1777:6 27: 7

Ly — — — b oy m—y  — —
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S(ppm) 21.4 (CHz-mdl)iS? ZZb’ 2?8 (CHy A|7b) ZZ 8 (CH, pTrp), 35.8 (CH.-
CHy-phenyl), 44.5 &Hﬁ%ﬁanyn 45.8 (CH oTrp), 56.7 (Cq Aib), 108.5 (C; indole),
108.9 (C; Trp), 11 . Trp), 118.8 (C4 indole and Cs
Trp), 119.0 (Cs i mdz g?’ Z 7%%22416) 124.6 (G, indcle and C; Trp),
127.1 (C. phenyl), 7277 (c7¥? 1579 3. ?q&?: ¥d Cs phenyl), 129.1 (C,
and Cs phenyl), (Cs TP, o 5 (C, phenyl), 153.6 (Cq
triazole), 155.0 (Cz?tré é 6(2.3:7% €7 %z
5355
(RY-N-(1-(5- benzylgz?jmheny}agﬁwzs z'w-fjn-z-mH-indoi.a-yl)ethyn-z.

amino-2-methylpropanamidé {Compound 106)
1
'H NMR (300 MHZ@M&b(@ zo'z 7 7

8(ppm} 1.29 (3H, s, a{; Al 3’34 (%Z C$A|7 )..3.37 (4H, m, CH, BTrp and CH,-
benzyl), 3.74 (1H, 7, J= 14 Hz and 8 Hz, CH,-
CH(Phe),), 4.51 (1 ?;diquizwg(?' ZG? -z’)z) 5.08 (1H, m, CH aTrp),
8.72(2H, m, Hyan HJ!W Hps 53 M. nfif 1. B v bany, by and v,

Trp), 7.03 (1H, s, Hz'ra 7.06:-72 {GHar phenyl from CH(Phe)z), 7.33 (1H, d, Jo= 8
Hz, H, Trp), 7.47 (1 ; iole), B.10 (3H, brs, N Aib), 8.98 (1H,d, J=8

Hz, NH amide), 109’7”? Nr '@T@S?

C NMR (75 MHz, D dﬁ

8(ppm) 23.5 (CH, Alb%ZS 7f:H; All)) 28.4 (%12 BTrp) 30.1 (CHz-benzyl), 46.0 (CH
aTrp), 47.7 (CHy-C 25@/5)2) 6.5.(Ca. AZ)?OQ 8 (Co Trp), 112.0 (C,
Tep), 118.5 (Cs Trpigy19.0 (Cs Trp), 121.5 (Co Trp), 124.8 (C; Trp), 127.1 (C phenyd
from CH(Phe)), 127.4%Cs Trp, C; and Cp benzyl), 128.3 (C; and Cy phenyl from

CH(Phe}y), 128.6-165.1 53)95 ST Bn'm&e) 6. and ¢, benzyn, 136.2
{Cy benzyl), 136.5 lo (C; phenyl from CH(Phe),), 153.5 (Cq triazole),
155.1 (Cq triazole), j ;

6,77N.Prt:",1,:b5,-,

{RY)-N-(1+ (5—(2-(1H-mg 3-7%%1)—4 (2, gslegeullw 4,2 4-triazol-3-yl)-2-(1H-
indol-3-yl)ethyl)-2-amino-2- methyip?opanamxde (Compound’ 107%

*H NMR (300 MHz, D-M-SEMFQOZ’K)
&(ppm) 1.34 (3H, s,?rggaYx.z ?H. 5, ,CH?A;bYZ;OS (1H, m, CH,CHy-indole), 2.30

(iH, m, CH;-Cﬂ;—inéf‘i 27§5 m?:Zt‘?H?mfolg),ss (1H,dd, J= 14 Hzand 7
Cl (IRS62 Ns N...
4411.) 7 CI
T7(77 1s:7; 77.

s n ey ey ey A — —
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25

Hz, CH, pTrp), 3.46 (1M, &d J= 14 Hz and @ Mz, CH, BTrp), 3.58 {1H, §, J= 7 Hz, CH,-

CH(Phek), 414 (.24, QQH%M%g!}éQEP:he)Z) 4.38(1H, dd, J= 14 Hz

and 7 Hz, Ch- C?bﬂi)j Hzanng; 222-1 m, Hs indole and Hs Trp),
6.76 {2H, m, He indol& h TN and H, Trp), 6.89-6.96 (2H,
e, He phenyl), 70907, (B G fin, H Hu'H GPAPnedl]. 7.33 (3, m. H, indols, H,

and H; Trp), 7,47&1, J= 8 He, Hyindole), 8.11 (3H, brs, NH, Aib), 8.04 (1H, d, J=8
Hz, NH amide}, 10 Hy s, NH indole), 10.96 (1H, s, NH indole Trp).

o R s izl 2oL 22:22, .

S(ppm) 22.4 (CHZW) 6 Q‘Pg Alb), 23.8 (CHs Alb), 24.9 (CHp-CHyindole),
29.6 (CH; BTrp), 46 A7 51 5 (CHp-CH{Phe)z), 56.8 (Cq
Aib), 109.8{Cy TrJ S:Z)ié 1;’1-5 {Cs indole}, 118.4(C,
Trp), 118.7 (C, & indole), 119.0 {Cs Trp), 121.4 (Cg indole and Cg Trp), 122.8 (C,
indole}, 125.0 (C:?:))s,m? 2 (Cq indole and Cy Trp), 127.3 (C, phenyl), 128.2 (C, and

Cepheny), 126.7 (G5 and N ;é'e'-(('éa reBay ). 141.0 01 ey,
154.6 (2Cq triaoni"'IQ;OI(\?? A:it&’ " , ’ ' ,

(Re1e146 scoet bt Luiadonabyy 2 tincorpetyty 2-amino 2
methyipropanamidcpymduik D 57"

H NMR (300 MHlfystf%4 22/77,6

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( ‘!4 Hz and 8 Hz, CH; 8Trp), 3.99 (2H, s, C-CHy-phenyt),

5.10 (3H, m, N- cﬂ7p'|7érl| 43@17(3n57/131 2 IH?I? Hj and H, phenyl from

N-CHp-phenyl), 6.99 (2H, m, H, and Hs Trp), 7.01-7.07 (3H, m, Hy Trp, Ha and He from

C-CHg-phenyl), 7. 15 72 Bidand ;\yl from N-CHz-phenyi and from C-
CHy-phenyt), 7.25 ( 1H Hz, H, Trp), 8.01 (3H, brs, NH, Aib), 8,81 (1H, d, J= 8
Hz, NH amide), 1078( H indale Trp).

‘3CNMR(75MHZ.2A2)2.32K)11(.?:,11: .
8{pprm) 23.5 (CHs Aib),@i‘(nﬁl\m {g.q}:p})mp) 30.6 {C-CHy-phenyt), 45.7 (CH
oTrp), 46.1 ( NCW? .Z? Cs Trp), {111.7 (C; Tm), 118.3 (Cy
Trp), 118.7 (Cs Trp), 25?7? ?@1268 *(€; and Cq phenyl from N-
CHg-phenyl), 127 @N’Fﬂphﬂfoyilc? 7(1 lhTO 127.2 (Cy Trp), 128.0 (C,
phenyl from N-CHy-phen: 7!!) 128.8 iC; Csand Cs phenyi from C-CHj-phenyl), 128.9(Cs

rq.4.17.771,

'Zikr:12

<(17177:771.717
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. . 1
and C; phenyt frovgﬂg!}bﬁgyéiéias%| ph§y} from N-CH,-phenyt), 136.2 (C,
phenyt from C-CHE@enh, I 4NEs ). 1538 (Cq triazote), 155.3 (Cq tiazole),

171.8(CO Aib). |'n|nnnxnr," Snnn

Ml
(R)-NH(1 -(&benzyl-gxle)&IMJ 2,4-41iazok-3-yi)-2-{ 1 H-indol-3-yl)sthyl)-2-amino-2-

merypropnemiogfiaitaym gtaal. Nal.aa
TH NMR (300 MHz, QM?Ida:%OOé)-I- h n Sl |

B(ppm) .71 (3H, £, 3= 7 Hz, (CHeC 4, ZCHZ) 0.95 (2H, m, GHz-CHy),
1.00 (2H, m, N-cn«xﬂ@,ase@sﬁll ﬁi)a Eadﬁ, 2J= 14 Hz and 7 Hz, CHy

BF), 3.41 (1H, dd Sh?a“S*zr‘ii‘r'iﬁB@é!“ m, N-CHy), 3.65 (1H, m,

N-CH;), 4.11 (2H, g, Cﬂ;-benzyl)‘514(1H m, CH aTrp), 6.80 (1H, t, Jo= 7 Hz, Hs Trp),

7.01 (M4 d=7 HLQB Trn7bhaﬂaaahlﬁ,(m m, Hyand Hy benzy),
7.17-7.29 (4H, m, t—; f c;]; J;%ad . Jo= 8 Hz, Hy Trp), 8.10
(3H, brs, NHz Aib), a *d, " @&}, 10821 TH, s, NH indole Trp).

B0 NMR (75 MHz, m&lﬁﬁsﬁal <L

8(ppm) 14.1 ((cm)gﬁ@ 22. QG- €8k}, B8 GHs Alb), 23.5 (CHy Alb), 258 (CHy-
CHy-CHy-CHy), 28, ngﬂ gr .CH;-CHy), 30.8 (CHy-benzyl and CHy-CHy-
CHy), 43.3 (N-CHy % %ﬂ cm;$§ 8 (Cq Aib), 109.6 (C5 Trp), 111.8 (C; Trp),
118.2 (G4 Trp), fS(SR) BB, 3H/g247@yro). 1272 (€2 and €,

benzyl), 127.3 (Co Th .and Cs be 135 2(Cy benzyl), 136.5 (Cs Trp),
153.1 (Cq triazole), &5 .1-24'1 4&”@] n’nh(

z,..;) 12,
(RIN(1-{4-(2-{1H-i TR ﬁ-.aa-ywz (4Findol-3-
yhethyl)-2-amino-2-m yﬁ))%p’nmaml e Ccmguncﬂ
'H NMR (400 MHz.omso@.aa@aaaa Ss<
8(ppm) 1.31 (3H, s,'cﬂ'AZ) 289, |s,@mib) 2.51 (2H, m, CHy-CHa-indole), 3.37

{2H, m, CH, BTmp), %ég % %gg é%s indole), 5.25 (1H, m,
CH oTrp), 6.88 (2H T, = 7 he, :§oea :g t o= 7 Hz, Hs indole

and M, Trp), 7.03 (g}gg{%@nﬁghﬁ@ banzyl), 7.16 (2H, 4, J,= 8 Hz,
H, indole and H,Tr;ﬁa?OaJ,aB(.) 4H§a79dole Hé< rd H_5 benzyl), 747 (1H, d,
3<a.la, la4d
at'aa....al.
I55>s::4.-< NV-1;
1. atriain:i
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Jo= 8 Hz, Hy Trp), 8a5(3f;l-ﬂrs J@Algg 05 {1H, d, J= 8 Hz, NH amide), 10.83 {1H,
s, 10kt HEwEINGAL

B¢ NMR (100 qugp-gaoowk" . |a

8(ppm) 235 (CHa |b).eﬁ?:s:f BTrp), 30.3 (CHz-benzyt and CHy-
CHyindole), 4.1 a-b |ndofei 164 , 56.8 (Cq Alb), 109.8 (s Trp),
109.9 (C; indole), >5g§,555m C?"WL'@?WW 118.4 (C, indole), 118.9

(Cs indole and C5 121 3 {Fs Trp) h:em o!e) 123.7 (C; indole), 124.7 (C,
Tep), 127.0(Cs mJ ZFE(QQ K’) ) 128.8 (Cyand Cy

benzyl), 129. o(c@%m %‘&enzwgﬁgetnaje and Cs Trp), 183.1(Cq
triazote}, 155.3 (Cq mazole) 171.8{CO Aﬂ))_

'lc4 ZNi3i,S
(SHA(I-(a-2, Mir? ﬁﬁzlﬁenzﬁs MM B Mol 3121 Hndors-

yhethyi)-2-amino- g\mhy% rgs%mprac.! 112

'H NMR (300 MHz, DISO-d, 300°K):

S(ppm) 1.26 (3H, 560§§b§ I§3‘H 5, Cy Aib), g;’('lH dd, J= 14 Hz and 6 Hz,
CH; pTp), 3.33 1&-6%:6'. @a@@a@iz BTrp), 3.64 (3H, s, OCH,), 3.68 (3H,
s, OCHs), 3.99 (2 17 Hz, CHy-0,p-dimethoxybenzyl),
5.0 (1H, d, J= 17 met m 65 13 (1H, m, CH oTrp), 6.24 (2H, m,
Hs and Hy o,p«i»m?@@@i)@? G 7@@ o,p-dimethoxybanzyl), 6.83
{1H, t, Jo= 7 Hz, H rp) ), 7. H s, Hp Trp), 7.05-7.23
(6H, m, H4 Trp anl é V?’;Géé‘?‘ﬂé Hl.éy p), 8.01 (3H, brs, NHz
Aib}, 8.90 (1H, d, 66‘6"‘"?"‘?61076}’{ (6 612 NH indole Trp).

G NMR (75 MHz §%s «1 300°

5(ppm) 23.6 (CH3 281 (%2 |3Trp) 30 G(Cl':izL Ehenyl) 41.9 (CHy-0,0-
dimethoxybenzyl) (EHO&T? gS 7 (92{ 9 (OCH,), 56.7 {Cg Aib), 99.9 (Cs

5500 op ek SRR OO ron{(, (e, ), 243
(€ T}, 127.0 (CQ 4B G B D). 127.8 (Ca phenyi), 1288 (S,
BRI | o1 1y el
amide). 7 , 6 4’
766,667.676)66
C677.677677667-
6.6612,67-767(.6
7.3.46,6466647,6

N N —
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6 7.6 666, 766

(Rymuar(a,adir:nl'at@»?ybgz'yl 5-phenettiyl-4H-1,2,4-triazol-3-y1)-2-(1 Heindot-3-

etnyiy2amino A5 BB @ Ao b6

"H NMR (300 MH@%GBU?’KC C

8(ppm) 1.24 (3H 56[6-6 s@ 6‘683 (4H, 5, CHy-Chi,-phenyl), 3.32
(2H, m, CH, Tm), (Jﬁ Fi,-m-dimethoxybenzyl), 5,18
(1H, m, CH aTrp), 5@?14 @& 64765!@&7@|methoxybenzyl), 6.42 (1H, brs,
H; m-dimethoxybe: éﬁgﬂa E fﬁa .99 (1H, 8, Jo= 8 Hz, Hs Trp),
7.08 (1H, 4, J= 2 HE, 1] 3»5 4 and Hs phenyl), 7.20 (3H, d,
Jo= 7 Hz, Hp and H75 , d, Jo= 8 Mz, H; Trp), 7.99 (3H, brs, NH;
Aib}, 8.92 (1H, d, J= 8 Hz, NH armde) 10. 77é1H s, NH indole).

BC NMR {75 MHz, Z’\@@ ﬁ@
stpom) 23.5 (cris KD gc] 6b)Z6 (ﬁﬁ@ﬁe@ﬁm (CH, BTrp), 32.7

(CHp-CHy phenyl hoxybenzyl) 56.6 (OCH,), 56.8
{Cq Aib), 096(C‘m ~dimet ox nAzyt), 1046 C; an Cs m-dimethoxybenzyt), 109.9

(s Tp), 111.8( c,a@@x?tclrﬂ,&gﬂoﬁ?\ 121.3(C, Tip), 124.8(C; Trp),
1268.5(C, pheny| 68 , 128.7 (Cy, Ca, Cs and Cg phenyl), 136.4 (C Trp),
138,68 (Cy m-dimsatt 40.9 (C, phenyl), 154.6 (Cq triazole), 154.8 (Cq

triazole), 161. 4(036W%N1(8@1 de).

666796,7s
{R)-N-(144~ (4«bromobenzg5 -benzyl-4H-1,2, 4~tnazul -3-y1)-2-(1 H-indol-3-yl)ethyl)-2-
amino-2- methylpro é

"H NMR (300 MHz@@(?i@o% 6 66 566

5(ppm)1.23 (3H, 5, @-{ @b@ %(3?52!;243@ $(  dd, %J= 14 Hz and 6 Hz,
CH, Trp), 3.34 (1H, ad, 4 Hz a BTm), 4.01 (2H, m, CHy-benzyl), 5.01
(1H, m, CH aTrp), %&ﬁ?Zﬁ@rﬁE@ﬁQﬁzH d, J= 8 Hz, Hp and Hg
p-bromobenzyl), 6. L £, Y Y P), 2 Trp), 6.98 (1H, |, J;=7
Hz, H Trp), 7.06 (p. 9‘ng58 62 yﬁz 7 Hz, H, Trp), 7.16-7.20
(3H, m, Ha, Hy and6¥@|) 1@@@ Jg B Hz, Hy Trp), 7.20 (2H, 6, J,= B Hz, Hy

and Hs benzyl), 80063H brs, NH; 9%92(1}1 d, J= 8 Hz, NH amide}, 10.78 (1H, s,
NH indole Trp). 66

5 NMR (75 MHz, DMSO-d®, 300°K):
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8{ppm}) 23,5 (CH;ZY>§2§.G6(CH3 Alb), 28,0 (CH, § Trp), 30,5 (CHy-benzyl), 45,6 (CH,-
p-bromobenzyl), 3 (236;)), 111,8(C, Trp), 18,2
(C. tryptophae), 1 ), (21, 24E7p-gromobenzyl), 121,3 (Cy Trp), 124,98 (C,
typtophane), 127,§§ ﬁz b§z'yzz7,§cg Trp), 128.4 (C, and Cs p-
bromobenzyl), 12@ ’(QC’48F637D¥Z_)6@@(E¥6 6;rbromobenzyl), 135,2
(Cy p-bromobenzy) (CoTR), (Cubagzylh 183,4 (Cq triazole), 155,3 (Cq
triazole), 171,9 (Cézaé -C78 J?Gé . 67 . %éé

676,677 666 ;;.";
(R)'N'ﬁ'(4'(zme?g)e%iwbelzy?ﬂ&}(eﬁzfm-yl)—2-(1H-indnl»s-yl)sthyt)-.?-

amino-2-methyipropanamide {Ci " pound 115]

"H NMR (300 MHJ,gMISO‘A.'3$@567 6
5(ppm) 1.24 (3H, 2{32!21‘&37%3 ﬁ 3.20 (1H, dd, J= 14 Hz and & Hz,
CH; fTmp), 3.33 (*8!?,664 HBB%I:, CH, BTrp), 3.68 (3H, s, OCHy), 4.00 (2H,

s, CHp-phenyl), 4.95 (1H, d, J= 17 Hz, CHz-6- methoxybenzyl), 5.07 {14, m, CH «Trp),

518 (14,4, 4= 176, DO T BERYISREC Y= o i, e o

methoxybenzyl), Gg (25;:1 Hz, Hs Trp), 6.77 {1H, t, Jy= 6 Hz, Hy Trp), 6.92-7.05

{8H, m, H, Trp, Hyefid y Ha Hs and Hg 0- methoxybenzyl), 7.14-7.26 (5H, m,

H, and Hy Trp, Hs, ¥ H, ib}), 8.91 (1H, d, J= 8 Hz, NH
cand o T, H PG E s Fropi At . b M. 891¢ 2

amide), 10.78 {14, s, NH indole T

3G NMR (75 MHz! !)M-so-al %%)7 1666. 66'

8(ppm) 23.5 (CH, @626&70!—22)29‘1 {CH, B Trp), 30.5 {CH,-phenyl), 42.1 (CHy-
o methoxybenzylsts‘l-?i% 20(?@ 55&@!:), 109.8 (C3 Trp), 111.3

{Cs o- methoxybenzyi), 111,7ﬁ27 Trpé, 118.2 (C4 Trp), 118.7 {Cs Trp), 120.9(Cs 0~
miethoxybenzyl), 152(03 T4 1H ,(01 o~ methoxybenzyl), 124.8 (C, Trp), 126.6

{Cz and Cg phenylHZ: et?ymzx 127.2 (Co Trp), 128.8 (C;, C,and Cs
phenyl), 128.5 (Cs'o* mluzg;ﬁ 138 DACPhenyl), 136.4 (Cs Trp), 154.0 (Cq
triazole), 155.6 (c{ p*zjlegrpawnz 0-2121oxybenzyi), 171.8 (CO Aib).

(8)-N-{1-{4-(2,4-dimethoxybenzyl}-5-phenethyl-4H-1,2,4-tfriazol-3-yi}-2-(1H-indal-3~
yl)ethyl)-2-amino-2-methylpr ide (C 116):

'H NMR (300 MHz, DMSO-®, 300°K):
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V6766
8(ppm) 1.28 (3H, 5, C@@755; Cz@ @@I@m CHy-CHz-phenyt),

330 (2H, 4, CH, ﬁﬁﬁ@@ﬂ_ﬁ)cﬁ]r LR @H, 5. 0CH:), 487 (1H, d, J= 17 Hz,
CHy-0,p-dimetho: = 17 Hz, CHz-o0,p-dimethaxybenzyly, 5.20 (1H,
m, CH oTrp), 6. 2:2@2 22%(“ = 2 Hz, Hs o,p-dimethoxybenzyl), 6.43 (1H,
d, o= 8 Hz, He 0,52 By p@5A 55 (1, o, dui= 2 Hz, Hy o,p-dimethoxybenzyl),
6.83 (1H, 1, J;= 8 Hz, Hy (WX 6 (1M, d, J= 2 Hz, H,
Tip), 7.08-7.25 (sﬂngéﬁzgﬁéﬁﬁwﬁz 267 3= 8 Hz, H, Trp), 8.04
(3H, brs, NH, Am).lséﬁ 166\60665?1@) 10.79 (1H, s, NH indole Trp).

3C NMR (75 MHz, PM: 0°K):

5(ppm) 23.6 (CH; AD), 23.7 {CH Aib), 26.5 (CH,-CHg-phenyl), 29.1 (CH, 8Trp), 32.7
(CHz-GH-phony, @ 0@6}6 Eﬁ @ (CH aTrp), 55.7 (OCH;), 55.8

{OCHa), 56.8 (Cq /65 6 ﬁ enzyl), 105.2 (Cs o, p-dimethoxybenzyl),
108.8 (C; Trp), 11 '@ 4 O,p-dimethoxybenzyt), 118.3 (C, Trp), 118.7
1. 1213 CBABBE6 676 6rA G C . 22

0,0 dimathoxyben éﬁ ﬁé’é Cs, Cs and Cq phenyl), 136.4 (Cs Trp), 140.9 (Cy
phenyl}, 154.6 (Cq 0 (Cq triazole), 157.8 (C, o,p-dimethoxybenzyl), 160.9

(arsnsror e IEBEBE6766676.
6666.6677,666.7
{R)-N-{1-(4,5-diphensthyl-4H-1 2 2-triazol- a-yf}-Z -(1H-indol-3-yl)ethyt)-2-amino-2-
methyipropanamidQicpe@@1 02060 7.
“H NMR (300 MH28M86d76)“K)
8(ppm) 1.32 (3H, s, gﬁ;ﬁ? v(Z §T§ﬁ€ m C-CHz-CHz-phenyl),
2.83 (2H,1, J=8 H; 6: ?{)ﬁ H-CHy-phenyl), 3.84 (1H,
m, CH, 7). 394G 0GB, f‘zs (1H, m, CH aTrp), 6.84 (2H, m, H, phenyl
from C-CHy-CHa-p! &W Hzrgi 'Ienyl) 6.93 (1H, 1, = 8 Hz,
H; Trp), 7.00 (1H, £ s T Hy Trp), 7.41-7.27 (9H, m,
Hy, Ha, Hs and Hy ph8yl :SC CHrCH2~pheny! Ha, Ha, Hs and Hg phenyl from N-
CHy-CHy-pheny! and H, §‘) 7.50 (1M, d, J‘, 8Hz § 8.07 (3, brs, NH; Aib),

9.04(1H,d, J=8 H818

o s MHAM&M% TI 12

RIS @021~ 40 0 S 4 S
CSC8.448 48
1171.1R8888N8V
.. 424 831, 88
871.
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aTrp), 56.8 (Cg A[§ 10937@5 Trp)411 d K:, TIP) 113 4(c4 Trp), 118.8 (G5 Trp),
121.4(ca To), 14 QG266 (€N bcbrorzoneny, 1272 .

pheny! from N- C 7. 8.7 (C; and Cq phenyl from C-CHy~
CHz-phenyl, C; ani ﬁmﬁ 5—%(2 4\enyl) 128.8 {C5 and Cs phenyl from
C-CHy-CHo- pheny g_ph@ frEFg? z—phenyl) 136.5 (Cy phenyl from
N-CHy-CHy-pheny! z-phenyl) 140.8 (Cs Trp), 154.1
{Cq triazole), 154. ii\néﬁ 471 glji CY

,,116.||..3cp),

(RI-H{144-(3,4-clcp F3-henzyl-4H-1,2,4-triazol-3-yi)-2-( 1 H-indol-3-yhethyl)-
2-amino-2- methylpropanamlde Compound 118)

'H NMR (300 MH(QSQ L )O ::CS

stpom) 1.24 3r, Echohin). Gt Cq{,f& B2, m, ¢, p1rp), 4.04 (21,
s, CHp-benzyl), 5G4 §12¢: m ,p-dichiorobenzyt), 6.49 (1H,
dd, J,= 8 Hz and ﬁj:g 1: Yo" dicMdrdb 2/56 80 (1H, 1, Jo= 8 Hz, Hs Trp), 6.87
(1H, d, Jo= 2 Hz, rV@) se(‘ezJSv Hz, Hs Trp), 7.02-7.10 (3H, m, Hp and Hs
benzyl, Hs m,p-dichior; . gnd Hs benzyl), 7.26 (2H, m, He
and Hy Trp), 8.04 miﬁg;mjit ] P NH amide), 10.81 (1H, s,
NH indote Trp). CS C 180

BCNMR (75 MHz:fg.éd 30

8(ppm) 23.4 (CHy Asb) 23.8 (CH; AJb) 29 0 (CH; BTrp), 30.4 (CHz-benzyl}, 45.1 (CHz-
m,p-dichioroben: &q Aib), 109.6 (C; Trp), 111.8 (C, Trp),

118.1 (C4 Trp), 11?@%%& s Trp), 124.9 (C; Trp), 126.4 (Cs m,p-
dichiorobenzyl), 1 > myp-dichlorbénzyl), 127.2 (C, Trp), 128.4 (C; and G
benzy), 1307 (C« Iy baiPe &y, 131.8 (C; m p-dichlorobenzy), 136.0
(Cs benzyl), 136.4 dich 1),154.1 (Cq triazole), 155.2
{Cq triazote), 172%m4ﬁg8 gnj- gy

8-84 .844784,

(R) N-(1 (H&melho@&zyﬂ&@dﬂq:n  4-triazol-3-yl)-2-phenylethyi)-2-amino-

H NMR (300 MHZ)AA)%‘@7 1 l

stppm) 1.18 (3, sl il @i, cr, Ay, 3.08 (14, dd, d= 14 Hz and 6 iz,
CHe PP, 318 (1) 8941 1| M 201 Qe B o 4= 4 e Ot
8(85:50:1.181
4111:
4SC k'?C SCCC8

o o~ o o —
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phenyl), 4.95 (1H,‘l,&l %8}];94\&!3&&1}5%4’% d, J= 16 Hz, CHzp~

methoxybenzyl), 513-(11art.m aquag(am s(JHar pmethoxybenzy, 7.02-
7.08 (4H, m, H, an m, Ha, Hyand Hs
phenyl, Hs, H, andzw iew N&T,4b Si(g d, J= B Hz, NH amide).
'R IF88 11&f.Cp)
o SHAI 8O 4444 221
8(ppm) 23.4 (CHy A| i, % 0.7 ( a 4 7 (CH; pPhe), 45.9 (Chy-
p-methoxybenzyl), 4¢ 5 &&Jg 8)2:1 ib), 114.8 (Cz and Cs p-
methoxybenzyl), 12& SQBW&@ 81?@@5277 (Cy p-methoxybenzyt),
128.2(C; and C; Pha), 128.5(C. Cs Phe), 128.9 (C;, Cs, Cs and C; phenyl), 129.7
(Czand g p- methaﬁayam :jc. Efw B (Cy Phe), 154.0 (Cq triazole),
154.9(Cq triazole)cg.@4 Flwzyl)’ 171.7 {CO amide).

(R)-N-{ 1-(4—(4-!]».'01959. geneth} f4-l-1 Zéi;lézo’! 3~yg-2—(1H indol-3-ylethyl)-2-
amina-2-methylpr l@@nﬂqqﬂ_ﬂj

"H NMR (300 MHz, ENFO—dG, M)N |

(ppm) 1.27 (3H, s@tﬁt@ ZﬁSH s CH3 Alb), 2.82 (4H, m, CHy-CHzphenyl),
3.34 (2H, m, CH, BT H,'s, CHpp-filibrbbenzyl), 5.16 (1H, m, CH aTrp), 6.85
(3H, m, Hs Trp, Hy bha »5»,@ RO 6.98-7.04 (4H, m, Hy and Hs Trp, H, and Hy
pheryt), 7.08-7.11 (2K, m, H, and Mg p-fluorobenzyt), 7.15 (1H, d, Jo= 6 Hz, H, Trp),
719 (3H, ¢, Jo= 8 Hz, Hy, H, and H phenyl), 7.28 (1H, d, Jo= 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).

SC NMR (75 MHz, DMSO-d®, 300°K):

3(ppm) 23.5 (CH; Aib}, 23.8 (CH; Alb), 26.5 (CH,-CH,-phenyl), 20.2 (CH, BTrp), 32.7
(CHz-CHz-phenyl), 45,4 (CH-p-fluorobenzyl), 45.7 (CH «Trp), 56.8 {Cq Aib), 108.8 {Cs
Trp), 111.8(C; Trp), 115.9 and 116.2 (C; and Cs p-fluorobenzyt), 118.3 (C, Trp), 118.7
{Cs Trp), 121.3 (Cq Trp), 124.8 (C, Trp), 126.5 (C4 phenyl), 127.3 (Cs Trp), 128.5 (C,
and G p-fluorobenzyl), 128.7 (C,, Cs, Cs and G phenyl), 132.2(C; p-flucrobenzyl),
136.4 (C; Trp), 140.9 (C phenyt), 154.5 (Cq triazole), 154.7 (Cq triazole), 160.3 {Cq p-
fluorcbenzyl), 171.9 (CO amide).

NMR *F (282 MHz, DMSO-d®, 300°K):
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yhethyl)-2-amino-Z:methylpropanamide (Compound 122):
H NMR (300 MHz, DMSO-¢®, 300°K):

S(ppm) 1.25 (3H, 5, CHs Aib), 1.26 (3H, 5, CHs Aib), 2.84 (4H, m, CHx-CH,-phenyl),
3.34 (2M, d, J= 7 Hz, CH, BTrp), 5.11 (3H, m, CH aTrp and CH,-m,p-dichiorabenzyl),
6.63 (1H, dd, Jg= 8 Hz and Jy= 2 Hz, Hg m,p-dichlorobanzyl), 6.83 (1H, t, J;= 8 Hz, Hs
Trp), 6.99 (1H, 1, J,= 8 Hz, Hg Trp), 7.08 (1H, d, J= 2 Hz, H, Trp), 7.12 (5H, m, CHar
phenyl), 7.17 (1H, d, J;= 8 Hz, H, Trp), 7.21 (1H, 5, H, m,p-dichlorobenzyl), 7.27 (1H,
d, Jo= 8 Hz, Hy m,p-dichiorobenzyl), 7.38 (1H, d, J,= 8 Hz, Hr Trp), 8.02 (3H, brs, NH,
Aib), 8.94 (1H, d, J= 8 Hz, NH amide), 10.78 (1H, 5, NH indole Trp).

3G NMR (75 MHz, DMSO-df, 300°K):

3(ppm} 23.5 (Ch; Aib), 23.8 (CH; Alb), 26.4 {CH,-CH,-phenyl), 29.1 (CH, BTrp), 32.6
(CHz-CHg-phenyl), 4.7 (CHy-m, p-tichiorabenzyl), 45.6 (CH a Trp), 56.7 {Cq Aib),
109.7 (G Trp), 111.8 (C; Trp), 118.1 {C, Trp), 118.7 {Cs Trp), 121.3 (Cy Trp), 124.9(C2
Trp), 126.5 (C, pheny and Cs m, p-dichiorobenzyl), 127.2 (C; Trp), 128.7 {C;, Cs, Cs
and Cg phenyl, C, m,p-dichiorobanzyl), 130.9 (C, m,p-dichlorobenzyl), 131.4 (Cs m,p-
dichiorobenzyt), 132.0 (C; m, p-dichlorobenzyl), 136.4 (C; Trp), 137.2 (Cy mp-
dichlorobenzyl), 140.8 (C, phenyl), 154.5 (Cq triazole), 154.7 (Cq triazole), 171.9 (CO
amide).

{R)-A-(1<4<{4-methylbenzyl)-5-benzyl-4H-1,2 4-triazol-3-yi)-2{ 1 H-indol-3-yl)ethyl}-2-
amino-2-methylpropanamide (Compound 124):

"H NMR (300 MHz, DMSO-d%, 300°K):

8(ppm) 1.22 (3H, s, CHs Aib), 1.27 (3H, 5, CH; Aib), 2.22 (3H, s, CH; p-methylberizyl),
3.22 (1H, dd, J= 14 Hz and 6 Hz, CH; 8Trp), 3.33 (1M, dd, J= 14 Hz and 8 Hz, CH,
BTrp), 3.99 (2H, 5, CHy-benzyl), 5.04 (2H, s, CHp-methylibenzyl), 5.0 (1H, m, CH
aTrp), 8.64 (2H, d, Jo= 8 Hz, Hs and Hs p-methyibenzyl), 6.78 (1H, t, Jo= 7 Hz, Hs Trp),
6.98 (4H, t, Jo= 7 Hz, Hg Trp, Hs, Hq and Hs benzyl), 7.01 (1H, d, J= 2 Hz, Hp Trp), 7.07
{2H, d, Jo= 7 Hz, Hp and Hg p-methylbenzyl), 7.20 (3H, m, H, Trp, Hy and Hg benzyt),
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726 (1H,d, =8 IL! 51?’1’9)\ 7.98 (3H, brs, NH, Aib), 8.89 (1H, d, J= 8 Hz, Ni4

amide), 10.74 (1 HzmQSSB 252722

BC NMR (75 Mﬂzglfo,g
8(ppm) 21.0 (CH; o thyEbe&lz'yl) ﬁmb) 23.7 (CH; Aib), 29.1 (CH, BTrp),
30.6 (CHp-benzyl),-45- L p-methylbenzyl), 56.7 (Cq Aib), 109.8

{C3 Trp), 111.7 (Cy{f@ 5832.5;5?{(%Trp) 121.2 (Cy Trp), 124.8(C, Trp),

126.3 (C3 and Cs p-methylbenzyi), 127.0 (Cs benz;;l 127.2 {Cy Trp), 128.9(C,, Ca, Cs

and Cq benzyl), 12;7@@1:@ qeﬁélnylm 13Yo) pmethyibenzy), 136.3

{Cs p-methyibenzy yzg? &13?@2@58 18 1(Cq triazole), 155.3 (Cq

triazole), 171.8 (C

; 225" 122W; nP".

(S}N-(14{4- (4—methNeniﬁ—(gtﬁﬂpmﬂ)—4H-1 2,4-triazol-3-yl)-2-(1 H-indol-3-

yhethyl}-2- amnno—ZRE/Wo |d6}p l&g«? i%

"H NMR (300 MHz, DA

5(ppm) 1.27 (3H, sZ;a, anMrn, &;57173( , M, (CH-CHa-CHy-
phenyl), 2.52 (4H, 1, NI rNcgNJh oprﬂenyl) SNZ@ J=7 Hz, CH, BTrm),

3.68 (3H, s, OCHs), 4.98 (2H, s, CHZ hoxybenzyl), 5.20 (1H, m, CH aTrp), 6.75

(4H, s, CHar p- methoxN\zyl) Bs il;li A iHS'P) B.99 (1H, £, Jo= 7 Hz, Hg
Trp), 7.06 (3H, m, 4 ey, H Trp), 7.14 (1H, ¢, Jo= 7 Hz, He Trp), 7.9 (3H, ¢,
Jo= 8 Hz, Ha, Hy and H, phenyl)?7.29 (1H, d, Jg= 8 Hz, H, Trp), 8.01 (3H, brs, NH, Aib),

e 16 =2 i e B @ g, By Do )
CNMR (75 MHz, 5%%50«)1 2 N -

B(ppm) 23.6 (CHs Pm (‘53-? HT;Z _4‘ Hy-phenyl), 28.5 (CHz-CHz-
CHy-phenyl), 29.2 er) 24 yl) 45.5 (CHp-p-
methoxybenzyl. 442 G4 ﬂrp@lﬁ@CHﬁ?ﬁ & fE Ao}, 109.8 (C, Trp), 1148 (C;
Trp}, 114.6 (Cs an 5 meth 5&&5211&7 (Cs Trp), 121.3 (Ce
Trp), 124.9(C, Trp, 7.8 (Cy p- methoxybenzyl),
127.8(C;, Cq and (gﬂ?nl 7 Q&Enybenzw) 136.4 (Ca Trp).
141.7 (C, phenyl), 154.7 (Cq mazole) 154 8 (Cq triazole), 159.2 (C, p-

metwowbenzy), 7N @R 21 7Q51Y
ISISNISI6N717.21
SS.SI71
CcSt.277s67,2N:S:
9<7..2S177;9,7
27?722, 7SS 29 St

N~ — P~~~
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ss3
(SNt -(4-(4-met;1gyg\;zg)§:|g1z-;tz;,Z—;lr;zm%)g-(1 Heindol-3-yhethy)-2-
amino-z-methy[prgaz@adekgsgﬁd 4!7 9 S|S
'H NMR (300 MHZ?ﬂ-d6 300°K):

&(ppm) 1.25 (3H, Hi‘i 2)19 ﬁ@é Alb), dd. J= 14 Mz and 6 Hz,
CH; BTrp), 3.34 (1 g%ﬁ {2H, s, CHz-phenyl), 4.98
(2H, s, C-p-metPRERAEM): 578 [, CH aTr), 668 (4H, s, CHar p-
methoxybenzyl), 6, (?6? I: 6. Qgé = 8 Mz, Hg Trp), 7.02-7.06
(4, m, H; and H, 2 @y ? n:l?;glﬂ N , and H; phenyl}, 7.27
(1H, d, J= 8 Hz, l:grp)gogﬂ srgﬁdb) 8.91 (1H, d, J= 8 Hz, NH amide}, 10.76

{1H, s, NH indole

C NMR (75 MHz,-&nZogﬁsloZ().g . 7999 . 10
stopm) 23.5 (o A5, 4R i AR 57y, 30.6 trpheny, 45.7 o
aTrp and CHg-p-m nr ? g 1 Aib), 109.8 (C Trp), 111.7 (C;
Trp), 1145 (Cy and m’ xybenzg % (g 118.7 (Cs Trp), 121.3(Cs
Tep), 1248 (C. TS L INGSHNSHNS TS 276 (€1 p-methoxypenzyn,
127.8(Coand Gy (S phenyt), 128.9(C;and Cs
phenyl), 136. 3(0?%?1% $q triazole), 155.2 (Cq triazole),
159.2 (Cq p- msth%giﬂ .8 {CO amida).
ScsIN2ssINI:9?7

N-({R)-1-{4-{4-nitrobenzyl l -5-, phenethyMH 1,2, 4-friazol-3- -yi)-2-( 1 H-indol-3-yiJethyl}-2-
amino-2-methylpre qe Bi:

oD 74 779
S(ppm) 1.28 (3H, s§@lb) 1.29 (3H, 5, CH; Alb), 2.77-2.94 (4H, m, CHy-CHy-
phenyl), 3.28 (1H, 14 Hz and 8 Hz, CH, fTrp), 3.43 (1H, dd, %= 14 Hzand 7

Hz, CH; BTrp), 5. o( Rrlf s7hils 92@1 & B8 Gio-nitrovenzy, 6.72
{(1H, §, Jo= 7 Hz, H, 9(2“ -nitrobenzyl), 6.92 (1H, ¢,
Jo= 7 Hz, Hg Trp), 7 Z:I- Hﬂg‘r ‘(4H m, Heand Hy Trp, He
and Hg phenyl), 7. 1-73H’)V nSH, eg_d? Zyenyl) 7.24 (1H, 1, Jo= 8 Hz, H, phenyl),

7.92 (2H, d, &= QHZ l-; and ng-nltvobenzyi) BO fH,frs Nip Aib), 8.98 (1H, d, J=

8 Hz, NH amide), 1.079 H‘S\W&Z?ﬂa} 4

°C NUR (75 Wz SER 7R 16 S
:777,SSN'SS ? 7>
2 Sts 196/9'C$ 11
777ST9
79S7::997,iS

| oy — o~ A~ o~
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1] 4
(ppm) 23.5 (CHg Alb), 23.8 [CH: Aib), zsfi (CHy-CHy-phehyl), 29.1 (CH, BTrp), 32.6
(CHyCHyphenyl), ,(aaﬁnp), 56.8 (Cq Aib}, 109.6 (C;
Trp), 141.8(Cy Trpy 11 Cgrp gs Trp), 124.4 (C; and Cs p-
nitrobenzyl), 124.8 (C; gr-p;l\ &z ZE ’pheﬂ 42 {Cq Trp, C; and Cq p~
nitrobenzy), 128, 710;.4@(! a@r@)ziaéla_(g:{lrﬂ;,_@s (C+ phenyi), 143.5 (Cy
pnitrobenzyl), 154, j‘(c«q Zfzzf 152 ((‘2 Ezole), 172.0 (CO Aib).

(S}-N-(1-{4-4-meth hyi-4H-1,2,4-triazol-3-yl}-2-{ 1H-indol-3-
Yhethyl)-2-amino-2:methylpropanamide (Compound 128 _
"H NMR (300 MHz, DMSC-®, 300°K):

S(ppm) 1.27 (3H, 5, CH, Alb), 1.30 (3H, s, CH; Aib), 2.81 (4H, m, CH,-CH,-phenyl),
3.34(2H, d, J=7 Hz, CH, BTrp), 3.68 (3H. 5, OCHy), 4.99 (2H, s, CHrp-
methoxybenzy!), 5.20 (1H, m, CH «Trp), 6.75 (4H, m, CHar p- methoxybenzyl), 6.83
{1H. t, Jo= 7 Hz, Hs Trp), 7.03 (1K, 1, Jo= 8 Hz, Hg Trp), 7.04 (1H, d, J= 2 Mz, M, Trp),
7.10(2H, d, J;= 7 Hz, Hp and Hg phenyl), 7.13 (1H, d, Jo= 8 Hz, M, Trp}, 718 (3H, £, Jo=
7 Hz, Hy, Hy and Hs phenyl), 7.20 (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, d, J= 2 Hz, NH indole Trp).

3¢ NMR (75 MHz, DMSO-d®, 300°K):

8(ppm) 23.8 (CHs Alb), 23.8 (CHy Alb), 26.8 (CH,-CH-phenyl), 29.2 (CH, BTrp), 32.7
{CH-CHz-phenyl), 45.3 (CHy-p- methoxybenzyl), 45.7 (CH oTrp), 55.5 (OCH,), 56.8
{Cq Aib), 108.9 (C; Trp), 111.8 {C; Trp), 114.6 (C; and Cs p- methoxybenzyl), 118.3 (C,
Trp), 118.7 (C5 Trp), 121.3 (Cs Trp), 124.8 (C; Trp), 126.5 (C, phenyl), 127.3 (C; Trp
and C, p- methoxybenzyl), 127.98 (C; and G; p- methoxybenzyl), 128.7 (Cy. Cu. Cs and
Cg p- methoxybenzyl), 136.5 (C; Trp), 140.9 (Cy phenyl), 154.4 (Cq triazole), 154.7 (Cq
triazole}, 158.2 {C, p- methoxybenzyl}, 171.9 (CO amide).

(R)-N-{1-(4-(4 P )54 4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-
vijethyl)-2-amino-2-mathylpropanamide (Compound 130):

" NMR (300 MHz, DMSOC-d®, 300°K): )

&(ppm} 1.30 (3H, s, CHs Ab), 1.35 (3H, 5, CHy Aib), 2.55 (4H, m, CH,-CH,-phenyt and
CHa-CHy-p-methoxybenzyl), 2.83 (2H, t, J= 8 Hz, CHy-CHx-phenyl), 3.37 (2H, m, CHz-
CHg-p-methoxybenzyl), 3.65 (3H, 5, OCHa), 3.77 (1H, m, CH, BTrp), 3.89 (1H, m, CH,
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BTrp), 5.20 (1H, m, CH oTep), 6.72 (4H, s, CHar p-methoxybenzyl), 6.94 (1H, §, J,= 7
Hz, Hs Trp), 7.02 (TH. £, do= 8 Hz, He Trp), 7.05 (1H, d, J= 2 Hz, Hy Trp), 7.11 (2H, 4,
Jo= 7 Hz, Hy and Hs phenyl), 7.16 (1H, d, Jo= 7 Hz, Ha Trp), 7.25 (3H m, Hs, Ha, Hs
phenyt), 7.50 (1H, d, Jo= 8 Hz, H; Trp), 8.05 (3H, brs, NH; Aib), 8.02 (1H, d, J= 8 hz,
NH amide), 10.83 (1H, d, J= 2 Hz, NH indole Trp).

G NMR (75 MHz, DMSO-d®, 300°K):

§(ppm) 23.5 (CH; Ab), 23.8 (CHa Aib), 26.0 (CHa-CHa-phenyl), 295 (CH, BTrp), 32.5
(CHz-CHa-phenyt), 35.0 (CHx-CHz-p- methoxybenzyl), 44.4 (CHa-CHy-p-
mathoxyberizyl), 48.8 (CH aTm), 55.4 (OCH,), 56.8 (Cg Aib), 109.9 (C, Trp), 111.9(Cy
Trp), 114.2 (Cy and Cs p- methoxybenzyl), 118.4 (C4 Trp), 118.9(Cs Trp), 121.4(Cs
Trp), 124.7 (C, Trp), 126.5 (C, phenyl), 127.4 (C Trp), 128.7 (C,, Cs, Cs and Cs
phenyl), 128.4 (C, p- methoxybenzyl), 130.3 (C, and Cg p- methoxybenzyl), 136.5 (Cy
Trp}, 141.0 (C, phenyl}, 154.0 (Cq triazole), 154.5 (Cq triazole), 158.6 {Cy p-
methoxybenzyl), 171.8 (CO amide).

(RI-N-(2-1H-indol-3-yl)-1-(5-phenethyl-4-{pyridin-2-yimethyl)-4H-1,2,4-triazol-3-
Wethyly-2-amino-2-methyip ide (Compound 132):
"H NMR (300 MHz, DMSO-d°, 300°K):

&ppm) 1.26 (3H, s, CHy Aib), 1.29 (3H, s, CH; Aib), 2.95 (4H, m, CH,-CH,-phenyl),
3.40 (2H, m, CH, BTrp), 5.26 (1H, m, CH aTrp), 5.37 (2H, s, CHy-o-pyridyl), 6.83 (1M, t,
Jo= 7 Hz, Hg Tip), 6.98 (1H, 1, Jo= 8 Hz, Hg Trp), 7.11-7.30 (10H, m, Ha, Hs and My Trp,
CHar phenyl, Hy and Hs o-pyridyl), 7.71 (1H, t, Jo= 7 Hz, H, o-pyridyl), 8.22 (3H, brs,
NH; Alb), 8.42 (1H, d, J= 4 Hz, H, o-pyridyl), 9.05 (1H, d, J= 8 Hz, NH amide), 10.87
{1H, s, NH indole Trp).

SC NMR (75 Mz, DMSO-d?, 300°K):

5(ppm) 23.4 (CHy Alb), 23.7 {CH; Aib), 26.4 (CH-CH -phenyl), 28.6 (CH, BTip), 32.5
{CH,-CHp-phenyl), 45.7 (CH oTrp), 47.6 (CH; o-pyridyf), 56.8 {Cq Aib), 109.8 (C;s Trp),
111.8 (C; Trp), 118.3 (G Trp), 118.6 (Cs Trp), 121.2 (Cs Trp), 122.0 (C; o-pyridyl),
123.6 (Cs o-pyridyl), 126.3 (C; Trp), 126.6 (C, phenyl), 127.3 (Cq Trp), 128.7 {C2, C3, Cs
and Cg phenyl), 136.4 (Cs trypophane), 137.7 (C, o-pyridyl), 140.7 (C, pheryl), 150.1
(Cs o-pyridyl), 154.9 (Cq triazole), 155.2 (Cq triazole), 158.7 (C; o-pyridyl), 172.0 (CO
amide).
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M NMR (300 MHz, DMSO ¢, 300°K):

8(ppm) 1.26 (s, 3H, CHs Alb), 1.30 (s, 3H, CH; Aib), 2.82 (r, 4H, CHy-CHy-phenyl),
3.29 (t 2H, J= 8 Hz, CH, fTip), 3.67 (s, 3H, OCHy), 3.68 (s, 3H, OCH,), 4.85 (d, 1H, J=
17 Hz, CHz-0,p-dimethoxybenzyl), 5.02 (d, 1H, J= 17 Hz, CHz-0,p-dimethoxybenzyl),
5.18 (m, 1H, CH aTrp), 6.29 (dd, 1H, o= 8 Hz and J.= 2 Hz, H; 0,p-dimethoxybenzyl),
6.40 (d, 1H, J;= 8 Hz, Hy 0,p-dimethoxybenzyl), 6.55 {d, 1H, 4= 2 Hz, H; 0,p-
dimethoxybenzyl), 6.82 {t, 1H, Jo= 8 Hz, Hs Trp), 6.99 (1, 1H, Jo= 8 Mz, Mg Trp), 7.05 (s,
1H, H, Trp), 7.08-7.24 (m, 6H, H Trp and CHar phenyl), 7.27 (d, 1H, J;= 8 Hz, H, Trp),
7.98 (s, 3H, large, NH, Aib TFA salt), 8.89 (d, 1H, J= 8 Hz, NH amids), 10.77 (s, 1H,
NH indole Trp).

3C NMR (75 MHz, DMSO ¢, 300°K):

8(ppm) 23.6 (CH; Aib), 23.7 (CHs Aib), 26.5 (CHy-CHz-phenyl), 29.2 (CH, BTrp), 32.7
(CHx-CHz-phenyl), 41.6 (CHy-0,p-dimettioxybenzyl), 45.7 (CH aTrp), 55.7 (OCH), 56.9
{OCHa), 56.7 {Cq Aib), 89.1 (C» o,p-dimethoxybenzyl), 105.2 (Cs o,p-dimethoxybenzyl),
110.0(C; Trp), 111.8(C; Trp), 115.7 {C1 0,p-dimethoxybenzyl), 118.3 (C, Trp), 118.7
(Cs Trp), 121.3 {Cs Trp), 126.5 (C» Trp and C; o,p-dimethoxybenzyi), 127.3 (C, Trp),
128.1 (Ce phenyl), 128.7 (Ca, Cs, Cs and Cs phenyl), 136.4 (Cs Trp), 140.9 (C; phenyl),
154.5 (Cq triazole), 155.0 (Cq triazols), 157.8 (C; 0,p-dimethoxybenzyl), 160.8 (C4 0,p-
dimethoxybenzyl), 171.7 (CO amide).

N-{(R)-1-(4-(4 5-phenethyl-4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-
yhethyl)-tetrahydro-2H-py 4. ide {C 184y

"H NMR (300 MHz, DMSO d°, 300°K):

&(ppmy} 1.20 (m, 1H, H tetrahydropyrane), 1.30 {m, 3H, H; and Hs tetrahydropyrane),
2.17 (m, 1H, H, tetrahydropyrane), 2.82 (m, 4H, CH,-CHo-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
Hz and 7 Hz, CH, BTp). 3.66 (s, 3H, OCH,), 3.72 (m, 2H, H, and Hs tetrahydropyrans),
5.08 (m, 2H, CHy-p-methoxybenzyl}, 5.26 (m, 1H, CH oTrp), 6.73 (s, 4H, CHar p-
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methoxybenzyl), 8.87 (t, 1H, Jo= 8 Hz, Hs Trp), 7.02 (m, 2H, H, and He Trp), 7.07 (d,
2H, Jy= 7 Hz, H, and Hg phenyt), 7.18 (m, 3H, H, H, and Hs phenyl), 7.30 (m, 2H, He
and H, Trp), 8.52 (d, 1H, J= 8 Hz, NH amide), 10.77 (s, 1H, NH indole Trp).

G NMR (75 MHz, DMSO df, 300°K):

8(ppm) 26.3 (CH,-CHy-phenyl), 28.8 (Cy and Cs tetrahydropyrane), 29.2 (CH; pTrp),
32.2 (CH,-CHy-phenyl), 40.7 (C, tetrahydropyrane), 44.8 (CH aTrp), 45.9 (CHxp-
methoxybenzyl), 55.5 (OCH,), 66.6 (C; and C; tetrahydropyrane), 108.8 (C; Trp), 111.7
{C7 Trp), 114.5 (Ca and Cs p-methoxybenzyl), 118.4 (C, Trp), 118.7 (Cs Trp), 121.3 (Cs
Trp), 124.5 {C; Trp), 126.7 (C4 phenyl), 127.2 (Cg Trp), 127.5 (C; p-methoxybenzyi),
128.8 (C; and Gy phenyl), 128.7 (C; and Cs phenyl), 127.8 (C, and Cg p-
methoxybenzyl), 136.4 (Cs Trp), 140.4 (C, phenyl), 154.7 (Cq triazole), 155.7 (Cq
triazale), 159.2 (C4 p-methoxybenzyl), 174.2 (CO amide).

N-{{Ry1-(5-{{ 1 F-indot-3-y)methyl)-4-(3-methoxybenzyl}-4H-1,2,4-triazol-3-yi}-2-(1 H-
indol-3-yi)sthyl)-2-aming-2-meth ide (G d 185):

*H NMR (300 MHz, DMSO d°, 300°K):

8(ppm} 1.19 (s, 3H, CH; Aib), 1.23 (s, 3H, CHa Aib), 3.14 {dd, 1H, J= 14 Hz and § Hz,
CHg BTrp), 3.34 (dd, 1H, J= 14 Hz and 9 Hz, CH, BTrp), 3.46 (s, 3H, OCHa), 3.72 (m,
2H, Cl-indols), 5.06 (m, 1H, CH aTrp), 5.14 (m, 2H, CHy-m-methoxybenzyl), 6.31 (s,
1H, H, m-methoxybenzyl), 6.32 (d, 1H, J,= 7 Hz, Hg m-methoxybenzyl), 6,77 (m, 3H,
Hg indole, Hs Trp and H, m-methoxybenzyl), 6.92 (m, 2H, Hg indole and Mg Trp), 7.02
{m, 2H, H, indole and H, Trp), 7.26-7.30 (m, 3H, Hs m-methoxybenzyl, H, and H,
indole, H, Trp), 7.41 (d, 1H, J= 8 Hz, H; Trp), 7.94 (brs, 3H, NH, Aib TFA salt), 8.87
{d, 1H, J= 8 Hz, NH amida), 10.73 (d, 1H, J= 2 Hz, NH indole), 10.85 (s, 1H, NH indole
Trp).

BC NMR (75 MHz, DMSO ¢, 300°K):

B{ppm) 21.7 (CHzindole), 23,5 (CHy Aib), 23.7 {CH; Alb), 28.9 (CH, BTrp), 45.5 (CH
oTrp), 46.2 (CH-m-methoxybenzyl), §5.2 (OCHs), 56.7 (Cq Alb), 108.2 (Cy indole),
109.8 (C, Trp), 111.7 (C; Trp), 111.9 (C; indole and C, m-methoxybenzyl), 113.7 (C,
m-methoxyb #), 118.2 (Cs m-methoxyb /), 118.4 (C4 Trp), 118.6 (C, indole},
118.9 {C; indole and Cs Trp), 121.2 (C; indole), 121.6 (Cq Trp), 127.1 (Cy Indole), 127.2
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(Co Trp), 1364 (Ce?m). QE:A?}A&J@)ES 5 (Cy m-methoxybenzyl), 154.2 (Cq

triazole), 156.3 (qui&w. 160.0 (C; m-methoxybenzyl), 171.8 (CO amide).

Table 1 Further ¥ with h and M$ data
5 {compounds no. 2, 3, 14, 16, 17, 19-22, 24, 26-35, 36-122, 124-126, 128-
166, 152-190):

No. Chemical name ESI-MS ESI-MS
{Chem Draw Uitra 8) {calculated) | found {M+H)}+]
2 (R)-N-{1-(5-(2-{1H-indol-3-yl)ethyl)-4- 559.3 560.4

phenethyl-4H-1,2,4-trigzol-3-yi)-2-(1H-indol-
3-yhethyl)-2-amino-2-methylpropanamide
3 (R}-N-{1+{5+{3-(1H-indal-3-yl)propyl)-4- 673.3 574.3
phenethyl-4H-1,2,4-triazol-3-y}-2-(1 H+indol-
3-yl)ethyl)-2-amino-2-methyipropanamide
14 1 (RIN-{1-(6-(3-(1H-indok-3-y)propyl)-4-{4- 637.2 638.1
bromobenzyl)-4H-1,2,4-triazoi-3-yi}-2-(1H-
indol-3-yl)ethyl}-2-aminc-2-
methylpropanamide
16 | (RIN-(1(5(3{ 1H-indol-3-yl)propyl-4-hexyl- 553.3 554.4
4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-ytJethyi)-
2-amino-2-methyipr i
17 | (R)}-N-(1-(4,5-bis(2-(1H-indol-3-y)ethyl)-aH- 598.3 599.2
1,2,4-triaz0l-3-y1)-2+( 1H-indok-3-yl)ethyl)-2-
amino-2-methylpropanamide
19 | (R}-N-(1-(4-(3-mathoxybenzyl)-5-phenathyl- 536.3 537.1
4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-yi Jethyl)-
2-amino-2-methylpropanamide
20 | (R}-N-(1-{4-{4-methoxybenzyl)-5-phenethyl- 536.3 537.3
44-1,2,4-triazol-3-yl)-24 1 H-indol-3-yethyl)-
2-amino-2-methylpi
(R)-N-{1-{5-(2-{1H-indol-3-y)ethyl)-4-(3,5- 605.3 §06.4

21
dimethoxybenzyl}-4H-1,2,4-triazol-3-yi)-2-
{1H-indoi-3-yhethyl)-2-amino-2-
methylpropanamide
22 {R)-N-{1-(4-(4-methoxybenzyl)-5-(3 §50.3 551.3

phenylpropyl)-4H-1,2 4-triazol-3-yi}-2-{ 1H-
indol-3-yljethyi}-2-amino-2-
methylpropanamide
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(RI-N-{1(4-{2-{1H-indiol-3-y)ethyl)-5-{3-(TH-
indol-3-yl)propyf}-4H-1,2,4-triazol-3-y1}-2-
{tH-indol-3-yl)ethyl)-2-amino-2-
methylpropanamide

6123

612.8

26

(R)-N-{1-(4(2-methoxybenzy!)-5-phenethyt-
4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-yljethyl)-
2-amino-Z-methylpropanamide

536.3

5371

27

{R)~-N-(2-{ 1H-indol-3-yi)-1-(4-{naphthalen-1-
yimethyi)-5-phenethyt-4H4-1,2,4-triazol-3-
yhethyh)-2-amino-2-methylpropanamids

556.3

557.2

28

(R)-N-(1-(5-(2{ tH-indol-3-yl)ethyl)-4-(3,4-
dichlorobenzyl}-4H-1,2,4-triazol-3-yI)}-2-(1H-
indol-3-yDethyl)-2-amino-2-
methylpropanamide

613.2

614.2

29

(R)-N-{1-(5-(2-( 1H-indol-3-yl)ethyl}-4-(4-
fluorobenzyl)-4H-1,2,4-triazol-3-yl}-2-(1H-
indol-3-ylethyl)-2-amino-2-

563.3

564.1

30

{R)-NA{1-{4-{&-fuorobenzyl)-5-benzyl-4H-
1,2,4-triazol-3-y1)-2-{ 1H-indol-3-yethyl}- 2~
amino-2-methyipropanamide

510.3

3

(R)-N-{1(5-(2-(1H-indol-3-yl)ethyl}-4(2, 4-
dimethoxybenzy!)-4H-1,2,4-triazol-3-yi)-2-
{1H-indol-3-yljethyl)piperidine-4-

631.3

32

(R)-N-{1~(5-(2-{ 1H-indol-3-yiJethyl}-4-(2.4-
dimethoxybenzyl)-4H-1,2,4-triazol-3-yl)-2-
{1H-indol-3-ylethylpiperidine-3-

831.3

631.8

33

(R)-N-(1-(4-(4-methyloenzyi}-6-(3-
phenyipropyl}-4H-1,2 4-triazol-3-yt)-2-{ 1H-
indot-3-yl}ethyl)-2-aminc-2-

methylprop i

534.3

535.4

34

(R)-N-{1-(5-(2-( 1H-indol-3-yljethyl)-4-{4-
methylbenzyl}-4H-1,2, 4-triazol-3-yl}-2-(1H-
indol-3-yhethyl)-2-amino-2-

559.7

550.9

36

(R)-N-(1-(5~(2-(1H-Indol-3-yljethy1)}-4-(2,4-
dimethoxybenzyf)- 4H-1,2,4-trlazol-3-yl}-2-
{1H-indol-3-yhethyl)piperidine-2-
carboxamide

631.3

631.8

37

{R)-N-(1-(4-(4-methyibenzyl}-5-phensthyl-
4H-1,2,4-triazol-3-yl}-2-(1H-indol-3-y)ethyl)-
2-amino-2-methylp i

5203

521.0
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38

(R)-N-(1-{5-{2-{ 1H-Indol-3-y)ethyt)}-4-(2,4-
dimethoxybenzyl}-4H-1,2,4-triazol-3-yl}-2-
{1H-indol-3-yl)ethyl)-2-aminobenzamide

639.3

639.8

39

{(R)-N-{1-{(5-benzyl-4-(pyridin-2-yimethyl)-
4H-1,2,4-triazol-3-yl)-2-(1H-indot-3-ylJethyl)-
2-amino-2-methylpropanamide

4933

493.9

(28,4R)-N-{(R)-1{4-{4-methoxybenzyi}-5-
phenethyi-4H-1,2,4-riazol-3-y1)-2-(1H-indo
3-ylethyl)-4-hydroxypyrrolidine-2-
carboxamide

564.3

565.0

41

(S}N((R}-1-(4-(4-methoxybenzy!)-5-
phenethyl-4H-1,2,4-triazol-3-y1}-2-( 1H-indol-
3-yljethyl)piperidine-3-carboxamide

562.3

563.0

42

{R)-N-{(R)-1-{4-(4-methoxybenzyl}-5-
phenethyl-4H-1,2, 4-triazol-3-yl)-2-{ 1 H-indol-
3-ylethyl)piperidine-3-carb

562.3

562.9

(RI-N-{1-{4-{4-ethylbenzyl}-5-phenethyl-4H-
1,2, 4411820 3-yi}-2- 1 H-indol-3-yfjethyl)-2-
amino-2-methylpropanamide

534.3

535.0

(R}-N-(1-{4-(4-methoxybenzyl)-5-phenethyi-
4H-1,2,4-triazol-3-yi}-2-(1H-indol-3-
yhethyl)piperidine-4-carboxamide

562.3

563.0

45

(R)-N-(1-{5-(2-(1H-indo-3-yl)ethyl)-4-(4-
methoxybenzyl)- 4H-1,2 4-triazol-3-yi)-2-( 1H-

indol-3-yljethyl)piperidine-4

601.3

602.0

(S)-N-((R)-1-(4-(4-methoxybenzyl)-5-
phenethyl-4H-1,2,4-triazol-3-yl)-2-{ 1H-indol-
3-yl)ethyhpyrrolidine-2-carboxamide

548.3

548.9

47

(R)-N-{(R)-1-(4-(4-methoxybenzyl)-5-
phenethyl-4H-1,2,4-trlazot-3-yl}-2-{ 1 H-indol-
3-yhethylpyrrolidine-2-carboxamide

548.3

548.9

{S)-N-({R)-1-{4-(4-methoxybenzyl}-5-
phenethyl-4H-1,2,4-triazol-3-y1}-2+( 1 H-indot-
3-yhethylipiperidine-2-carbaxamide

562.3

563.0

49

{R)-N-{(R}-1-{4-(4-methoxybenzyi}-5-
phenethyl-4H-1,2,4-triazol-3-yl)-2-(1H-indol-
3-yljethyipiperidine-2-carboxamide

562.3

562.9

50

(R)-N-(1-{4-(4-methoxybenzyl)-5-pt vl
4H-1,2,4-triaz0l-3-yi)}-2-{ 1H-indol-3-yl)ethyl)-
e )

508.3

508.9

51

(R)-N-{1-(4-{4-methoxybenzyl)-5-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-yl)ethyl)-
2-{pyridin-2-yi)acetamide

570.3

57.2
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t
N-{(R)-1-(4-(4-méthoxybenzyl)-5-fhenethyi-
4H-1,2,A-triazol-3-y1)-2-(1H-indol-3-yl)ethyl)-

2-{pyridin-4-y)acetamide

53

5703

5709

(R)}-N-{ 1-(4-(4-methoxybenzyl}-5-phensthyl-
4H-1,2,4-triazot-3-y1}-2~( 1H-indol-3-
yljethyljcyclohexanecarboxamide

561.3

§62.4

(R)-N-{1-(5(2+(1H-indol-3-yljethyl)-4-benzy)-
4H-1,2,4-triaz01-3-yl}-2-(1H-indol-3-
yljethyl)piperidine-4-carboxamide

5713

5725

(R)-N-{1-(842-(1H-indol-3-yl)ethyl)-4-benzyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indcl-3~
Yijethypiperidine-3-carboxamide

5713

572.4

(R}-N-(1-(4-(4-methoxybenzy!}-5-phenethyl-
4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-yljethyl)-
3-aminopropanaride

5223

5233

57

(S)-N-((R)-1-{4-(4-methoxybenzyl)}-5-
phenethyl-4H-1,2,4-triazol-3-yi)-2-{ 1H-indol-
3-yhethyt)-2-aminopr i

522.3

523.3

(R)}-N-{1-{4-(4-methoxybenzyl}-8-phenethyl-
4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-yl)ethyl)-
2-(pyridin-3-yl)acetamide

570.3

571.2

59

{R}-N-{1-(4-(4-methoxybenzyi}-5-phensthyi-
4H-1,2,4-triazol-3-yi)-2-(1H-indok-3-yl)ethyl)-
3-{pyridin-3-y)propanamide

5843

586.3

80

(R)-N-{1-(5(2-(1H-indol-3-y)ethyl)-4-benzyl-
4H-1,2,4-triazol-3-y1}-2-{ 1 H-indol-3-yl)ethy!)}-
2-{pyridin-2-yl)acetamide

5783

580.2

61

(R)-N-(1-(5~(2-(1H-Indol-3-yl)ethyl)}-4-(2,4
dimethoxybenzyl)-4H-1,2,4-triazol-3-yi)-2-
{1H-indol-3-yl)ethyl)-2-(pyridin-2-

638.3

640.5

62

(R}N-(1-(4-(2,4-dimethoxybenzyl}-5-
phenethy-4H-1,2,4-triazol-3-yf)-2-(1H-indoi-
3-yhethyl)piperidine-4-carboxamida

592.3

593.3

63

(R)-N-{(R)-1-(4-(2,4-dimethoxybenzyl}-5-
phenethyl-4H-1,2 4-triazol-3-yi}-2-( 1H-indol-
3-yhethyl)piperidine-2-carboxamide

582.3

593.3

64

{R)-N-{1-(4(2 4-dimethoxybenzy)-5-
phenethyl-4H-1,2,4-trlazol-3-yi)-2-( 1H-indol-
3-yl)ethyl)picolinamide

588.3

5872

65

{R}N-(1-4-(2,4-dimethoxybenzyl}-5-
phenethyl-4H-1,2,4-triazol-3-yi)-2-( tH-indol-
Byt isonicotinamide

586.3

56872
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{R)-N-{1{4-{2,4-dimethoxybenzyl)-5-
phenethyl-4H-1,2 4-triazol-3-yi}-2-( 1H-indol-
3-ylethylpyrazine-2-carboxamide

587.3

588.2

67

{R}-N-1-(4-(2,4-dimethoxybenzyl)-5-
phenethyt-d4H-1,2, 4-triazol-3-y1)-2-(1H-indol-
3-yliethypiperazine-2-carboxamide

593.3

594.2

68

{8)-N-{(R)}-1-(4~(2,4-dimethoxybenzyl)-5-
phenethyl-4H-1,2,4-trlazol-3-yl)-2« TH-indol

3-yllethypy 2

578.3

579.4

69

(R)-N-{1-(5-(2{ 1H-indol-3-yl)ethyl}-4-(2,4-
dimethoxybenzyl}-4H-1,2,4-trazol-3-yl)-2-
(1H-indol-3-ylJethyl)-2-aminoacetamide

577.3

578.0

70

(S)-N-{(R)-1-{5~(2-(1H-indol-3-yl)athyl)-4-
(2.4-dimethoxybenzyl)-4H-1,2,4-triazot-3-yl)-
2-{1H-indol-3-yl)ethyl)pyrroliding-2-
carboxamide

817.3

618.0

Kl

(R)-N-{-(5-(2-(1H-indol-3-yl)ethyl}-4-(2,4-
i }-4H-1,2,4-triazol-3-yl)-2
{1H-indol-3-vl)ethyl)pyrazine-2-carboxamide

626.3

8272

72

(R)-N-1-(5+(2+(1H-indol-3-ylethyl)}-4-(2,4-
dimethoxybenzy!}-4H-1,2,4-triazol-3-yi}-2-
{ 1H-indol-3-yhethyl)piperazine-2-
carboxarmide

632.3

633.2

73

{RI-N-{1-(5-(2-(1H-indol-3-yjethyl)-4-(2,4-
dimethoxybenzyl}-4H-1,2,4-triazol-3-yi)-2-
(tH-indol-3-yljethyl)pi i

625.3

626.3

74

{R)-1-(5-(2-(1H-indol-3-ylJethyl)-4-(2,4-
" benzyl-4H-1,2,4-triazol-3-y1)-2
{1H-indol-3 i

520.3

520.8

75

(R)-N-(1-{4-(2,4-dimethoxybenzyl)-5-
phenethyl-dH-1,2 4-triazol-3-y1)-2-( 1H-indol-
3-vljethyl)-2-aminoacetamide

538.3

539.3

76

(R)-N-{1-(4-(4 ™ y1)-5-ph )
4H-1,2 4-tiazol-3-yi}-2+(1H-indol-3-
yl)ethyl)pyrazine-2-carboxamide

557.3

558.0

77

{R)-N-{1-{(4-(4-methoxybenzyl)-5-phenethyl-
4H-1,2,4-triazol-3-yi)-2-{1H-indol-3-
yhethyllisonicotinamide

556.3

556.9

78

{R}-N-1-{4-(4-methoxybenzyl)-5-phenethyl-
4H-1,2,4-triazol-3-yt)-2{ 1H-indol-3-
yhethylpiperazine-2-carboxamide

563.3

584.0

79

{R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-
4H-1,2,4-triazol-3-y1}-2-{ 1H-indo-3-
yiethyl)picotinamide

556.3

557.3
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(R)-N-{ 1-{5-(2-{1H-indiok-3-ylethyl}-4-(4-
methoxybenzyl)-4H-1,2,4-triazok-3-yl)-2-(1H-
indol-3-yl}ethyl)picoiinamide

585.3

586.2

81

(R}-N-1-(5-{2-(1H-indol-3-ylethyl)-4-(4-
methoxybenzyl)-4H-1,2,4-friazol-3-yi}-2-{1H-
indol-3-ylJethyl)piperazine-2

602.3

603.3

82

{R)-N-(1-{4-(4-ethylbenzyl)-5-phenethyl-4H-
1.2,4-triazol-3-y1)-2-{ 1H-indol-3-yl)ethyl)-2-
(pyridin-2-yl)acetamide

568.3

569.3

83

(R)-N-(1-{4~(4-ethylbenzyl)-5-phensthyl-4H-
1,2,4-triazok-3-y1)-2-{ 1H-indol-3-
yliethybpiperidine-4-carboxamide

560.3

561.3

84

(R)-N-1-(4-{d-athylbenzy)-5-phenethyl-d4H-
1,2,4-4r1azol-3-y1)-2 1H-indot-3-
yl)ethylipiperazina-2-carboxamide

561.3

662.2

85

(R)-N-(1-(4-(4-ethylbenzyl}-5-phenethyl-4H-
1,2,4-triazol-3-yl)-2-(tH-indoi-3-
yljethyl)pyrazine-2-carboxamide

555.3

556.2

86

(R}-N-(1-(5-42-( 1H-indol-3-yljethyl)- 4-(2,4-
dimethoxybenzyl)-4H-1,2,4-triazol-3-y1)-2-
{1H-indol-3-ylethyl}-2-cis-
aminocyclohexanecarboxamide

6453

648.2

87

(S)-N{(R)-1+(5(2-(1H-indol-3-yNethyl)-d-(4~
methoxybenzyl}-4H-1 2 4-trigzol-3-yt)- 2—(1H-

801.3

6019

indol-3-yi)ethyt)pij ing-3:

(RY-N-{(R)-1-(5-(2-(1H-Indo}-3-yl)ethyl)-4-(4~
methoxybenzyl)-4H-1,2 4-triazol-3-y1)-2-(1H-
indol-3-yl)ethyl)piperidine-2-carboxamide

601.3

6022

89

(S)-NH(R)-1-(5~(2-(1H-indol-3-yl)ethyl}-4-(4-
methoxybenzyl)-4H-1,2,4-friazol-3-yl)-2-{1H-
indol-3-yi)ethy!)pyrrolidine-2-carboxamide

587.3

588.2

(R)-N-({R)- 1-(5-(2-(1 H-indoi-3-ylyethyl)-4-(4-
methoxybenzyl)}-4H-1,2,4-frlazol-’ &y1)-2-(1H~
indol-3-ylJethyl)pyrrolidine-2:

587.3

588.0

o1

(R)-N-{1-(5-(2-(1H-indal-3-yl)ethyl)-4-(4~
methoxybenzyl)-4H-1,2,4-triazol-3-yl)- 2-(1H~
indol-3-yhethyl)-2-(pyridin-2-y

609.3

610.0

92

(R}-N-(1-(5-(2-( 1H-indo}-3-yl)ethyl}-4-(4-
bromobenzyl}-4iH-1,2,4-triazol-3-yi}-2-(1H-
indol-3-yl)ethyl}-2-amino-2-

623.2

824.1

93

(R)-N-(1-{(5-(2-( 1H-indol-3-yliethyl)-4-(4-
methoxybenzyl)-4H-1,2, 4-triazoh-3-yi}-2-
phenylethyl)-2-amino-2-methyipropanarnide

536.3

536.9
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&

{R}-N-{2-(1H-indo}-3-yl}-1-{5-phenethyi-4-
(thiophen-Z-yImethyl) -4H-1,2, 4—mazol 3-
ylethylpiperiding-4-

538.3

538.8

85

(R-N-{1-{4-(2-(1H-indol-3-yljethyi)-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-indol-3-ymethyl}-4-methyl-
4H-1,2,4-triazol-3-y1)-2-(1 H-indol-3-yl)ethyl)-
2-gmino-2-methyipropanaride

4552

456.4

97

(R)-N-(14(5-(2-(1H-indol-3-yl)ethyl)-4-methyl-
4H-1.2.4triazol-3-y1)-2-(1Hindol-3-ylethyl):-
2-amino-2-methylpi

469.3

4702

a8

(R)-N-{1-(5-{{1 H-indol-3-yljmethyl-4H-1,2,4-
triazoh-3-yl}-2-( 1H-indol-3-yl)ethyl)-2-amino-
2 propanamide

4413

4421

93

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

5913

592.1

10

k=1

(R)-N-{1-(4-(2,4-dimethoxybenzyl)-5-methyl-
4H-1,2,4-riazol-3-yi)-2- (1vado! 3~yl)ethyl)—
2-amino-2-methylp

476.3

4774

10

(R)-N-(1-{5-((TH-indcl-3-yhimethyl)-4-(4-
methoxybenzyl)- 4H-1,2 4-triazol-3-yt)-2-(1H-
indol-3-ytjethyi}-2-amino-2-
methyipropanamide

561.3

562.3

102

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

552.3

553.2

10

@

(R) -N-(1-(5{3« 1H-indo}-3-y)propyl)-4-(2,4-
yi}-4H-1,2,4-triazol-3-yi)-2-
{1H-indal-3-yl)ethwyl)-2-amino-2-
methylpropanamide

619.3

620.2

104

(R)-N-{1-(5-{( 1H-indol-3-y)methyl}-4-
phenethyl-4H-1,2,4-trlazol-3-yl)-2-( 1 H-indol-

3-yhethyh)-2-amino-2- amide

545.3

546.4

105

{R}-N-{1-{5-benzyl-4-phenethyl-4H-1,2,4-
triazol-3-yi)-2-( 1H-indoi-3-yl)ethyl}-2-amino-
2-methylpropanamide

506.3

507.4

106

(RIN-(1-(5-benzyl-4-(2,2-diphenylethyl)-4H-
1.2,4-tiaz0l-8-y1)21HHindok-3-yjethyi)-2-
ino-2-methylp

582.3

583.3
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107 (R)-N-{1-(5-(2{ TH-hdol-3-yljethyl)-4-(2,2- 635.3 636.4

diphenylethyl)-4H-1,2,4-triazol-3-yl)-2-(1H-
indol-3-yljethyi}-2-amino-2-
methylpropanamide
(R)-N-(1-(4-(3 5-cimethoxybenzyl)-5-benzyi- 552.3 553.3
4H-1,2,4-triazol-3-yi)-2-{ 1H-indok-3-ylethyl)-
2Z-amino-2-methyipropanamide
(R)-N-{1-{4,5-dibenzyl-4H-1,2,4-triazol-3-yl}- 492.3 493.3
2-(1H-indot-3-yl)ethyt)-2-amino-2-
methylpropanamide
110} (R)-N-{1-{5-benzyl-4-hexyl-4H-1,2 4-triazol- 486.3 487.4
3-yi}-2-(1H-indol-3-yl)ethyl)-2-amino-2-
methylpropanamide
(R)-N-{1-(4-(2-{1H-indol-3-yl)ethyl)-5-benzyl 5453 548.2
41,2, 4-triazol-3-yi)-2-{1H-indol-3-yi)ethyl)-
2-amino-2-methylpropanamids
112 § (S)-N-(1-(4-(2,4-dimethoxybenzyl)-5-benzyl- 552.3 553.1
4H-1,2,4-triazol-3-yl}-2-(1H-indol-3-yiJethyl}-
2-amino-2-methylpropanamide
113 {R)-N-(1-{4-(3,5-dimethoxybenzyl)-5- 566.3 567.3
phenethyl-4H-1,2,4-friazol-3-yi)-2<{1H-indol-
3-yhethyl}-2-amino-2-methylpropanamide
{R)-N-(1-(4-(4-bromobenzyl)-5-benzyl-4H- 570.2 571.0
1,2,4-triazol-3-y1}-2-{ 1H-indot-3-yl)ethyi}-2-
amino-2-methylpropanamide
118 | (RMN-(1-(44{2-methoxybenzyi)-5-benzyl-4H- 522.3 523.0
1,2, 4-triazoi-3-yl}-2-(1H-indol-3- yl)ethyt) -2-
aming-2-methyip
116 {S)-N-(1-{4-(24-dimathoxybenzyl}-5- 566.3 567.0
phenethyl-4H-1,2 4-triazol-3-y1)-2-{1H-indol-
3-yllethyl)-2-amina-2-methylpropanamide
117 | (R)-N-(1-(4,5-diphenethyl-4H-1,2,4-triazo)-3- 520.3 521.1
yi)-2-(1H-indol-3-yl)ethyl)-2-amina-2-
methylpropanamide
118 (R}-N-{1{4-(34-dichlorobenzyl)-5-benzyl- 560.2 561.3
4H-1,2, 4-triazol-3-y1)-2-(1 H-indol-3-yl)ethyl)-
2.amino-2-meth i

10:

=3

10

@

11

11

Y

19| (R)-1-{5-(2-(1H-indol-3-yijethyi)-4(2,4- 4513 452.1
dimethoxybenzyl)-4H-1,2, Mnazol -3-y1}-2~
{1H-indot-3- e
120 | (R}-N-(1-(4-{4-methoxybenzyl)-5-benzyl-4H- 483.3 484.0

1,2 4-triazol-3-yf)-; 2‘phenylethyl)-2-am|no -2-
meth
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121 | (R)}-N-{1-(4 (&8t dbenkyF phenethyt 46— ' 5743 524.9
1,2,4-triazt 22 pn
a2ttt L 4 02
122 | (Ry-N-(1-{47F7 &-di yl) -5-phenethyl- 5742 5749
4H-1,2,4-triazol 3y ol 3—yl ethyl)-
2-8mino-2- met\y RAVVVV
124 | (RIN{1-(@-t@rhathyer yl)-5-b WITLE LI " E 5073
12, 4~tnazW2 (1_H mu?qng Ner2ta oY
125 ‘jﬁ‘F (3- 550.3 5513
pheny[prop Zﬂft:/ ﬁﬁ‘ P2-{1H- R
!nmth; pa ahide YSt\NeLy
126] (S)N-(1 ybenzyl)-5-benzyk 5223 523.4
1.2,A—triazm-indol-s-yl)emyl)—z
aming-R-methyloro, ] 23 IR W]
128 (R)-N(ﬁﬁ%yfmmﬁ'y 551.3 551.9
1,2,4-&ﬁazm Vol?yl)?’xﬁ& . 2 .
amf Sl [t
129 | (S)-N-{1-(4-( ybe ngthyl 536.3 537.0
4H-1,2,4-triazo! iﬁﬂd’ﬁmemw)—
2-aminc-2-methyl
130 (R)-N- (1—64-(4~methoxyphenexhyl)—5 550.3 551.0
phenethyl-4 d-gngzqt 3,]4;’ (14 @
3 yi)ethﬂ).z nd-meth paral 'C4e
131] (RYN-(2 ndol Syl)--{5-phenethyhd- . 5122 512.8
{thiophen-2- @hﬁ 2y4-wripgol-p )'
y!)ethyl)~2.;m|n -methylgr a 1
132 (R}N- z-(1liﬁ§§i$ iﬁ@enaﬂ+l VI .sdbs 508.4
(pyridin- R A7 .
yhethyl)- m mp 0} nﬁxdy‘{,
133 (R)-N-{-2-(1 _lndol SREEN egz(hyl -4~ 533.3 534.0
(pyridin- iyly2, B-tigfal-3-
yl)emxl)nm%nshneé parpoxamides — I\ /n 21—
134 | (S}N(R)-dy(Vetthibbnzet Shbdndind- [ Y [V 547.3
4H-1,2, E{ z Yl {4H-indol-3-
yleth di U-IZ xamide
135 | N((R)- 1-(4-(4-e(h Iby nzyl ph}%ﬂnzﬁo%a 507.3
1.2, 4-tnaz
’
amingacef
1868 N{R-HEE1 W%_E‘ﬁ),emytwft- 609.3 610.4
methoxybenzyl}-4H-1 2 4 -3-yi)-2-{1H-
indol-3-yheth (i it

4.1, 5"C
knf

'..tIN...'nzahoz:,
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o~ a

Rl
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137 | (2R}N-(R)-1-(4-(4-ethytbenzyl)-5-phenethyl- 550.3 5613
4041, 4B 201.3-y1)-2-(1H-indot-3-
yl)et:ﬁ): eridine-2-carboxamide
138 N((RH(«»@TMM Mrdelg -1 5543 5653
1,2,4-trlazol-3-yi}- 24 TH-indok-3-
fyl)ethyl)pxcollnamede
139 | N{(R)-1-(4(d-ethylbenzyi)-5- ;ene ’iww 7 I’S]qs‘s 570.3
1,2,4-trigz04- jB1-3-y) - -
i ,% 1% m-s.ﬁj I
140 | (2S)-NH{(R)*1-(4H Ntbemﬂ-pnen | 725203 5212
4H-1,2,4-triazol-3-y1)-2-{H-indol-3-y1) émyny
25gmipcpr C
141 ((R)1(4{4rethylbenzyl henethyM,H1 » 554.3 555.4
1,2,4% Hiindot-32 e
ﬂ;‘eﬁﬁ)ﬁ?ﬂwtgﬁmxda ’” rpl 0...
142 N((R)-24{1Hingord - t(-khenethyl& 518.3 519.3
phenyl-4H-1,2 k-triabo 3-% §I)p1pendme-
Fytmpoxbinidd- | '
143 | (28)-N-{(R)- 2+ hH-ir\dday!)-‘f-{S phep hyl- ”'564,3 505.1
‘$¥°1 ‘3 D
yhethy! ldlne-anrboxdml e " |ttt
1441 NA{(Ry-2-] m hg -4 4843 465.1
phenyl-§H-1 tnazol 3- )-2-
Eammodé@qm "'c
145 | N{(R)-2-(YHIndb3- yl)f(5-phene{hyl'—4» 5283 527.2
phenyl-ak-\ 2 W.trid M I}Rl(pyndm-
L6 e N
145 | N-{({R)-2-{1H-indol-3-yl)-1-(5-phenethyl-4- 5123 513.4
pHEhGIAH- ] 2IAHPAZ BT " r
yijethy!
147 | N-((RFT-{52Y1FI%Ad0N 2 yljethyl)-4-(4- 579.3 580.1
ethyiphe oG-y H
i e o A T
148 (R)-1 HAJetig- iy g 594.2
ethylphevjj;ﬁ‘p Zerazola' 2-(1H- NfRF
indol-3-vi ami
148] N ((R)-1gak(m-méog§g?:§;q+ 5313 5322
ethylphenyl)-4H-1,2,4-triazol-3- yl)~2 -(1H-
indol-3-yl)athyl)-2-
150 | (28)-N-{(R)-1{5-(2-(1H-indol-3-yl)ethyl)-4-(4- 5713 572.4
ethyiphenyl)-4H-1,2,4-triazol-3-y1)-2-(1H-
indoi-3-yljethyl)pyrrolidine-2-carboxamide
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152 | N-((R)-1-{5-{2-(1H-Indol-3-yl)ethyi)-4-(4- 547.3 548.0
methoxybeadfyDy 4-riazor-a-yi)-2-(1H-
indol-3-yl)ethyl)-2-aminoacetamide
153 | N-(({R)-1-{4] Z - r\E)(‘.) 576.3 577.2
41,2 A-triazob 3-yW-2-{(THeindol3yliethy!
2-trang- a_@ocyclohexanecarboxamide
164 | N{({R)-1-{4-{4-eth hyl-4H 568.3 569.3
A b 1, 11
{pyridin-3-yl)acetamide
185 | (38)-N-(Ry- 138 e AsfrdiTp-Apeend]- F T 5603 5615
4H-1,2 B-trigzok -y )2+ (1H indol-3- R
ys)ethyuggg_w F6x%Me - | | thi
156 | N({R)-1-(4 ’(4—ethy1benzyl)‘§ahenethyl~4H- 568.3 569.1
1,2,4-triazdi}- v -2- 1 ol 3ty jethyl)-2-
%n@ﬁobenza%; L -
157 | N-{(R)-1-(5-{2K 11 %}2 aﬁ-phsn .3 552.2
4H122—v}naz_zrj Y2 (TR-indois- " 1 ) il
gt 3 S
168 | N-{(R)-1-{5- i&'("rﬁ'mdou. et 5673 558.1
4H-1,2, 1H] 3 .
yl)athy! giv?and s -(zf!(?b q;rhcg' 1 l : 1 * N
159 N-{(RYRA 1 H-i 3%7—}314- 5723 573.4
dimethoxyphédyl H 2,4~
triazol-3-yhethyl)picoli
160 N-{(R)-2+( 1H-indol-3-yI}-1-(4-(2,4- 586.3 587.3
dimethoxyphenyl)-5-phenethyl-4H-1,2,4-
triazol-3-yi)ethyl)-2-{pyridin-2-yl i
161 N-({R)-2-{1H-indol-3-yi-1-(442.4 573.3 574.2
dimethoxyphenyl)-5-phenethyl-4H.1,2,4-
triazol-3-yhethyipyrazine-2-carboxamide
162 NA{(R)-2-{1H-indol-3-y1)}-1-(4-(2.4- 524.3 525.3
dimethoxyphenyl)-5-phenethyi- 4H-1 24~
triazol-3-yl)ethyl)-2-aminc
163 N-{{R)-2{ 1 H-indot-3-yIF1-(4-{2,4- 578.3 579.4
dimethoxyphenyl)-5-pt yi-4H-1,2,4-
triazol-3-vljethyl)piperidine-4-carboxamide
164 | N{(R}-1-(5-benzyl-4-((pyridin-2-ylimethyl)- 5133 5143
4H-1,2,4-triazok-3-yi)-2-(1H-indal-3-
yhethyl)pi
165 | N-{(R)-1-{5-benzy-4{{pyridin-2-ylmethyl} 465.3 466.4
4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-yl)ethyl)-
2-amino-acetamide
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166

N-((R)-1-(5-benzyl-4-({pyridin-2-ylmethyl)- 519.3 520.2
4H-1,2,4-triazol-3-yi)-2-(1H-indol-3-
ylethylpiperidine-4-cart ide

167

N-(R)-1~(5-benzyl-4-((pyridin-4-yljmetii)- 4933 4943
4H-1,2,4-triazol-3-y1}-2-{ 1H-indol- 3 -ylJethyl)-
2-amino-2-methyip

16

k-

N-{(R}1-{5-(4-methoxybenzy!}-4-pherethyl- 536.3 537.3
4H-1,2,4-triazol-3-yl)-2-( 1H-indok-3-yl)athyl)-
2-aming-2-methyipropanamide

168

N{(R}-1-(5-Denzyl-4-(({pyridin-4-ymethyl}- 5133 514.2
4H-1,2 4-triazol-3-yl)-2-(1H-indol-3-
ylethyl)picolinamide

17

o

N-((R}-1-(5-benzyl-4-((pyridin-4-ylymethyl)- 485.3 468.1
4H-1,2,4-triazol-3-yi)-2-(1H-indot-3-
yhethy)2-amino-acetamide

17

{R)-benzyl-3-(2-aminoiscbutyramido)-3-(5- 504.3 585.2
{2-(1H-indoi-3-yhethyh-4-(4-methoxybenzyl)-
4H-1,2,4-triazol-3-yl)-propanoate

172

N-{{R)-1-(5-benzyi-4-({pyridin-3-yimethyl}- 493.3 494.3
4H-1,2 4-triazol-3-y1)-2-{ tH-indal-3-yhethyl)-
2-amino-2-methylpropanamide

173

Ne((R)-1+{4-benzyi-5-phenethyl-4H-1,2,4- 506.3 507.3
friazol-3-yl}-2-{ 1H-indol-3-yi)ethyl)-2-amino-
Y )

174

N-((R}-2-1H-indo}-3-yl}-1-(4-methyl-5- 450.3 4513
phenethyl-4H-1,2 4-triazol-3-
yhethyl)pi

17

o

N-((R}-1{5-{2-{TH-indol-3-yl)ethyl)-4-phenyl 531.3 532.4
4H-1,2,4-triazol-3-yi)}-2-{ 1H-indol- 3 -ylJethyl)-

2-amino-2- yip

178

Ne((R)-1-{4-{4-methoxybenzyl)-5-phenethyl- 556.3 §58.2
4H-1,2,4-triazok3-yl}-2-( 1H-indo}-3-
yhethyhbenzamide

177

(R}-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl- 835.3 637.0
4H-1,2, 4—tnazoi 3-yl)-2- (1H-mdo! 3-ylFN-
1anesuifc i?

178

(R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl- 835.3 636.3
4H-1,2 4-triazol-3-y1)-2-(tH-indol-3-y1)-N-
tosylethanamine

179

N-{(R}-1-{4-{2,4-dimethoxybenzyl)-5- 566.3 567.2
phenethyl-4H-1,2, 4—mazol-3 -yi)-2- (1H-|ndul-

3-ylethyl)-2
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180

N-1-{(R)-1-(42,4-dimethoxybenzyl)-5-
phenethyl-4H-1,2,4-triazol-3-yl}-2-(1 H-indol-
3-yljathyl)ethane-1,2-diamine

5243

525.2

18

3

N-((R}-1-(4-({furan-2-yi)methyl}-5-phenethyl-
4H-1,2,4-triazol-3-y1}-2-(1H-indot-3-yhethyl)-
2-aminc-2-methy) i

496.3

497.1

182

N-((R)-1-(4((furan-2-yhmethyl)-5-phenethyi-
4H-1,2,4-triazo-3-y1)-2-( 1H-indol-3-
yhethypicoli

516.3

517.1

18

@

N-{(R)-1-{4-{{furan-2-yimethyl}-5-phenethyi-
4H-1,2 4-riazol-3-yi)-2-(1H-indol-3-
yhethylpiperidine-4-carboxamide

522.3

5232

184

N-{{R)}-1-{4-(4-methoxybenzyl)-5-phensthyi-
4H-1,2, 4-triazol-3-yl)-2-(1H-indol-3-yl)ethyl)-
tetrahydro-2H-pyran-4-carboxamide

563.3

564.2

185

N-((R)-1-(5-((1H-indol-3-yt)methyt)-d-(3-
methoxybenzyi)-4H-1,2,4-triazol-3-yi}-2-(1H-
indol-3-yl)ethyt)-2-amino-2-
methylpropanamide

561.3

562.2

186

(28)}-N-{(R)-1-{4-(4-methoxybenzyl)-5-
phenethyl-dH-1,2, 4-triazol-3-wi)-2-( 1H-indol-
3-yhethyl)-2-amino-3-phenylpropanamide

598.3

5991

187

(R)-1-{5~(2(1H-indol-3-yl)ethyl)}-4-(2,4-
dimethoxybenzyl}-4H-1,2,4-triazol-3-yl)-2-
{1H-indol-3-yl)-N-tosylethanarming

6743

875.0

188

189

N-{(R}-1-(4-(2,4-dimethoxybenzyl}-5~
phenethyl-4H-1,2,4-triazol-3-yi}-2-(1H-indol-
3-yljethyl)-4-azidobenzamide

626.3

627.3

Nbenzy-(R)- 1442, 4-dimethoxybenzyl)-5-
phenethyl-4H-1,2 4-triazol-3-yi}-2-( 1H-indol-
3-yhjethanamine

571.3

572.3

190

(28)-N-{(R}-1-(5-{2-{ 1H-indol-3-yl)ethyl)-4-{4-
methoxybenzyl)-4H-1,2,4-triazol-3-yi)-2-{1H-
indol-3-yl)ethyl}-2,5-dihydro-1H-pyrrole-2-

585.3

586.2
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15} GHS-R 1a Recéptor-ligaiid binding assay {membrane preparations from trans.
fected LLC PK-1 celis)

The GHS-R 1a receptor binding/affinity studies were performed according to Guer-
tavais et al. (J. Med. Chem. 2003, 46: 1191-1203).

Isolated plasma membranes from LLC PK-1 celis, a renal epithelial cell line originally
derlved from porcine kidneys (ECACC No. 86121112} (10 pg of protein), that were tran-
siently transfected with human GHS-R ta cDNA (Guerlavais et al., J. Med. Chem. 2003,
48: 1191-1203), were incubated in homogenization buffer HB [50 mM Tris (pH 7,3),

§ mM MgCiy, 2,5 mM EDTA, and 30 pg/mL bacitracin (Sigma)] for 60 min at 25° C
(steady-state conditions) with 60 pM 'I-His®-ghrein (Amersham) In the presence or
absence of competing compounds (compounds of the invention).

The binding affinity for @ach compound to be tested for the human GHS-R 12 was
measured by di of the radi ghrefin with § i ion:

of the test compound (10™'M to 10°M) (each experiment being performed in tripii-
cates).

Nonspecific binding was defined using an excess (10° M) of ghrelin. The binding
reaction was stopped by addition of 4 mL of ice-cold HB followed by rapid filtration over

Whatman GP/C filters prescaked with 0.5% polyeth imine to prevent

binding of radioligand 1o the filters. Filters were rinsed three times with 3 mL of ice-
cold wash buffer [50 mM Tris (pH 7.3), 10 mM MgClz, 2.5 mM EDTA, and 0.015% (w/v)
X-100 Triton], and the radioactivity bound to membranes was measured in a gamma-
countar (Kontron Analytical Gamma Matic, Automatic gamma counting system).

The concentration of test compounds required to inhibit radiolabelled ghrelin bind-
ing by 50% (ICs,) was determined by fitting competitive binding curves using non-linear
ragression (PRISM 3.0, Graph Pad San Diego, USA).

In the following table 2 results obtained for selected compounds of the invention

are p in parison o an ple of the prior art. IC; values given are the

mean of at least iwo independent i p in

Figures 1 - 13 show the measured competition plots of the GHS-R 1a Receptor-
tigand binding assay with "*1-His®-ghrelin and the selected compounds 8, 34, 39, 45,
50, 62, 64, 71, 73, 74, 79, 81 and 30.
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Feanl 00,00,;
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1 Iaolgm Elngiﬂéz (1H-indol-3-

3' ;3, [(RI-NH(1-(5-(2{ 1 -indol-3-yllethyl}-4-phenethyl-4H-1,2,4-
8
31

9.
Chemlcal name

triazol-3-yi)-2-( 1H-indol-3-yl)athyl)-2-amino-2-

M il G DU

U

%etﬁt@ﬁ@%m AAr i

propanamide

3 ;61

W ]

\
) (R)-N-(1-(8-benzyl-4-(naphthalen-1-yimethyl}-4H-1,2,4-
4 220 ftriazol-3-y)-2-{1H-indol-3-yhethyl}-2-amino-2-
methylpropanamide

{R)-N-(1-(B~2-{ 1 H-indo}-3-yJethyl)-4-(naphthalen-1-
5 125 lyimethyl)}-4H-1,2 4-triazol-3-yi)-2-(1H-indol-3-ylJethyl)-2-
amino-2-methylpropanamide

(R)-N-(14{5<{2~{1H-indol-3-yt}ethyi}-4-{3-methoxybenzyl)-
6 18 4H-1,2,4-triazol-3-yl)-2-(1 H-indok-3-yl)ethyl)-2-amino-2-
methylpropanamide

{(R)-N-{1-(4{3-methoxybenzyi)-§-benzyl-4H-1,2,4-triazol
7 120 |3-yl}-2-(1H-indol-3-yl)ethyl}-2-amino-2-
methylpropanamide

(R:N-(1-(5-(2-{1 H-indot-3-yl)ethyl)-4-benzyl-4H-1,2,4-
8 18 ltriazol-3-yi)-2-{1H-Indol-3-yl)ethyi)-2-amino-2-
methyipropanamide

{R)-N-{1-{5-{3-(1H-indot-3-y)propyi}-4-benzyl-4H-1,2 4~
9 48 triazof-3-yl)-2-{ 1H-indol-3-yhethyl}-2-amino-2-
methylpropanamide

(RI-N-(1-(56(3-(1H-indol-3-yi)propyly-4-(3-
10 32 methoxybenzyl)-4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-
yi)ethyl)-2-amino-2-methylpropanamide

{(R)-N-(1-{8-(3-(1H-indol-3-y!)propyl}-4-(naphthalen-1-
11 137 |yimethyi}-dH-1,2 d-triazol-3-yl)-2-(1H-Indol-3-yl)ethyl)-2-
amino-2-methylpropanamide
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12

(R)-N-{1-(5-(2-(1H-indol-3-ylethyl)-4-(4-methoxybenzyl)-
4H-1,2,4-triazol-3-yl)-2-(1H-indal-3-yiethyl)-2-amino-2-
methylpropanamide

138

(R)-N-(1-(4-{4-methoxybenzyl)}-5-benzyl-4H-1,2,4-triazol-
3-y1}-2-(1H-indol-3-y)ethy!)-2-amino-2-
methylpropanamide

14

150

{R)-N-(1-(5~(3-{ 1 H-indol-3-yi)propyl}-4-(4-bromobenzyt)-
4H-1,2,4-triazol-3-yl)-2(1H-indol-3-yhethyl)-2-amino-2-
methylpropanamide

15

120

(R)-N-(1-(5-(2{ 1H-indol-3-yl)ethyl)-4-hexyl-4H-1,2,4-
riazol-3-yl)-2-{ 1 H-indol-3-yl)sthyl}-2-amino-2-
methylpropanamide

18

240

[(R)-N-(1-(8-(3-(1H-indol-3-yl)propyl)-4-hexyl-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-yethyl)-2-amino-2-
methylpropanamide

{R}-N-{1-(4,5-bis(2-( 1H-indol-3-ylethyl}-4H-1,2 4-triazol-
3-y1}-2-(1H-indol-3-yhethyl}-2-aming-2-
methylpropanamide

83

{SFN-(1-{5-(2-{1H-indol-3-y))ethyl}-4-(2,4-
dimethoxybenzyl)-4H-1,2 4-triazol-3-yf}-2-(1 H-indol-3-
ylJethyl}-2-amino-2-mathyipropanamide

18

78

{R)-N-{1-{4-(3-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-yt)-2(1H-indoi-3-yhethy!)-2-amino-2-
methylpropanamide

20

{R)-N-(1-{4-{4-methoxybenzyl}-5-phenethyl-4H-1,2,4-
triazol-3-yl)-2-(1 H-indol-3-yhethyl}-2-amino-2-
methylpropanamide

21

203

(R)-N-(1-{5{(2 1H-indok-3-yl)ethy(}-4-(3,5-
dimethoxybenzyl)-4#-1,2.4-triazol-3-yl}-2-( 1 H-indol-3-
vijethyl)-2-amino-2-methylpropanamide

22

{R)-N-(1-{4-{4-methoxybenzy!)-5-(3-phenyipropyl)-4H-
1,2,4-triazol-3-y1)-2-(1H-indol-3-y))athy)-2-amino-2-
methylpropanamide

23

37

(RY-N-{1-{5-(3-(1H-indol-3-yl)propyl}-4-(4-
methoxybenzyl)-4H-1,2,4-riazol-3-y1)}-2-(1 H-indok-3-
vi)ethyl)-2-amino-2-methylpropanamide

24

29

(RFN-{1-(4-(2{ 1H-indol-3-ylJethy!}-5-(3-(1H-indol-3-
yl)propyt)-4H-1,2,4-triazol-3-yl}-2-( 1 H-indoi-3-yl)ethyi)-2-
amino~-2-methylpropanamide
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133
) 2-(Hy-i }-4-(2-methaxybenzyl)-
£ (383 @'iit lg gﬁt@&ayl Jethyl)-2-amino-2-
methy'l‘empanam!da
4010
2% J-?i‘j A}LNQ-(l%Z rﬁbm%%&‘a@ganelhyﬁ;H 1,2,4-
3. 3333& -indol-3-yl)ethyl)-2-amino-2-
(R)-N-{2-(1 Hvil; 3-yl)-1-(4-(naphthalen-1-yimethyl)-5-
27 " *128 " "iphérethyi-AH-t ) 2,4-riazol-3-yl)ethy)-2-amino-2-
3r./TT3e1 443133
(2 Ok3-yhelhyl)-4-(3,4-
» 333k %%%% B i o 1Hinc
PN )ethyl)—2-ammo«Z—methytpropanamode
O, ) R aé)\?d'-(sﬂw-/ indol-3-yh)ethyl)-4-(4-fluorobenzyty-4H-
29 6, 1 {1 -yljethyt)-2-amino-2-
-4426446,86 614"
&Z REW-(1-(-(4-luorobenzyl)-5-benzyl-4+-1,2, 4-triazol-3~
36 1 ylB-(1 Hndol-3-yiethyl)-2-amino-2-methylpropariamide
Q- . QU
I e e T e T
. ] yl Fi -3-y1y-2-(1 H-indol-3
y3 3RS B B
ik indol-3-yl)ethyiy4-(2,4-

32 1T1J1 ime c;!?y%é&éy -4H-1,2,4-triazol-3-yl)-2-(1H-indoi-3-
'yljethyl)piperidine-3-carboxamide
{R)-N-(1~(4-{4-methylbenzy!)-5-(3-phenyipropyl}-4H-

33 30 1,2,4-triazol-3-y1)-2(1H-indol-3-yl)ethyl}-2-amino-2-
{R)-N-(1-(5-(2-( 1 H-indol-3-yl)ethyl}-4-(4-methylbenzyl)-

34 28 |4KH-1,2,4-iriaz0l-3-y1)-2-{ 1H-indol-3-yi)ethyl)-2-amino-2-
methylpropanamide
(R)-N-(1-(52-( 1 Hrindol-3-yl)ethyi)-4-(2,4-

36 53 dimethoxybenzyl)-4H-1,2,4-triazol-3-yl)-2-(1H-indol-3-
ylethyl)piperidine-2-carboxamide
(R)-N-{1-(4-(d-methylbenzyl)-5-phenethyl-4H-1,2,4-

37 136 |triazol-3-yl}-2-(1H-indol-3-yhethyl}-2-amino-2-
methylpropanamide
[(R)-N-(1-(5-(2{ 1 H-indol-3-yl}ethyl}-4-(2,4-

38 112 [dimethoxybenzyl}-4H-1,2,4-triazol-3-yi)-2-(1H-indo}-3-
yhethyl)-2-aminobenzamide




WO 2007/020013

W,310-.3.,:¢3703)
13,63 -1433,

1.13

tr q N 3 3 PCT/EP2006/007945

613612:3:313,i,33

40

333},

RY-N-((R) enzyl)-5- phenethyl -4 H-
gjnazol-iggga -3 yl ethylj-d-

hydroxyp

41

(S)-N-((R)-1-{4-(4-methoxybenzyl)-5-phenethyi-4H-1,2,4-
itriazol-3-yl}-2-(1 H-indod-3-yl)ethyl)piperidine-3-
carboxamide

42

{R)-N-((R)-1-(4-(4-methoxybenzyl)-5-phensthyl-4H-1,2,4-
triazol-3-yl)-2-(1H-indol-3-yl)ethyt)piperidine-3-
carboxamide

43

(R)-N-(1-{4-(4-ethylbenzyl)-5-phenethyl-4H-1,2,4-triazol-
3-y1)-2-( 1 H-indot-3-yhethyl)-2-amino-2-
methylpropanamide

44

0.6

(R)-N-{1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4~
triazol-3-yi)-2-(1H-indol-3-yl)ethyl)piperiding-4-
carboxamide

45

03

(R)-N-{1~(5-(2-{1 H-indol-3-yi)ethyl)-4-{4-methoxybenzyl)-
4H-1,2,4-trazol-3-y1}-2-(1 Heindol-3-yliethylipiperdine-4-
carboxamide

46

{S)-N-((R)}1{4-(4 hoxyb 4H-1,2,4-
triazoi-3-yl)-2-(1H-indol-3-yl)ethyl)p: yrmhdlne-z-
carboxamide

47

27

{R)-N-{{R)-1-(4-{4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-yi)-2-(1H-indoi-3-yl)ethyl jpyrroliding-2-
carboxamide

{S)-N-{(R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-y1)-2-(1H-indol-3-ylethyl)piperidine-2-
carboxamide

49

23

(R-A{(R)-1H{ - d-methorybenzyl S-phenethyb-4t1,2,4-
triazol-3-yl)-2-( 1H-indol-3-yl)ethyi)piperidine-2-
carboxamide

50

56

(R)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-yt)-2+(1H-indol-3-yiJethyl)-2-aminocacetamide

&1

(R)-N-(1-(4-(4-methoxybenzy!}-5-phenethyl-4+-1,2,4-
riazol-3-yi}-2-( 1H-indol-3-yhethyi-2-(pyridin-2-
ylacetamide

53

(R)-N-(1-(4-{4-methoxybenzyl}-5-p V41,24
triazol-8-yl}-2-( 1H-indol-3-
vhethylcyclohexanecarboxamide
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54

, 38 3k

(R); (542-{1Heindol-3- -yethyl)-4-benzyl-4H-1,2,4-
YI}-2-{ 1H-indol-3-yhethylipiperiding-4-
carboxamnde

(0. OO

&5

v

3233

d D44 0 N
R?—lg! —(gzkfkﬁb?&vf?ethyl -4-benzyl-4H-1,2,4-

-namg {1H-Indot-3-yl)ethyl)piperidine-3-

56

59

(R)-N-{1~(4~(4-methoxybenzyl}-5-phenethyl-44-1,2,4-
triazol-3-yl)-2-(1H-indol-3-yljethyl)-3-aminopropanamide

57

140

(S3-N-(R)-1-(d-{d-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-yl)-2-{1H-indol-3-yi)ethyl)-2-aminopropanamide

58

29

(R)-N-{1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-
triazol-3-y)-2-(1H-indol-3-yhethyl)-2-{pyridin-3-

59

(R)-N-{1-(4-(4-methoxybenzyl)-5-phenethyi-4H-1,2,4-
triazol-3-yi)-2-(1H-indol-3-yhethyl)-3-(pyridin-3-
ylipropanamide

]

61

(RY-N-(1-5-(2-{ 1 Hindol-3-yljethyl)-4-benzyl-4#-1,2,4-
triazol-3-yl)}-2-( 1H-indol-3-yl)ethyl}-2-(pyridin-2-
yiacetamide

61

34

(R)-N-(1-(5-(2-( 1H-Indol-3-yl)athy})-4-{2,4-
dimethoxybenzyl)-4H-1,2,4-triazol-3-y1)-2-(1 H-indol-3-
ylJethyl)-2-(pyridin-2-ylacetamide

62

0,9

(R)-N-(1-(4-(2,4-dimethoxybenzyl)-5-phensthyi-4H-1,2,4-
triazol-3-yl)-2-( 1 H-indol-3-y)ethyl)piperidine-4-
carboxamide

83

210

(R)-N-{{R)-1-{4+(2.4-dimethoxybenzyl)-5-phenethyl-4H-
1,2,4-triazol-3-yi}-2-(1H-indol-3-ylJethyl)pipetiding-2-
carboxamide

84

(R)-N-(1-(4-(2,4-dimethoxybenzyl)-5-ph 4H1.2.4-
triazol-3-yi)-24{ 1H-indol-3-yl)ethyl)picolinamida

65

{R)-N-(1-(42,4-dimeth H-1,2,.4-
triazol-3-y1)-2-(1H-indot-: &yl)ethyl):somcotlnamrde

(R)-N-{1-(4-2 4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-
triszol-3-yl)-2-( 1H-indol-3-yljethylpyrazine-2-

{carboxamide
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1 L L 1)-5-phenethyl-4H-1,2, 4
a7 o ’ 33 . \ﬁﬁ%ﬁmﬁﬁ yl)-piperazing-2-
333-f |<|4 233( 3.3
S)’ A é 2, 4-ciMethosybenzyl)-6-phenethyl-4H-
68 3 ’8 3 |a 2-(1 H-indol-3-ylethyhpyrroliding-2-
o y 39 %Lmynuz 4
69 d|meth L 454-1,2,4-triazol-3-yi)-2-( 1 H-indol-3-
N 3 yieth: rgl amide
(SINA(R)-1-(B-(2-(1 H-indok-3-yl)athyl)-4-(2,4-

70 3 dimethoxybenzyi)-4H-1,2 4-triazol-3-yi}-2-{ 1 H-indol-3~
yl)ethyl)pyrrolidine-2-carboxamide
(R)-N-(1-(8-(2-(1 H-indol-3-yhjethyl}-4-(2,4-

2l 19 dimethoxybenzyl-4H-1,2,4-triazol-3-yl)-2-(1 H-indot-3-
yiethylpyrazine-2-carboxamide
(R)-N-(1-(5+(2-{1H-indol-3-yl)ethyl)-4-(2,4-

7z 32 dimethoxybenzyl}-4H-1,2,4-triazof-3-ylj-2-(1 H-indoi-3-
yllethyl)-piperazine-2-carboxamide
{R)-N-{1{5-(2-(1H-indol-3-yl)ethyl)-4-(2,4~

73 1,8  [dimethoxybenzyl()-4H-1,2,4-triazol-3-yl)-2-(1 H-indol-3-
yl)ethyi)picolinamide
(R)-N-{1-{4-(2,4-dimethoxybenzyl}-5-phenethyi-4H-1,2,4-

75 140 ltriazot-3-yl)-2-(1 Hrindol-3-yliethyl}-2-amincacetamide
(R)-N-{1-(4-{4-methoxybenzyl)}-5-phenethyl-4H-1,2,4-

76 14 triazol-3-yt)-2-(1H-indol-3-yl)ethyi)pyrazine-2-
carboxamide
(R) N (1A(4{4-me!hoxybenzyl)-5—phenethyl 4H-1,2,4-

” 119 1-3-y1)-2-(1 H-indcl-3-y1 inamide
(R)-N-{1-(4-{4-methoxybenzyl}-5-phenethyl-4+-1,2,4-

78 54 triazol-3-yi)-2-{1H-indol-3-yl)ethyl)-piperazine-2-
carboxamide
(RI-N-(1-(d-(d-meth Vi)-5-p yi-4H-1,2,4-

79 a7 triazol-3-yl)-2-{1H- |ndol 3 yl)ethyl)p«cohnamrde
(R)-N-{1(5-(2-(1H-Indol-3-ylJethyi)}-4-(4-methoxybanzyl)-

80 19 [4H.1,2 4-triazol-3-yi)-2-(1H-indol-3-yljethyl)picolinamide
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81

(R) H-indol-3-yijethyl}-4-(4-methoxybanzyl)-
2 8 H-ﬁ{' &gg;; -3-yl)-2-( 1 H-indol-3-y)ethyl)-piperazine-2-

ca) rboxamlde

82

A0
49o/% (d YT -(4~(J:\h$f6énzyl)-5»phenemyl-4H-1 12,4-triazol-
51 [3yi)-2-(1H-indol-3-yl)ethyl)-2-(pyridin-2-yl)acetamide

83

(R)-N-(1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2,4-triazol-

19 3-y1}-2-( 1 H-indok-3-yl)ethyl)piperidine-4-carboxamide

84

(R)-N-{1-{4-(4-ethylb 15 hyl-4H-1,2,4-triazol-

247 [3y)-2(1HIndol-3- -yi)ethyl)- piperazin-2-carboxamide

85

89

(R)-N-(1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2 4-triazol-
3-yl)-2-(1H-indol-3-y)ethyl)pyrazine-2-carboxamide

86

(R)-N-(1-(5-{2-(1H-indol-3-yl)ethyl)-4-(2,4-

143 dimethcxybenzyl) -4H-1,2,4-triazol-3- yl) 2—(1H -indol-3-

yhethyl)-2-c yelohexar

87

(S)-N-{{R)-1-(5~(2-( 1 H-indlok-3-ylYethyl)-4-(4~

10 methoxybenzyl)-4H-1,2 4-triazol-3-yi}-2-{ 1H-indol-3-
yi)ethy))piperidine-3-carboxami

88

{R)-N-{(R)-1-{5-(2-(1H-indol-3-yl)ethyl)-4-(4-

28 imethoxybenzyl}-4H-1,2,4-triazol-3-yl)-2-(1 H-indol-3-

yl)ethyl)piperidine-2-carboxamide

89

(S)-N-((R)-1-(5-(2-{ 1 H-indlol-3-yl)ethyl)-4-(4-

9 methoxybenzyl)-4+-1,2,4-triazol-3-yi)-2-( 1 H-indol-3-

ylJethyl)pyrrolidine-2-carboxamide

90

(R)-N-((R)-1+(5-(2-{ 1 H-irdlol-3-yl)ethyl)-4-(4~

28 imethoxybenzyl}-4H-1,2,4-triazol-3-y1)-2-(1H-indoi-3-

yhethylypyrrolidine-2-carboxamide

81

{R)-N<{1-(82~( 1H-indol-3-yl)ethyi}-4-(4-methoxybenzyl)-

11 4H-1,2,4-triazol-3-y1)-2-{ 1 H-indol-3-yl)ethyl}-2-{pyridin-2-

yl)acstamide

92

(R)-N-(1-(5-(2-(1 H-indoi-3-yl)ethyl)-4-(4-bromobenzyl}-

200 |4H-1,2,4-iriazol-3-yl)-2-(1H-indol-3-yletryl)-2-amino-2-

94

255

{R)-N-{2-(1H-Indol-3-y1)-1-(5-phenethyl-4-(thiophen-2-
yimethyi)-4H-1,2 4-triazol-3-yljethyl)piperiding-4~ -
carboxamide
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-180-
e32-
144,( di 2y1)-5-benzyl-4H-1,2,4-
108 C4N Ty &myiﬂ-ammu-z
N 3 3 r;sthygl?f ﬁamlde
T 7{)-"\1\-{1«(5:6-(1H-indo!-avyl)ethyl)4—(4-methoxybenzy!)—
136 120 3-yD2-( 1 Htindol-3-yl)ethyl)-2(pyridin-4-
338, BB
. i henethyl-4H-1,2,4-triazol-
138 § Qlyl) 2‘(’(H‘mdo!-3-y)ethyl)pa-c%lmamnde
'20 '1 SSi-a
11 N—((R)—Z—UH-indal—3»yl)—1—(5~phenemy|~4—phenyl-4H-
146 105 14,2,4-triazol-3-ylethy}picolinamide
N-((R)-1-(8-{2-{1H-indol-3-yl)ethyl)-4-(4-sthyiphenyl)-4H-
147 49 112 d-triazol-3-yl)2-(1 H-indol-3-yhethyl)picolinamids
INH{(R)-1-(B-(2-{ 1H-Indol-3-yl)ethyl)-4-(4-ethylphenyl)-4H-
148 96 |1,2,4-trlazol-3-yl}-2-(1H-Indol-3-yljsthyt)-2-(pyridin-2-
yhacetamide
N=-((R)1-(5+(2+( 1 H-indol-3-yi Jethyi)-4-(4-methoxybanzyl)-
152 138 [4H-1,2, 4driazol-3-yl)-2-{ tH-indai-3-ylethyl}-2-
aminoacetamide
(38)-N-((R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4k-1,2,4-
155 188  [triazol-3-yi)-2-(1+-indol-3-ylethyl)piperidine-3-
carboxamide
N-{(R)-1-(B~(2-(1H-indal-3-yl)ethyl}-4-phenyl-4H-1,2,4~
157 160 ltriazol-3-yi)-2-(1H-indol-3-yl)ethylipicolinamide
NH{(R)-1-(5-(2( 1 H-indo-3-yethyt}-d-phenyl-dH-1 2,4~
158 70 itriazob-3-yi}-2-(1H-indol-3-yljethyl)piperidine-4-
carboxamide
IN-{(R}-2-(1H-indol-3-¥1)-1-{4-(2,4-dimethoxyphenyi)-5-
158 33 +4H-1,2,4-triazol-3-yllethyl)picolinamide
Ne{(R)-2-(1H-indol-3-yl)- 1-{4-(2,4-dimethoxyphenyi)-5-
160 121 iphenethyl-4H-1,2 4-triazol-3-yl)ethyl)-2-(pyridin-2-
ylacetamide
N ((R)-z -{1H-indol-3-yi)- 1-(4-(2, 4-d|methoxypheny!)
163 63 ip 4H-1,2,4-triazol-3-yt iperidine-4-
N-{(R)-1~(5-benzyl-4-{(pyridin-2-y)methyl)-4H-1,2 4~
164 207 ltriazol-3-yl)-2-{1H-indol-3-yl)ethylpicolinamide
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WO 2007/020013 I PCT/EP2006/067945
aasssass!Saa-sts,
s3sts.s. QS as
Rpd-{4-henzyl nethyl-4H-1,2,4-triazol-3-yt)-2-
15| a8, A RIS Darmetimopananiis
84 S - 1-(5-(2-{ 1 H-indol-3-yl)ethyl)-4-phenyl-4H-1,2,4~
175 140 _ lrlazoi-3-yh)-2-(1H-indol-3-ylethyl)-2-aminoc-2-
<H38Bx+=rteq ], St
! H{(Ry-144-( Y 1)-5-pl -4H-1,2,4-
. a&'3 riazol-3-y1)-2-(1H-indol-3-yljethyl)benzamide
2., .S0@:33 3 IAG R 5 shenstryisrir 2.4
179 65 triazol-3-yl 2-(1l-.l—indol-s-yl)ethyi)‘2~amlno-2-
.assyagraene
= ) « BhiIAR)1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-
180 3::2‘3%,_ 3-yl}-2-(1H-indol-3-yhethyljethane-1,2-
P s Jilo Lo Y o Xho Mo Y @ PPN
e LPTOI0 d,\)\)\iﬂc
182 53 N-{(R)-1-{4-{{furan-2-yi)metiyi)-5-phenethyl-4H-1,2,4-
-t -(1Fndol-3-yhethyl)picoiinamide
3,3:] rédéi\\/)#’( Andol-3-yijetrylp
IN-((R}-1-(4-(4-methoxybenzy!)-5-phenethyi-4H-1,2 4~
184 58  |tiazol-3-y1)-2-(1H-indol-3-yl)ethyl)-tetrahydro-2H-pyran-4-
carboxamide
(28)-N-{(R)-1-(4-(4-methoxybenzy! -5-phenethyl-4H-
186 176 11 ,2,4-triazol~3-yl)72‘(1H~indol—3-yl)e(hyl)-2~amino-s-
{R)-1-(5-(2-(1 H-indol-3-y1 Jethyl}-4-(2 4-dimethoxybenzyl)-
87 66 14H-1,2,4-triazol-3-yi)}2-( 1 H-indo}-3-yl)-N-tosylethanamine
N-((R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4~
188 87 liriazol-3-yl)-2-{1H-indol-3-yl)ethyl)-4-azidobenzamide
(2S)-No{(R)-1-(B-(2-{1H-indiol-3-yi)ethyld-{4-
180 12 methoxybenzyl}-4H-1,2,4-triazol-3-yi}2-( 1 H-indok3-
yiethyi}-2,5-dihydre-1H-pyrrole-2-carboxamide
Exampla 39 (R)-N-(1-{5-(tert-butylthio}-4-{furan-2-yimethyl)-4+-1,2,4-
WO 00754728 | & 5000 (triazol-3-yl)-2-(1H-indol-3-yhethyl)-2-amino-2-
A2 methylpropanamide
Example 8 from : ;
(S)-N-(1-{4-benzyl-5-(tert-butylthio)- 1,2, 4-triazol-3-yl)-2-
wo 02254'729 ca. 20000 (benzyloxy)ethyl)-2-amino-2-methylpropanamide
ca. 3000 {R)-N-(1-(1-methylpropanoate-tetrazol-5-yl)-2-( 1H-indol-

Example 3 from
WO 00/54729
A2

3-ylyethyl)-2-amino-2-methylpropanamide




5513.
,.Z31-,<S3i33-1-y

WO 2007/020013 7323 3 ’ 333_ PCT/EP2O06/607945
3'r?3, 3333”33"-3-3

Example from
page 175, 3}8&3&&%5&) -2(benzyloxy)ethyl)-2-
WO 00/54729 3& 25 amino-2-methylpropanamide
A2 |'22R'Q At

LIRS A A R i i 8

?:Nw.333343z
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3.13.3,,,x334

1t} #n vitro intraceliular Calcium release assay uslng human GHS-R 1a trans-

fected CHO cal@ 33 3} 3 33
3.333:7,3133:
The potential GHS receptor activity

ol R i ion to mod
was assessed by Sﬁmﬁ htr%éehggalclg; release assay employing CHO cells
that were transfecﬂ w@ h@@g!svigag ? S

Release of intrtj g 3 ion thereof was using the
fluarescent calcium Thdi Q‘(F‘? P‘?{) and Fluo-4 AM.

CHO celfs (CHO-KI Chinese Hamster Ovary cell line, ATCC No. CCL-61) were
transiently transfected with human GHS-R 12 cDNA by electroporation and plated into
96-well black bottom plates (Corning 3603} (80,000 cellsiwell), Transient transfections
were performed using the Easyject Optima Electroporator (Equibio), according to the

manufacturar’s instructions.

Transfected cells were grown in Dulbecco’s modified Eagle’s medium without phe-

nol red, with 10% (v/v) nor ial amine acids, 2 nM glutamine and
streptomycin-penicillin (250 pg/m|-250 w/ml) {all purchased from Cambrex) at 37°C, 5%
CO; in a humidified atmosphere for 24 hours.

After incubation, transfected cells were washed with 150p1 Buffer A [Hanks' bal-
anced salt solution (Sigma H-6648), 0.5% {v/v) BSA (Sigma A-7908), 20mM CaCl,,
2.5mM probenecid {pH 7.4, dissolved in 1M NaOH) (Sigma P-8761)] and were then
icaded with fluorescent calcium indicator Fiuo-4 AM (10°° M) (Interchim UP72672) pre-
pared in Buffer A, additionally containing 0.06% pluronic acid (Molecutar probes P-
6867) (a mild-ionic detergent which facilitates Fiuo-4AM ester loading).(Loading: 1004
per well of Buffer A containing 120ut/mi Pluronic Acid and 1 uM Fluo-4AM was added
to the cells).

After loading with Fluo-4 AM, transfected cells were incubated for 1 hour in the dark
at37° C.

Compounds o ba tested were dissoived in Buffer A in triplicates at a concentration
of 10°° M and distributed into another 96-weli plate (Fisher Labosi A1210500).
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?,a}33.,33..1333;
Following mcubatlo BXCeSS ng -4AM was removed 100t of Buffer A was added
t0 each wall at roorT >p d by This was

then repeated, beggd&g 58181&\'# to eacsval
Transfected cmgb zroom L perature for 30 min to allow
complete de-ester ' indr Ia)

Subsequently,:tiosw@l‘;ltbéblé@ﬁo}tpmtsaéﬂg transfected cells and

the microtiter plate b s to be tasted, were then placed into a
tempsralure-regu!at‘g (Zécﬁ:léxéa\én machine {(benchtop scanning fluorometer

Flex Station i, Moﬁ:;)]é]_g\@_s,_ 8’\;1@4 _Ca!ifom(a, USA) for fluorescence output

measursments.

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 fluorescence ocutput 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 d cells without to be
tested varied between 800-1200 arbitrary units, whereas maximal fluorescence output
of dye-loaded transfected cells upon incubation with the compounds {o be tested varied

betwaen 5000-7000 arbitrary units and was equivalent to that achieved by stimulation
of dye-foaded transfected cells with 10° M ghretin,

For gach compound to be tested change in fluorescence output upon addition of
the respective compound was compared with the basal fluorescence output measured
with a negative control, L.e. addition 50 ! 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 1o the basal level (0%) and the maximum lavel (100%)
achieved with 1 pM ghrelin.

For the compounds to be tested that were identified as GHS receptor agonists,
ECq and Kl values were detsrmined using a dose-response curve.
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As for the compounds to be testa]d- that' Were identified as GHS raceptor antago-
nists, ICs and Kb &nt pr_:lglésociaﬁon constant) values were determined using
antagonist inhibitignrenryes, in the prese 107 i (submaximal concentra-
tion). ICsp valuss WBGBMHNM B3 the Mdia) mﬂcfria niof GHS receptor antago-
nist that reduced tVrNimal responss of ghrefin by 50%. Kb values were estimated

using the Cheng-Prusoff E’gu tion (Lazareno S a.qd Birgsall T, Trends Pharmacol Sci.
1993, 14(6):237-2 ).6 . 4 1 . Ti74 e B
K=K;+.  S7%

Figures 14 - AGhow Etaieﬂated;‘]ose—lespo_nse plots of the in vitro intraceliular
Calcium release assay with hulnan’ GHS™R 1a transtecled CHO celis of the selected
compounds 1, 9, ;1’2,’2:0>2:|_3;1|V81, 142, 45, 46, 47, 48, 49, 50, 51, 55, 62, 64, 67,
74,73, 74, 79, 81, 90 and ghrelin as well as individual ECs and K| values for agonistic
compounds and 1Cs and Kb values for antagonistic compounds.
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-1
vy g i vlvo G in pla male rat pups
PP
GH plasma CWOSIMDOKJ- m&lﬂ\ Jus were assayed to characterize the

modulation effect Sviiﬁtxc df agonistic) of the compounds of the invention being
GHS receptor anal

igands.

In principle, assaying in vivo GH concentration in rat plasma was performed ac-
cording to Torsello et al. (Eur. J. Pharmacol. 1998, 360: 123-129).

Male Sprague-Dawiey rat pups (Charles River, Calco, Htaly) were separated on
postnatal day seven from their mothers and randomly redistributed to the dams, so that
each one nurured ten to twelve pups. On postnatal day fen, the pups were again sepa-
rated from their mothers,

The compounds to be tested were dissolved in solvent [DMSO (0.4% of totai vol-
ume), distilled water (4 % of total volume), brought to the final volume with physiologi-
cal saline}.

QOne hour after separation from their mothers, the pups were given isovolumetric
amounts of the compounds to be tested (180 ug/kg body weight s.c.) at time -10 min
and then administered with hexarelin (80 pg/kg body weight s.c.) or soivent 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

on of GH

Plasma GH concentrations were measured using a rat growth hormone enzyme immu-
noassay kit (SPIbio, France, cat. no, 589601) according to the manufacturer’s instruc-
tions. Values are expressed in terms of NIDDK rat-GH-RP2 standard (potency 2 [U/mg)
as ng/mlL of plasma

The fimit of detection d as the i ing 15% displ it
of initial tracer was 0.5 ng/ml; 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.
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Table 3: Relativ;a;(;ﬁ 1‘(:;]&&&210!!%& 'p a:sﬂ'agﬂ;lz'r ‘treatment with selected

cnmpo‘_u@.? 3! \I}_ Envé_mion]] Kﬂq'lkg body weight s.c.) and/or hex-
arelin (2 Hkg dy weight s.c.) andlor solvent

s v KKIKI-K:). 11,11

WG 20067/026013 PCT/EP2606/007945

Treatmentl 1 n 1 1 A 1 A;H con@ﬁﬁ? {ngiml)
solvent 4,008 £ 0,469
hexarelin 162,839 + 21,085
compound 1 nd.
compound 1 + hexarelin 80.22 £ 18.66
compound 12 i 4.0%0.12
compound 12 + hexarelin 2000197
compound 20 527+ 058
compound 20 + hexarelin 220.51+15.52
compound 22 4.88+0.33
compound 22 + hexareiin 238.9119.75
compound 47 5,658 £ 1,192
compaund 47 + hexarelin 160,857 £ 13,52
compound 38 5,500 + 1,950
compound 38 + hexarelin 82,481 + 11,530
compotind 31 119,937 £ 33,054
compound 31 + hexarelin 103,528 & 14,004
compound 48 6,096 £ 2,091
compound 48 + hexarelin 145,946 £ 12,159
compound 44 87,520 & 15,066
compound 44 + hexarelin 100,52 + 12,112
solvent 2,237 £ 0,073
hexarelin 170,101 + 13,226
compound 9 13,016 % 1,960
compound 9 + hexarelin 183.562 £ 16.729
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11)"113,5$31,331

compound %9

21

n19 /IQQE_).SOEH:LQS

compound 38 + texaretir]

P I 2.481 1153

compound 'SM . .5

3333,133s41a

compound 50 + T?T

33s.33, 334

compound §4
pound 8y 7.4

.5 .71 ‘313.05612.169

compound 64 + AdardinP - 1 - LS5 304+ 14,580

solvent S| 3

ool 10,728 £ 2,027

hexarelirg 3 1

R33 131 B%0%= 1228

compound 71
2

~

15,326 + 1,355
2

compound 71 + heXaretn

41221
O F LI 36112 18,444

campound Z 1 5

33SS,. 3 f 1791

smond 7 ety N3 313533

compound 81
.11

18,634+ 2,933

compound 81 + hekalelh

216,675+ 19,734

compound 8 , 3 ]

.0>1133Beg 82

compound 90 + ne*,(a?iml
7

11 (1 q 218,844 £19,723
\
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V) Assaying the g’ed;ﬁ'b]ehév:\l&:l!o]o'd' infake) of young-adult male rats

1.11-154;
The impact of {oi@@éfﬂx_el\;@ol@ngﬁﬂ_r&apmr analogue ligands on
the feeding behav&ftriagosp xré)@f[ogxfsliljfgﬁf was assayed.

in principle, assaying the feeding behavior (foed intake) of young-adult male rats
was performed acgp) a‘asello et al (Eur. J. Pharmacol. 1998, 360: 123-129).

1-0,311,3333331,
For the assay, -3 glgvﬁ ’Ssyfggaggrais {Charles River, Calco, laly),

weighing 200-250 &
Rats had 1 we;La&Rwation in Individual home cages, and animal room condi-

tions (22¢2°C, 65 egidil, Ti[igl Tm:[l ﬁ fog h}). The following week,
ental

they were daily traned 10 mrAIC the expérn ‘procediure. Rats maintained free ac-

cess to dry pellets é@ @&}ej}t}r@&@@@;{@sﬁ;@memat period. At the end
of training, rats wel mipists und 10,00-11.00 a.m.) subcutaneously with the
compounds to beiidqggaaﬁrs aight) and/or hexarelin (80 Lgkg body
weight) andfor sol\Ttlm @I’/Sf @%ﬁ% gﬁﬂed water (4 % of total vol-

ume), brought to the final volume with physiologicat saline}.’ !

Hexarelin was §§ &mﬁ:&;’er% JF%&W&GQS to be tested on stimu-

fated feeding behaﬂfr. Immediately after the injections, the animals were returned to
their home cages, which contained a known, amougt of stanférd rat chow and ad libi-

tum water. Every Iﬁ&nﬂ:@f&lﬂaﬂgg 9333 393 food was carefully col-

lected and weighet to 3 sg:;gm 9. Food intake was normalized for the body
weight of the rats ahd eXpresSel a8 glams of food eaten per 100 g body weight of rats.

In the foliowing table 4 results obtained for selected compounds of the invention
are presented.
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N-1111,3
333333333-11333

pound
(80 pg

A

-4111-43,3131*11
3111-

raionl‘;gglkg body weight s.c.} andior hexarelin
ght $c.} and/or solvent

il

$1101.11,133333

TreatmerB y 3 J

S

Cumulatlve food intake

{after 6 hours}
sotvent | ; 33. 1)(@3’ Fheos 0,017 + 0,0026
hexarelin1 . 1 ls ?Q 0_53% ﬂOﬁﬁ;q . 1,0014 £ 0,1973
compound 1 [ 002 g)oﬁ).zo ”) J 0.06 £ 0,03
compound 1+ e O LR whar IO O 0535027
compound 13] 5[] ] Bloasg st 0.06+0.019
compound 12 + f'ji(arji 33 IT?TB 1333 048+0.22
compound 2 y 201 Q&(q nn 4 024019
compound 20 + At 2 ~0%853 #0270 1YY T as3s 019
compound &, P IS, PTID " - 044202
compound 22 + hexarefin 067+0.12 0.86+0.18
compound 47 0,006 + 0,002 0020
compound 47 + hexarelin 0,35 + 0,201 0,47 £0,1943
compound 44 0,43 £ 0,0721 0,7075 £ 0,1471

compound 44 + hexarelin

1,2667 £ 0,1318

14033 £ 0,1177

solvent 0,184+ 0,111 0,497 £ 0,183
hexarelin 0,536+ 0,176 0,594 £ 0,169
compound 9 0,010 00120
compound 9 + hexarelin 0,0104 £ 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 £ 0,067 0,167 £ 0,167
compound 13 + hexarefin 0,731£0,318 0,782 £ 0,337

PCT/EP2006/007945

ight) of young-adult rats
ont with selected com-
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WO 2007/020013 1 1 3 1 1 1 ) 1 1 3 1 3 PCT/EP2006/007945
331113333 13N
saivent 0,184 £ 0,111 0,497 + 0,183
1211 2By n
evarain —O L L O708b 2ok~ 1,138 0,114
compound 13 | 311 0.007 0,001 0,2661 + 0,166
compound 17 + i « 101 P4a 0,846 % 0,411
"T3831:1°3331°3,311
solvent 0,184 0, 0,497 £ 0,183
21 35 ":312 13
hexarelin™ —— 1 "0'4 P71 0,588 £ 0,303
compound 2 , O ., \54‘,008 z qhql_d y 0,215 % 0,200
compound 24 + i 1 86 5. 2
ron 2 4@ 3T FETFLI] 33 0940
solvent 4, 0,497 £ 0,183
3,1,3y. 5343 333
hexaretin ) )| J 0.627% 0,211 0,778 0,218
1.0 [aYaYaWaYa¥sWe)
compound 3k O OO O D 26912824 O~ 0,277 4 0,246
compound 30 + hexarelin 1,350 0,177 1,449 40,213
solvent 0,184+ 0,018 0,399 = 0,201
hexarefin 0,278 40,078 0,883 ¢ 0,259
compound 38 0,001£0 0,076 £ 0,096
compound 38 + hexarelin 0,002 4 0,002 0,478 £ 0,141
solvent 0,184+ 0,111 0,497 £0,183
hexarelin 0264013 0,78 £0,25
compaund 48 0,004 £ 0,004 0,004 £ 0,004
compound 49 + hexaretin 0,057 + 0,037 0,558 £ 0,212
solvant 0,184+ 0,111 0,497 £ 0,183
hexarelin 0,536 ¢ 0,176 0,584 £ 0,168
compound 50 0,012 £ 0,008 0,039 £ 0,011
compound 50 + hexarelin 0,003 + 0,002 0,017 £ 0,001
solvent 0,184+ 0,111 0,497 £ 0,183
hexareiin 0,427 + 0,16 0,688 + 0,203
compound 64 0,012 £ 0,008 0,038 £ 0,011
compound 64 + hexarelin 0,012 £ 0,004 0,021 0,007
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WO 2007/020013 N 1 1 1 833 1 33 1 7 1 3 PCT/EP2006/007945
]
. 1ﬁ_.
1
3'1111131133-31
solvent 0, 41 0,497 + 0,183
13,413,131 5111
hexarelin 70598 + 0,267 0742027
— 191
compound &1, ] L k220,283 0,53+0.28
T
compound 74 + f;e@@r‘.\ Z (814@[)@((3‘ 0,20+ 0,01
solvent 184148, THHy . 0,487 = 0,183
1331.31"1*133:313
hexarelin 0,70 + 0,116 1,221 008
. 1\A/212
compound 72- 9 1 P L Volosd laeda 0,011£0
compound 72 + Rgrateld | O S 3538, 1 3 0,746 £ 0,31
solvent T {1 L D 0,497 £ 0,183
13'{'3;91: 33"
hexarelin 1.031£0,219 1,455 £ 0,192
o121
compound B0 1= 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 0,74+ 0,27
campound 81 0,017 £ 0,004 0,030
compound 81 + hexarelin 0,024 +0,0101 0,116 £ 0,077
solvent 0,184 £ 0,111 0,487 £ 0,183
hexarelin 0,412 0,173 0,68 £ 0,28
compound 81 0,034 + 0,003 0,346 + 0,179
compound 81 + hexarelin 1,4£035 1,665+ 0,345
solvent 0,184 0,111 0,497 £0,183
hexarelin 0,323 £ 0,131 0,45+ 0,17
compound 80 0,014 £ 0,001 0,035+ 0,003
compound 90 + hexarelin 0,054 £ 0,041 0,069 + 0,041
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1141131S,1-31,3
3,33,3 3)13 33N3
Vi Motilin Rece]'[ ]'Hgana?{-]?’dmg’ assay (ér;li%hé\ Yrecombinant HEK-283
et 3333
433,133331113,3-
s e S T e
condiions: -3 /11331113;
Source: Huni finj.T:iK el otinReceptor 1a (MTLR1a)
eSS TAT %3311
0 mosion TrdNBB3 3B 13 333,33
Incubation Buft§3 3 3)]:1\’4353;8@ ;y@ MgCl, 0,5% BSA
NonSpeciic Liggnd) . <3 apfetin(rprap prine)
3133e

Compounds of thé mvenfl'n Wete A estéd in concenhzﬂons comprising 0,01 uii,
15 0,1 M, 1 pMand 1p@3y’
ICy; values wer?ie @Te 06 %3&3% regression analysis using

Data Analysis Toolbox {(MDL information Systems, USA).

WO 2007/626013 PCT/EP2006/007945

Inthe fo"owmgalﬁ § results obtained for selected compounds of the invention
are presented,
20
Table 8: Motilin Receptor-ligand binding assay test results {ICs values for a

number of sel ¥

MTL-R 1a

N oM

Chemical name

{R)-N-{1-(4-(4-mathoxybenzyl)-5-phenethyl-4H-1,2,4-
44 1,61 itriazol-3-yl)-2-(1H-indol-3-yl)ethyl)piperidine-4-
carboxamide,

(R)-N<{1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2,4-
84 139 ltriazol-3-)-2-{1 H-indol-3-yhethyl)picolinamids,




$,'1111111611S3
w3s31211.31111
WO 2007/020013 13 1 1 1 13 338 , S ; PCT/EP2606/007345
$3,13331.4433s1:
ity Z:dy of anéc;aglétl.cgff\;;él??‘p;aéu.vlag-lnduced arthritls model sys-
:'s99 01333 S331

The effectivengs of compounds of the invention in the treatment of cachexia was
5 investigated accordin’g to ibanez de Caceres | et al. (J Endocrinol. 2000, 165(3): 537-

544) using & wcﬂam&llgy%%%asliqhmis Rheum. 1997, 40(3):
P9 33113y,33113-31

Table 6 shows' éMMcheJSi@ctg.SBJ'g(Oj ug/kg/day s.c. injection)

10 in arthritic rats in cinﬂgr&_oﬂ_t@(ﬂ_want induced arthritis without medical treatment.

1331,3311:33,331

Table &: Bodyvgﬁl t,ihaglge n j.rgiu {mean of 6 animals per group)
T

1_ iaial ] Qarﬁ faﬂo ,_?aylis Day 18 | Day 17
Ra:s with adjuvant =7 7
i it n L E K
rasces e 4|01 818 SIPDB3IP | 20 | 87
Arthritic rats + i
treatment with 1;‘3;‘3 |>,|9§ ! 1{4,92 19,08 | 705 | 147

compound 44 (0,1
pgfigiday s.c.)
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cyte models. feWer
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Isolation of primary mouse

PCT/EP2006/007945

Mice were fed w11h high fat diet induce obesity (60% of lipids) starting at 4 weeks of
agefor12and 18 V-IEE e =

White adipose@eﬁ@m‘ %|@)Zé\“{tee h@e{l and digested in Krebs-

Ringer-Bicarbonate-Hepes (KTBH) buffer (20 mM aepes pH7.4, 120 mM NaCl,

47mM ko, 1.2 B8ER0I CEOR AL C A4 aso., 24mm NaHooy)
satured with CO, Wq N‘ﬁ é /mL), 1% BSA and collagenase (2 mglg fis-

sue). The dxgestlun was made under constant shaking (250 rpm) at 37°C for 45 min-

s, ..e.ev-eeee,haa(et
The celt suspensz w?“ltta ?y ’Ahﬂﬂ @é to separate the adipocyles

from tissus fragments, and washa times in 3 mL of warm KRBH 1% BSA,

The cells was rguspended in KRBﬁJﬁﬁgaﬁtﬂed in shaker (75 rpm) at

37°C for 30 minutee e |

B eiN1Thee.e.)leze|

Lipolysis in primary adipocytes celis was induced with 30 nM of isoproterenc in
KRBH 4% BSA for 2 iy nsG¥ (125 rom) shaking at 37°C.

Lipolysis in diﬂfefeeeea_sl frduced with 30 M of isoproterenol in DMEM

FBS free for 80 minutes at 37°C with shaking every 15 minutes.

The inhibitory eﬁjf@ggﬂgmﬁaﬁ QAG) on isoproterenol induced fipolysis
was documented wit 1f@eerePett@e| Bpe& 10" Mio 16° Min pres-

ence or in absence of selected corrrounds of the mvemn at 107 M.
The lipolysis ingx%g a5sEEse ?by maasunng g!ycerol release following triglyc-

eride hydrolysis, reel exec.
The antagonistic eﬁﬁ\éﬁeér%rctéiff@rée e C

e:::Ceeeezeneee
eelee:e:
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Q13,...,,,w
WO 2007/620813 PCI/EP2006/007945

WNrNeregeele!.:

pA2= - log| cong;ftgimpgg J;«? -e.me
eacteieele Mr:g

Ratio = ECSOFr?grésgn:cégc*o;rge |t<t>"r'[bA \eor
s e ETe Nee
Figures 41 - 46%&!:”- theke%gg 'séllé:fztﬂ:cn%;ErQs 9, 38, 50, 64, 74, 81 on
the isopmrerenoc-imllteges}e&it@ DB MEMAed ghretin (AG) in pri-
s S eet A0
eee
letz:)y:5elelf:",0),:e
0z.e-ro?
hmege.:,:see:exel
eee eeltlee'e ece
p-xN.aa: N,
-N-t,0s. e.eleee
cc lee
e:..;:cio":;,Aeeeee:
ellel- al.lew
&Nee:lse:see::
en.e.e'eeeli::ele.c
eeee *e.'eeen Sl,
as. sizaz.S

with

10



15

20

25

30

Claims

SLZLss: 1:$)
2Zit :nnoA.
nn.nnn../.n,n;
21-17177

I vsefacompondeee o 17617.11.:S1...

r re 1172
Rs” M%l;.?.:?l.l?-.
o 7l77.114
b7011.1.
wean 17:11:2-1S177S7,

R1 is selected from (hleipl:clszing of “hydrogen atom, alkyl, alkenyl, alkynyl, cycloalkyl,
cycloalkylatkyl, aryt, hej A ef l_aﬂkyl, heterocyclyl, heterocyclylatkyl,
alkylsulfonyl, ary\sulfonﬁsgks\jﬁg se optionally substituted in the alkyl,
cycloalkyl, cyc(oa\kyla!@,?r\lSﬁv,wzwteroaryialky\, heterocyclyl andfor

heterocyclylalkyl group_?‘ up 1 3 substituents indepéndentl' selected from the group
F,--CSBSL X&J.Q‘I]:NQJ &. 1, ~NOy, atkyl, aryl, arylalkyl, ~

O-alkyl, ~O-aryl, -0~ y¥f and preferably are selected from the group consisting of "alkyl,

consisting of “nalogen,

aryl, heteroaryl, arylalkyl, heleroarylalkyl” optionally being substituted by up to 3 substituents

independently se!ectey%Yh:e?olplo;}%t?g}ih_a?gem ~F, ~Cl, ~Br, -1, ~N;, -CN, -

NR7R8, ~OH, -NO3, alky?ail,iryialkyl, ~O-alkyl, ~O-aryl, —O~arylatkyl";

R2 is selected from thze ﬁ::? ‘consisting of “alkyl, alkenyl, alkynyl, cycloatkyl, cycloatkylalkyl,
i

Aol Lol dedny ek dediviaicy, ateyisutronyt,
aryisulfonyl, arylaikytsqu tah artsjna! ubstituted in the alkyl, cycloalkyl,
Yl )

cycloalkytalkyt, aryi, h&tercaryl, ryfa!-k ) erodrylalkyl, heterocyciyl and/or heterocyclytatkyl

groupbyupto 3 subs?u%pré;iaﬂi@tSsM\Sfmm the group consisting of "halogen, —
F, ~Cl, ~Br, =1, ~Ns, —%ﬁ?RS ~O?j:?0  alkyl, aryl, arylalkyl, ~O-alkyl, ~C-aryl, -0
arylalkyl’; and preferabl eleea Lig hjg;lupl:z ;Isﬁn?of “alkyl, aryl, heteroaryl,
L
arylalkyl, heteroarytaiﬂ/_!" o?ho?ﬂylein?sjﬁ)srtﬂ?jgN§o Subsmuents independently
i e, =87, 4]

selected from the group consisting of *halogen, ~ T-Nj, ~CN, -NR7R8, ~OH, ~
0, D18 2 0iH T

one of radicals R3 an1 :sihydrogen atom, whereas the other radical is selected from the
group consisting of "hydrogen atom, alkyl, aryl, heteroaryl, arylalkyl, heteroarylalkyl,

aryl, heteroaryl, arylalRy.

NO;, alkyl, aryl, arylal

heterocyclyl, heterocyclylalkyl, ~aikyl-O-aryl, —alkyl-O-arylalkyl, ~aikyl-O-heteroaryl, —alkyl-
O-heteroarylalkyl, ~alky-O—heterocyclyl, alkyl-O-heterocyclytalkyl, —alkyt-CO-aryl, ~alkyt—
CO-arylakyl, ~atky-CO-heteroaryl, —alky-CO-heteroarylalkyt, ~alkyl-~CO-heterocyciyl, ~
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17117.iS1-77S-11
A1S81,11.11S 5

.,nricezni..?.;
alkyl-CO—heterocyclyigll{y\, —a’kyl—C(O)O—ary!, ~a!k§l—C(O)O—arylalkyl, ~alkyl-C(0)O~
heteroaryl, ~alkyI—C(O|Qv: e,;e;;paryl%,;Aa(kyI—C(O)Oéheterocyclyl, ~alkyl-C(0)0~

heierocyclylalky!,AalkSNI\lH?-iHier(‘i‘;—gNang N —alkyl-NH~C{NH}~NH,
alkylsulfonyl, arylsutforyT, arylaikyisuiforyT; akyl-S-akyl, alkyl-S-H" which are optionally
substituted in the aryi, &tggfam,.awmikyl, heterocarylalkyl, heterocyclyl and/or
heterocyclylalkyl group by yo 3. it i deE)en ently selected from the group
consisting of “ha\ogeniﬁ‘ij»;r?j-i?ci,-%ii r§i ~NO,, alkyl, aryl, arylalkyl, -
O-alkyl, ~O~aryl, ~O—?y1kyoald:c?f§t.)iy are selected from the group consisting of

“arylalky!, heteroarylalkyl, he!erocyc!ylalk\/l, ~alky-O-aryl, —alkyl-O-arylalkyl, ~alkyl~O-

heteroaryl, ~akyt-0-raishafys8D, faityi-d-olisodNil dhoro-
1-4:11:1:711,:e7-
1..y?S71117:37:1
SYS.7177.1.71-
S.171,1".0777417
- E. "tDNCC
7 friCeNR,N
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heterocyclylalkyi, —aikyt-(C.Q—.a'r'yX—le/.Gprlalky!&Zy]—;CO—hetemaryi‘ —alkyl~CO—
heteroaryialkyl, —alkyl—(xi, &cj_is W Et Cleyiakky! ~atkyl-C{O)O-aryl, —
alky-C{O)O-arylalky!, alky=C! eteroary!, —ai YO-heteroarylalkyl, —alky-C(0YO-
heteracycly!, —alkyl-G( ®¥%®WAG|MFP1NHQ‘ ~alkyt-CO-OH, ~alkyl-NHz, —
alkyl-NH-C{NH)-NH,,” opti g substituted in the aryl heteroaryl, arylalkyl,
heteroarylalkyl, heterocydyisanix erocyclylalky! group by up to 3 substituents

independently selected pc NS ng [ ~Br, «1, N3, ~CN, -
y 2%

NR7R8, ~OH, ~NO,, alkyl, ary), ary;a;?(y; -o-alkyl —O—afyl, - —ary!a!kyl”

R5 is selected from the §fonf conslsting of “hydrogen atom, alkyl, cycloalkyl, cycloalkylalkyl,
aryl, heteroaryl, arylatky r@r\y yi(hetel s ro .Iylalky\, —CO-alkyl, -CO-
cycloalkyl, —CO—cycloe?:koyla@!ke —Cga.ryol :&ml’iﬁq—&?hetemawi -CO-
heteroarylalkyl, -CO- h@weiiy 1, ~CO-heterocyclylatkyi, ~-CO-C*ROR10)-NH,, ~CO-CHz -
C*RBR10)-NH,, ~CO ( »f Wﬁrylsuh‘onyl arylalkyisuifonyl”
which are optionally substltuted by up td 3 Substituents indeperdently selected from the group

consisting of “halogen, Sﬁ -6393 ~I\ON MR7Re, 49!-! —NO,, alkyl, aryl, aryiaikyl, ~
O-alkyl, —O-aryl, —O—aj%lgyl" %N%%ﬁ?} 1rom the group consisting of
“hydrogen atom, —CO-alkyl)=CO- ar O-heteroaryl, ~CO-arylalkyl, ~CO-
heteroarylalkyl, -co-hquocyﬁtﬁ@-@@ﬁsaz, ~CO-CH~C*(RIR10)-NH,, —~CO-

C*HRIR10)-CH~NH,, gptio UDSKEG by up to 3 substituents independently
selected from the grou cons 3 mC[, ~Br, -1, =Nz, —CN, ~NR7R8, -OH, —

NOz, alkyl, aryl, arylalkyd, 5 O~arylatkyl”;
11535334
RG is selected from the onsisting of “hydrogen atogy, atkyl, cycloalkyl, cycloaikylatkyl”
‘S. 6 - al
and preferably is a hydr e 9Ty ey
1 1 L1}
R7 and R8 are independétly@ rgﬁr%t*&se?ect\/from the group consisting of “hydrogen
9
atom, alkyl, cycloalkyl, ploﬁy%yl" véeferably are a hydrogen atom;

R9 and R10 are indepeifenﬂy. of gne ancther seé:ed from the group consisting of “hydrogen
merlzz atural alpha-amino acid side chain” and

ferabt lected 0f o tom, alkyl”;
pré e;a1 y a;e sedec ef Bz(ffoe?;pc;o&qs@ . WNn atom, alkyl
mis 0, 10r2 an: preeAyl ; an 41tt o 3

* means a carbon atom of R or S conﬁguration when cl’nral

for the manufacture of %J:éz for éé%&r prophylaxis of physiological andfor
pathophysiologicat conan:Eelfctifr m ﬁ_ j_rolp &rﬁﬁfbg}_)f growth retardation,

cachexia, short-, medru ul ori ﬁne u\a(ron of energy balance, short-, medium-
and/or long term regul

atom, alkyl, natural alpl

inhibition) of food intake, adipogenesis,

adiposity, obesity, body weight gain and/or reduction, di i type |, di type
#, inflammation, inflammatory effects, gastric postoperative ileus, postoperative ileus, gastrectomy
(ghrelin replacement therapy) and/or tumor cell proliferation.
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The use of a compound acczigér%mula (I} as claimed in claim 1, where

R3 is selected from therroup consistivig of “—al%l—co—ary!, —alkyl-CO-arylalkyl, —alkyl-CO~

heteroaryl, —alkyl-CO- ﬁ&@an& %&Byl, alkyl-CO-heterocyclytalkyl, —
alkyl-C(O)O-aryt, ~alky )? ntltikle ONj-roaryl, —alky-C{O)O~
heteroarylalkyl, —alkyl-C(0 —hgrocycly A —amj —heterocyclylaikyl, —alkyl-CO~NH,, ~
alkyl-CO-CH, —alkyl—N'}-(lQ(ﬂtl\—WHl Ml_—$~N<&1kyﬂ§—_Hﬂ_and preferably is selected from
the group consisting of ‘S@\kﬁl —aryil 1, —alkyl-C(O)O-arylalkyl, —alkyl-CO-NH,, —alkyl-
CO-OH". 1 Q)X . ‘(1
111,,1,311:C,01.1

The use of a compound_a}fﬁjﬂg?N@u& gl»(s’c]ajhﬁ 1@im 1, where
R4 is a hyd tom, n

is a hy rogenaomCCNll ,1t1

RS is selected from the{: <ol :it-ir.\g of "hyd 4:1? . alkyl, cycloalkyl, cycloalkylalkyl, aryl,
heteroaryl, arylalkyl, het jyleik n egocy )(O alylalkyl, alkylsulfonyl, aryisulfonyl,
arylalkylsuffonyl, ~Co~f/cioe<etfo—fge€iteeq:ce-eﬂ, —CO-arylalkyl, -CO—

neteroaryi, ~CO-heteroarylaliyi, ~CO=heterocyciyl, ~CO-heterocyclyialkyi”;
with the proviso that if I@ig—%&@%gélky[’\ "heteroaryl” is not imidazole; and
with the proviso that if Ft‘Se&thﬁrptyclyl” and “heterocyclyl” contains only nitrogen atoms
as heteroatoms, that at@st@o rééeeifgﬁ'écontained In “heterccyciyl”; and with the
proviso that if R5 is "~CO-heterocychyTalkyl” and " eterocyclyl” contains only nitrogen atoms as
heteroatoms that in the@@tgt@%tt@t@:p_eq @6 @tcontained in “heterocyciyl” no
nitrogen atom is positioned af position i of “heterocﬁ:léi” that is the atom directly linking
“heterocyciyl” to the ca&@}t\)’w ~CO-f; ee
where “alkyl, cyc!oalkyi,G\,a;al..k;Iaztgy!, heteroaryl, arylalkyl, heteroarylalkyl, heterocyciyl,
heterocyclylalkyl, alkyls Sé!snéﬁtemlsr{fonyl, ~CO-cycloalkyl, ~CO-
cycloalkylatkyl, ~CO-ary! E -arylalkyl, ~CO-heteroaryl, ~CO-heteroarylaikyl, ~CO~
1 7> 11 . y
heterocyclyt, and/or —Cg;{\et,eN@!z’alml:Ereipt,to]\_al@sgggl_mted by up to 3 substituents
independently selected from gro:t cons_ij:n of yhalggen,—& ~Cl, —Br, =, =N3, -CN, —
NR7R8, —OH, ~NO,, alid saryl-erylekyl, -G 3 (] rytalkyl";
Sieboit 11

with the proviso that if FK}s,“RQ—’cy&igyl’X;"m;o'a!ky\atky(”, RS is not substituted with
NR7R8 at position 1 of * alkyl”, thag gthe C atom directly finking “cycloalkyl” to the carbonyl

iit;s, Oty

UoU:U1:,;

. ! . *

'ull1-1'11:131*V

mn, Wl .
L1 INWLLLDL
1 N
S1,1111.11,,
c.y.;.1h:NN .1101
~

rR oA A AR R A om oA om e~
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group "-CO-" in case of}@i—@)lqllcllﬁ“ QNJEN&G}ESG RS = "-CO-
cycloalkylalky?”; and lee N
with the proviso that if RS is “»L:zog—ar_ @rﬁi~ lalkyll ab“ary]” is phenyl/benzene and is
only substituted with on ifdnts h m@rﬁ. I +NR7RS;
R6 is a hydrogen atom; 1, 10 81011
R7 and R8 are independéﬂlﬁﬁﬁ@q@%@f;ﬂ@wé@up consisting of “hydrogen

atom, alkyl, cycloalkyl, c@qalk%li)}“ a'nbd\preferably are a hydrogen atom; and

mis 0, 1 or 2, and more preferably is 6" "

re.Q4.7r.2.2.J.,
The use of a compound%?ob@@@\@d-qs cl?%v d in claim 1, where

R1 is selected from the &Qup ¢ g of rogen, methyl, (2-methoxyphenyl}-methyl, (3-
BTNz 2 Grocen mett @emenonpreny-man.

methoxyphenyi)-methyl, (4-meghoxyphenyl)-me‘rhyt (3-methoxyphenyl}-ethyi, (4-methoxyphenyl)-

ethyl, phenyl, phenyl-meg tqp L,(!'.%Lythg:ﬁ)-vgmw,.mvmemy\phenyl)-memy\, (4

fluorophenyl)-methyl, (4\bfﬂ2§3-3).meﬁ6(z,A_-r@_ir;l-etl-a?phenyt)-methy[, (3,5-
dimethoxyphenyl}-methyl, 232dip e.nyﬂ—ethyi, ndphthalind-1-yi-hethyl, 1H-indole-3-yl-methyl, 2-
(1H-indole-3-y)-ethyl, 3aﬂ:n:@p-y;t@r§pK4bethﬂ;Mr;yl, 4-sthyl-phenyl, n-hexyl, (3 4-
dichiorophenyl}-methyl, {4ynitro-phenyli-methyl. toyridine-2-yii-methyl, (pyridine-3-yl)-methyl,
{pyridine-4-yh-methyl, (xyjn-erélyl‘ﬁl:e’m$il\vop&@&yi)-memyl. {furan-2-yl}-methyl,
(furan-3-yl)-methy!"; ON

R2 is selected from the grquy NPt h =3 &-3-yl-methyl, 2-(1H-indole-3-yl}-
ethyl, 37(1H»indo(e—3—y!)§rb£‘[,1-§;\/ﬁiymﬁl'— rOpYl, 4-phenyl-butyi, 2-methoxy-
phenyimethyl, 3-metho>@;!n)(\?qgt@)bct~m§@xy-pheny!methyl, 2-methoxy-phenylethyl, 3-
methoxy-phenylethyl, 4-me; -phenylethyl”;

R3 is selected from the group consisting of '%ydrogen atom, methyl, propan-2-yl, 2-methyl-

propan-1-yl, butan-2-y!,@4réﬁ@>r9hl§e$:’i—@r$@—(3., 1H-indole-3-yl-methyl, phenyl-
methyl, 2-phenyl-ethyl, —C —CH-phenyt, ~CH~CO-CHz—phenyl, —(CH;)~CO-CHy—phenyl,
~CHz~C(O)O-phenyl, -{CHP-C(O)O~phenyl, hydroxy-methyl, 1-hydroxy-ethan-1-yl, -CH,~CO-

NHz, ~(CHa)e~CO-NH I OVRO OO O AN O P CO-OH. ~(CHaj-CO-OH, -

{CHo)—NH,, (1H—im|dazoi-5-y[)-mil§ll‘ —{CHa)a—NH-C{NH)-NH;, —(CHz)s—NH,, ~(CHg)sNH-
CO-NH,", and preferabQE[ieat Qn lEQconsistmg of “1H-indole-3-yl-methyl, ~CH~

CO-CHz—phenyl, —(CH@—f@Wﬁ*rCFramﬁﬁa’nyL —(CHz)~C{O)O-pheny!";
R4 is a hydrogen amm;lsr.s . nve;

),,wr).ttNiro.rt.

Corkor rr-Ore,

rroro 00Orrorror

or, roor*zrtrgr &yy'

ieoroSror

e~y \



20

ke,CL,n::
,- TESOIror; oel-
RS is selected from the @F;rc@isti@@‘ﬂﬂ Ftom ~CO-CH,-NH; (Gly residue), -CO~

CH—CHo~NH; (beta-Ala resid ) ~CO~C i js I[:le {D~ and/or L-alpha-Ala residue), -CO—
{pyrrolidine-2-yl) (D- andr Q Q'ESIJ:JE 2-carbonyl-propane (2-amino-isobutyric
acid/Alb residue) , 4-car Irirl fagridine, R-(3-carbonyl-1H-
piperidine), S-(3- carbonyl AH-pi er!dme) 2 carbonyl 1H-piperidine, R-(2-carbonyl-1H-piperidine),
S-(2-carbonyl-1H-) prpen mmﬁ)( a en FrZFarbonyl -cyciohexane, 2-acetyl-
‘¥

pyridine, 3-acety!-pyr1d|r§f Et T(ﬁ -propionyl-pyridine, 3-propionyl-pyridine, 4-
propionyl-pyridine, (R-1 @- -chibs ;3 clohexane, (S-1-amino)-2-carbonyl-cyclohexane, 2-
carbonyl-1H-imidazole, GFPmW@m@@@wﬁdine 4-carbonyl-pyridine, 2-amino-3-

carbonyl-pyridine, 2-carbonyi-pyrazine, 2-carbonyl-4-hydroxy={H-pyrrolidine, 4-carbonyl-1H,3H-
diazacyclohexane, metJ}EﬂSQ J.Q@Ln;arrﬁ JQOI rrninoazphenylethane,

phenylmethyl, 1-carbon & -parbo! o-1H-pyrrole, 2-carbonyl-
piperazine, 2-carbonyl-1H-pyrrolidine,'2'»aminoe(hahe, carbonyl-éénzene, 2-carbonyi-pyrazine, 3-
carbonyl-pyrazine, 4-ca 1 %&gﬁe\épel%{ﬂg@I~pheny|su!fony\‘ phenylmethyl-suifonyl”;

Ré is a hydrogen atom; ah@WC VV V V
mee V-Vt ,r<o

The use of a compound according to erﬂu!a (i) as claimed in claim 4, where

R3 is selected from the JQLQ[MEJJQQ—E:O Ql:!-!qerr.\yl ~(CHz),—CO~CHy~phenyl, —
CHyp=CO-NHz, ~(CH)z mﬁ@mﬁoeig@@ﬁe‘epr« ~(CHa)s~NH-C(NH)=NH,, —

CHSH, ~«{CHy)o-S-CHy.

orroo oororo CC

6. Theuseofa compouno’a\N’[i@'g@rrru!a {1) as claimed in claim 4, where

CCCyOCntC rr
&re:On:ow, arr
roroorerrrof,n
:Orroroorarrcooro
o:-orrcor. Nx?s'cs;
.tr,z,,tec.
OzorSoorr,oroor,rt
rrroo:. Ce woe
0roorro rro. zoo:,
a or...wt..,

ostrrorror Jo tr.'o

U e § p—
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R5 is selected from the 4}3 co@me‘r\/dHeregxr methyisulfonyl, phenylsuifonyl,
carbonyl-cyciohexane, (R-1-ami g Eai qnyl-Cy ﬁe? iammo )-2-carbonyl-
cycichexane, 2- carbony[Wdﬁ yTsn A‘on pyridine, 2-acetyl-pyridine, 3~
acetyl-pyridine, 4- acetyic mepﬁﬂ)lonr_@dme 3~ Tblnyi pyridine, 4-propionyl-pyridine,
2-amino-3-carbonyl-pyridine, Z’c:arbonyl 1H-imidazole, 2-carbonyl-pyrazine, 4-carbonyk-1H,3H-

diazacyclohexane”. &SS I Sk, I I I I kkl Ia k
ka
The use as claimed in ark}tgrsgéi gfgwggﬂ F selected from the group

consisting of:

compound 1 (R)—N&(E(lz&lrsls:K;rS-&LJc;iamoxybenzyl)-4H—1 ,2,4-triazol-3-
yl)-2—(1H-indo!-3-yl)ethyk2‘amino-2-methy!propanamide‘

compound 2 (R)- N i:f dgﬁ@y')@he yI-4H 1,2 4-triazol-3-y1)-2-(1H-
indol-3-ylethyl)-2-amino™ m

compound 3 R}-N&NJ—&&&IJWSM‘L&thy]%H-T,2A-tnazo!—3—yl)-2-(1H»
indol-3-yhethyl) -2-amin@1\r@ anamide,

compound 4 {R)-N=(1-(5-begzyl-4- (naphtbﬁa nﬁthy!HH 1,2,4-triazol-3-y1)-2-(1H-indol-
3-yl)ethyl)-2-amino-2- mt mk

compound 5 {R)- NI @l{gﬂ%i@@@&bllarm -ylmethyl)-4H-1,2 4-triazol-

compound & {RY-N-{1+{ :%- H- mdoi 33 yl_)ethy! -4~ (3 methoxybenzyl)4H1 2,4-triazol-3-yh-
2-{1H-indol-3-yhethyi)- 2.—4&91 ethy ) I .

compound 7 (R)-l\t(h(rk-Stz@kﬁSQe.n_zp@k|z|4-triazol-a-y1>-2-(wH-xndoLa-

yl)ethyr)»z-amino-z—meti»y opan

compound 8 (R)-N-(1 -(5-(2-21 H-indol-3-yhethyl)-4-benzyl-4H-1,2 4-triazol-3-y1)-2-(1H-indol-

sytemyzamino 2@tk DHS Ce.
compound 9 (R)- NIN 5'(@H@ap\;'fky!) 4'31@ k{ 1,2 4-triazoh-3-yl)-2-(1H-indol-
3-yhethyl}-2-amino-2-methy}) propanamlde
compound 10 R)—:}%@S- 3~{1H-indol-3-y!)propyl}-4-(3-methoxybenzyl)-4H-1,2 4-triazol-3-yl)-
2-(1r-ndoravhety) @S kkrEeHES S-S
compound 11 {R) \ (.3 {naphthalen-1-yimethyl)-4#+-1,2 4-iriazol-
3-yh)-2-(1H-indo}-3- yl)e/\t?yltg;ammo 2 methﬁ)cg!a%de
IVSKiSISkSankak,
killlkcak tSZ,k
IrtOtto,,:k 1ktk
eScSS,

PISSa...KCSSSSI

m rml v B AN a p= e
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SISYS Room,
compound 12 (R)»I\/‘ZG@Q }@v‘dot@l;@@ﬁ;(zl@ethoxybsnzyt)-4H»1 ,2,4-friazol-3-yl)-

2»(1H—indol»S»yl)ethyl)—Z-amino-f:rfethy(pr panamide,

compound 13 (R)-N-(1-(4»(4—|;'|ethoxybenzyl)—5-benzyl-4!—l—1 \2,4-triazob-3-y1)-2-(1H-indol-3-

yi)emyt)»z»amino-z-metrﬁua;w,awdédtOO km'.
compound 14 {R)- N@te ‘atf@tl)propyl )-4-(4-bromobenzyl)-4H-1,2 4-triazol-3-yl)-2-

(1H-indol-3-yhethyl)-2-amino-2- methy!propa Aride,

compound 15 (R)-NQ-’{S% -mg -yhje t;Hyi -Q»I\x/ylgk1 2,4-triazol-3-yl)-2-(1H-indol-3.
yiethyl)-2-amino-2: mei@tﬁ@ank{to kk CO .

compound 18 Nk-‘f&(wt/ ing Wr@!g—ggm—m 2, 4-triazol-3-yl)-2-(1 H-indol-

3-yhiethyl)-2-amino-2-methy}; propanamide

compound 17 (R)-/\ISQ ;K@Ka @elhyl) 4H-1,2 4-triazol-3-yi)-2-(1 H-indol-3-
yI)e(hyW)»Z»amino«z-me%%h'des C S S al S

compound 18 §md$ (N\d-djmgthoxybenzyl)- 4H-1,2 4-triazol-3-
[C .9 P COCAdl

y1)-2~{1H-indol-3- y! ethyi ropananide,
compound 19 Ry -/\,aLtErﬁ §oenzyl)-5-phenethy1-4H-1‘2,4-tr|azol-3-yl)-2—(1H—indo(-B-

fethyl)-2-amino-2-meth i 1

menyzameozmentR @O0kt ito, to-

compound 20 {R)- nl Klﬂé}xybenz ) 51 phen thyl-4H-1,2 4-triazol-3-yi}-2-( 1 H-indo}-3-
ylethyl)-2-amino-2-me

compound 21 (R)-I\thﬂﬁgﬂlﬁkmkdr(&5-dimethoxybenzyl)—4H—1,2‘4~triazoi~3~
W-“H-i"d°*-3-v'>e*h1fcs8fﬁe6%w“ﬁtt

compound 22 et Hyl),sl\i f§ny1propyt)-4H 1,2,4-triazol-3-yl)-2-(1H-
indol-3-ylethyl)-2-amin Kz oﬁﬁ

compound 23 (R)- NN:I@18m&3—yI propyl)-4-(4-methoxybenzyl)-4H-1,2 4-triazol-3-y1)-
2-(1H-indol-3-yhethyi)-2- r(gq Wylg)pgrri

compound 24 (R)-N-(1-(4~( $H ~indal-3-yhethyl)-5-(3-(1H-indol-3-yl)propyl)-4H-1,2 4-triazol-
3yi)-2-(1H-indol-3 yt)elwyi\é thy Qzak

compound 25 (RI-N(1.E TN QNN 12 Sthoxy)benzy-4H-1.2 4-wiazot 3-y1)-

2-{1H-indol-3-yhethyl)-Z:apigo-2; yipropanamide,

compound 26 (R)—N‘U-(4»(2'-methoxybenzy1)-5-phenethy1-4/—l—1 2 4-triazob-3-y1)-2-(1H-indol-3-
yljethyl)-2-amino-2-mel 1A

s 1 1S SISl e
ERkaki MSS,
12214Srlak!SOW
Sa’,
SkISSSjC.kaS.:l,
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compound 28 (R} NZ G-(183109- 83850 4-(3 4-dichiorabenzyl)-4H-1,2 4-4riazol-3-y1)-

2-(1H-indol-3-yhethyl)-2-g mo -2~ methy! ropanﬁde

compound 29 {R)- N’(1 2 1;—{ Tdot §~y1 ethyl)-4-(4-fluorobenzy!}-4+-1,2 4-triazol-3-yl}-2-

(1H-indol-3-yljethyl)-2- ap')n? O A fitt0-
compound 30 (R)- N“rt:}_ﬂf‘;_otwty )ttfedﬂf+i1 2, Artxazci -3-yh)-2+(1H-indol-3-

yhethyl)-2-amino-2-meth: ipropanamide
compound 31 (R)-N-T1 1812701 HAindal-3-ylethyl)-4-(2 4-dimethoxybenzyl)-4+-1,2, 4-triazol-3-

yi)-2-(1H-indol- 3-y;)ethy[bp§ndmﬂe@oxa ide,
compound 32 (R)- A‘“GA HTnﬁlfi f)ethy‘r)d(z 4-dimethoxybenzyi)-4H-1,2 4-triazol-3-

yh-2-(1H-indol-3- yl)ethyi)p[pendme-3 -carboxamide,
-k 1

compound 33 (R)~A&t§-tlt’ﬂhyﬁ]‘et\ty!) 5 SI-IhenymW)-tlH»T \2,4-triazol-3-yl)-2-(1H-
indo\-3-y\)ethy!)-Z—amin(g»lt@ylpropanamrde,

compound 34 (R)-N-(1-(5-(2+(1H-indol-3-yhethyl)-4-(4-methylbenzyl)-4H-1,2 4-triazol-3-yl)-2-
{1H-indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 36 {R)-N-(1~(5-(2-(1H-indol-3-yljethyl}-4-(2 4-dimethoxybenzyl)-4H-1,2 4-triazol-3-
yh-2-(1H-indol-3-yl)ethyl)piperidine-2-carboxamide,

compound 37 (R)-N-(1-{4-{4-methylbenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl}-2-( 1H-indol-3-
yhethy!)-2-amino-2-methylpropanamide,

compound 38 (R)-N-{1-(8-(2-(1H-Indol-3-yl)ethyl)-4-(2 4-dimethoxybenzyl)-4H-1,2 4-triazol-3-
yh)-2-(1H-indol-3-yl}ethy!)-2-aminobenzamide,

compound 38 (R)-N-(1-(5-benzyl-4-(pyridin-2-yimethyl)-4H-1,2 4-triazol-3-y1)-2-(1H-indol-3-
yl)ethyl)-2-amino-2-methylpropanamide,

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

compound 41 (S)-N~{{R)-1-(4~(4-methoxybenzy!)-5-phenethyl-4H-1 2 4-triazol-3-y})-2-( 1 H-
indol-3-yhethyl)piperidine-3-carboxamide,

compound 42 {R)-N-({R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-y)-2-(1H-
indol-3-yhethy!)piperidine-3-carboxamide,

compound 43 {R)-N-(1-(4-(4-ethylbenzy!)-5-phenethyl-4H-1,2 4-triazol-3-yl}-2-( 1H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,

compound 44 {R)-N-(1-(4-(4-methoxybenzyl}-5-phenethyl-4H-1,2 4-triazol-3-yl}-2-( 1H-indol-3-
yhethyipiperidine-4-carboxamide,
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(01 K] R ;
compound 45 (RN QIO o] 1-s I IN G penzy-art-12 4-trizzot 5

2-(1H-indol-3-yljethyl)piperidine-4-carboxamide,
compound 46 (S)-NS/RM—(4-(4-methoxybenzyléSéh&n:eihly\erJ,2,4-triazol-3-y|)-2-(1H—

indot-3-hetrypyroicile B 8L S S -
compound 47 (R)-NS@W-rk@xg%y})g—gergtyl-4/~{-1 |2 4-trigzol-3-yh)-2-(1H-
. . i 1

indol-3-yhethylpyrrolidine-2-carboxamide,
compound 48 {S)-N- -1§~%—§ét olybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yi)-2-(1H-

indol-3-yhetyipiperidn S S Sk88:, S%0: 2V 6!
compound 48 (R)—Ngmg—&?g@jnzwgsnemyl-‘iHA,2,4-triazo\—3—yi)-2-(1H-

indol—3-yl)ethy<)piperidine-2-carboxamide', ’)
compound 50 (R)-N:(l§g-h§tr§/?§é§s-éﬁemlﬁ-1 2 A-triazol-3-yi)-2-(1H-indol-3-
. " N
lyethyl)-2-aminoacetantie, * * . N
heiny) € & 'Ss;

compound 51 (R)»N§2§zﬂ1)ﬂi§qgﬁmenerl-4}—{-1 ,2,4-triazol-3-yl)-2-{1H-indol-3-
= 1"

yhethyl)-2~(pyridin-2-yl)acetami
1
compound 52 (R)—Nr(‘x4$trr§t§xybenzyl)-s-phenethy!—aH-‘1,2‘4~triazo!~3-yl)-2~(1H-indo}~3-
e zeridansijggied 5 SSl'Sseires
compound 53 (R)-N-(] {4:(dmethpxybamgyl)- -1,2,4-triazol-3-yl)-2-(1 H-indol-3-
BT D HSEI

yljethyf)cyclohexanecarbd:

compound 54 <R).M<3$22L15J4,&Zya)rms,|§l+1 2, 4-triazol-3-yl)-2-(1H-indol-
3-yt)ethyl)pipendine%—cmegm’(ia ZSSS SSS

) | -

compound 5§ (RH\gr m#{:ind (&rylethyh-d-bepz {-AH-1,2,4-triazol-3-y1)-2-(1H-indol-
3-yhethyl)piperidine-3- A? ide,= * ICN [EEE] toel\r e1

compound 56 (R)-l\:ni-Z—Zdn%y&gﬂ-s-phenethyl-ﬁw-‘l,2,4-triazoi—3-y1}-2-(1H~indol-3—
yl)ethyl)»S-aminoprcparC\FgI nSSSC4 . OI

compound 57 {8)-N-(R)-1-(4-(4-methoxybenzyl}-5-phenethyl-4+-1,2 4-triazol-3-y1)-2-(1H-
indol-3-ylethyl)-2-amir namide,

compound 88 (A-M.GGUDIBBBIBBHSING 24-riaz0- 3y 2-(1#indol-3-

yI)ethy!)—Z-(pyridin-S—yl)§ amiy

)
compound 59 (R)—N—(1-(1—(4-methoxybe’nzyi)-5~ henethyl-4/-1,2,4-triazol-3-yh)-2-{1H-indol-3-
yhethyl)-3-(pyridin-3-ypjal miliey

compound 60 (R-"{i- S B A S y-4-benzyi-4-1,2 4-riazol-3-yl)-2-(1Hndol-
3~y[)ethyl)—2-(pyridin-2-yrlkﬁett32?ilc . q .
t+:1,7b:.)t.6".,M.C
.1 0. trcro,Nt$
:2,C;;ANC*Ni.

N P~ 1
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compound &1 (R} -N{’[@(_@H—"@{A@@{(z 3-dimethoxybenzyl)-4H-1,2,4-triazol-3«

¥1)-2-(1H-indoi-3-yljethy!)-2-( éyndm 2-yhacetamide,

compound 62 {R)- -N-(-(3- ~(2,4- dimethoxybenz: 1)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2-(1H-
indol-3-ylyethyl)piperidi jde, },3§ '3,

compound 63 (R} Ngra} —(2@ }q}xy}enzynﬁ:h@}my: -4H-1 2 4-triazol-3-y)-2-(HH-

indat-3-yhethylpiperiding-2+

compound 64 (R)-N-(3 % (}}3 El\mie oxy nzy'l}s}dr;t}la}H 1,2, 4-triazol-3-yl)-2-(1H-
indol-3-yt) ethyl)p»colma@gs3 }}} 23}}}}} 5

compound 65 (R)-N '} Qi elhf@enzyl)-s-phenethyl—4H-1,2‘4-triazol-3—yl)-2-(1H»
indol-3-yhethyl)isonicotinarhide,

compound 66 (R)-N-{1-(4-(2 4-dimethoxybenzyl)-5-phenethyi-4H-1,2 4-triazol-3-y1)-2-(1H-
indol-3-yhethyl)pyrazine-2-carboxamide,

compound 67 {R)-N-1-{4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-( 1H-
indol-3-yhethyl)piperazine-2-carboxamide,

compound 68 (S)-N-{(R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazot-3-y1)-2-(1H-
indol-3-yhethyl)pyrrofidine-2-carboxamide,

compound 68 {R)-N~{1-(5-(2-{1 H-indol-3-yhethy))-4-(2,4-dimethoxybenzyl)-4H-1,2 4-triazol-3-
yi-2-(1H-indol-3-yl)ethyl)-2-aminoacetamide,

compound 70 {S)-N-({R)-1~(8-(2-(1H-indol-3-yl)ethy!}-4-(2 4-dimethoxybenzyl}-4H-1,2 4-
triazol-3-y1)-2-{1H-indol-3-yl)ethylpyrrolidine-2-carboxamide,

compound 71 {R)-N-{1+(5+(2-{ 1H-indo}-3-yl)ethy!)-4-(2,4-dimethoxybenzyl)-4H-1,2 4-triazol-3-
yl)-2-(1H-indoi-3-yljethyl)pyrazine-2-carboxamide,

compound 72 (R)-N-1-(6-(2-(1H-indol-3-yl)ethyl)-4-(2 4-dimethoxybenzyl)-4H-1,2 4-triazol-3-
yiy-2+(1H-indol-3-yl)ethyl)piperazine-2-carboxamide,

compound 73 (R)-N-{1~(5-(2-(1H-indol-3-yl)ethyl)-4-(2,4-dimethoxybenzyl)-4H-1,2,4-triazol-3-
Yl)-2-(1H-indot-3-yhethyhpicolinamide,

compound 74 {R)-1-(5-(2-(1 H-indol-3-yl)ethy!)-4-(2,4-dimethoxybenzyl}-4H-1,2, 4-triazol-3-y1)-
2-(1H-indol-3-yhethanamine,

compound 75 (R)-N-{1-{4-(2 4-dimethoxybenzyl)-5-phenethyl-4-1,2 4-triazol-3-y)-2-(1H-
indol-3-yhethyl)-2-aminoacetamide,

compound 76 {R)-N-{1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-(1 H-indol-3-
yhethyl)pyrazine-2-carboxamide,
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compound 77 (R)- /\It1 (@ @)oxybew 36!1@){(85782 4-triazol-3-yl)-2-(1H-indol-3-

yhethyl)isonicotinamide,

compound 78 (R)-N- N Fg meEhoxybenzyJT 5 éneth}x-/-1 1, 4-triazot-3-y1)-2+( 1H-indol-3-
yhethylipiperazine-2- ca@%}

compound 79 (R)~ Naﬁ»@th@yb@}y@&@%}@zw 1,2 4-triazol-3-yl}-2-(1H-indol-3-

yhethyl)picolinamide,

compound 80 (R)- Ng(s}z c1}-§§4;23 Fk}#}x}ﬂénlgbenzy! ~4H-1,2,4-triazol-3-yl)-
2-(1H-indol-3-yhethyh) p.@@m.d}c} e.:

compound 81 (R)-NaTY] ,.l J:lno}i 3-yl) 68}544 ésl'gybenzyl V-4H-1,2,4-triazol-3-yl)-2-

{1H-indol-3-yhethyljpipetdzi nhidé,

compound 82 (R)—Na}zl}(dkly}}vkwf}pgay}i},.2.4-triazo\—3-yl)~2-(1H—indol-:i-

yhethyl}-2-(pyridin-2-yt) %lamide.
d 83 5- - 1-3-y1)-2-( 1H-indol-3-
cam;?e‘z:yl)pvpendme4ca$b}3§g¥}}% T?’Z-g’g‘z-sf ey "
compound 84 (R)—N}-(}-}z}eﬁ}b}l3)5-}}ﬁ}yi-4H-1,2,4-(riazcl-3—yi)—2—(1H—indo!—3-

yhethyl)piperazine-2-caifspx dBS

compound 85 3 4- Qchytbenzi/p,ﬁ eneth  4-friazol-3-y)-2-(1H-indol-3-
yhethyl)pyrazine-2« carb }

compound 86 R)»NE}QZ,—(‘! L&yq—%y )q-(laa%hcxybenzyIMHJ \2,4-triazol-3-
yi)-2-(1H-indol-3-yl) ethy?z- 't a@cﬁrb Rﬁﬁoxam\de,

compound 87 _?RZ (5-(2-(1H- mdol 3 yl)emyk) -4-(4-methoxybenzyl)-4H-1,2 4-triazol-3-
yhp

y)-2-(1 H-indol-3-y/ )eth na.a& 5& eX
compound 88 (R-NRR)-T-{8- @Slad@s¥\81fe4a®®oxybenzyl)4H-1,2,4-triazo!-3»

yl)-2-(1 H-indol-3-yt) ethyggndme -2-carboxamide,

compound 89 {8)-N-({R)-1-(5-(2-(1H-indol-3-yl)ethyl)-4~ imethoxybenzyl) 4H-1,2,4-triazol-3~

Y121 Heindol3- ynem&&s& #E@W6«LCS ax
compound 90 (R)~ I\gbﬁgtxmdcf&s@methoxybenzyl)~4H-1 2,4-triazol-3-

yI}-2-(1H-indol-3-y1) ethui_g rrolidine-2-carboxamide,

compound 91 {R)-IV- -§-(1H indol-3-yhethyl)-4-(4-methoxybenzyl)-4+-1,2,4-triazol-3-yl)-
2-1tindol ety LRI ASBBBASSAXX

compound 92 (R}~ 1@aa§ethyi) -4-(4-bromobenzyl}-4H-1,2 4-triazol-3-yl)-2-
{(1H-indol-3-yljethyl)-2- ammo 2-methylpropanamide,

Xas:Sassafas,a.?
Ocas-ask:as:lasi S
0s2sa2a202S9:S.:

25 02 07,0, 20

— e~ g~
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compound 93 (R)-N—Z-@-@@@@NNN@:@Qoﬂbenzyl)-4H~1‘2,4-triazol~3-yl)-

2—phenyiethyl)-2-aminc—ém vl ropanamide.‘
compound 94 (R)»N—(Z-UH»‘mdol-s-y!)-‘l-(5-&9nethyl-4‘(thiophen-2—ylmethy1)-4H-1,2,4-
triazol-a-yr)ethy:)piperid'{p@ iN . N o

compound 96 (R)- NN 6@NN3v§tﬂ%?ﬁl@dH-12,4-triazo]—3~yl)-2-(1H—!ndo!-

3-yhethyl)-2-amino-2-methylpropanamide,

compound 97 )N §(‘5~ 2%do&§%§3& §§'?&H‘1 ,2 4-triazol-3-y1)-2-(1H-indol-
3—yl)ethy!)—2—amlno -2+ mS’\Xp_r@a’rarss axsass

compound 98 (R)—Nﬁg()‘(l-iixda@)gﬁylwv‘l 2,4-triazol-3-y1)-2-(1H-indol-3-yljethyl)-

2-amino-2-methylpropanamide,
compound 99 {R)}-NY( »Q(pH—indolAs-yl)methyi)-4~(2,4-dimethoxybenzyl)~4H—1,2,4-triazol-3-
y|)-2-(1H-indor-s.yl)emyx)%sgmgqylFSEEN:S S |t
compound 100 (R /\r$$ Aga $ 13F4 hyl-4H-1,2 4-triazol-3-yl)-2-(1 H-indol-
S VAS

3-ylethyl)-2-amino-2-me)

compound 101 {R)- Aa&s rasl 2/! r?q-gjadet-methoxybenzyl)-thJ,2,4—triazol»3-yi)—
2-(1H-indol-3-yl)ethyl) Zglgo Z-ratggopa\gge as

compound 102 yg am @ -5-bepzykai-1,2 4-triazol-3-y1)-2-(1H-indol-
3-yhethyl-2-amino-2: m N )'Qe e'\r

compound 103 (R)»I\NN}(A M&%&pm-(z4-dimexhoxybenzy\)-4H»1 2 A-triazol-
S‘yl)~2-(1H~mdol-3-yl)etg.lgaino&rgrgpropanamide,S*

compound 104 {R)-N, fjH ~indol-3- y! methyl}-4-phenethyl-4+-1,2 4-triazol-3-yh)-2-(1H-
indol-3-yhethyl)-2-amini ylp

compound 105 (R)»I\S‘I&Xe_r@@-ppaqts@d,2;4-iriazoi»3-yl)-2~(1H—indol-S-yl)ethyi)—Z—

amino-z-meihy!propanﬁid

compound 106 (R)- Q 5- benzyM (2 2- d(phenylethyl)-AH 1.2,4-triazol-3-yf)-2~( 1H-indoi-3-
yhethyl)-2-amino-2-mef

compound 107 {R)- I\@}S'(S‘&@S 3&l)ethyl -4-(2,2-diphenylethyl}-4H-1,2 4-triazol-3-yl)-

com::::di'; W)et:]/i)l)fvsm:]}:éﬁ(;ug:h;xiwagr’5 benzy) -4H-1,2, 4-triazol-3-yl)-2-(1H-indol-
3-yhethyl)-2-amino-2. n@ﬁpmphqlam
aaasax
S..:Xxxastss SaSx
a:sr,
NZ:N.N.::Saaca.:::
.aaaaas. aaaa*aS

A~ PN PN i+~ P~ P~ PN PN P~ P~
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compound 109 (R N-(Qrt@@18/8,#8@@5@@4-mdm3—yl)ethyl)-z-ammo—z—

methylpropanamide,

compound 110 {R)- N@% ~benzyl-4 hexy?sL 1,2,4-triazol-3-y1)-2-(1H-indol-3-yl)ethyl)-2

amino-2 methvipropana&. S S SS S S SS S S
compound 111 (R)-NSSQS@»:@)%@%[@—M \2.4-triazol-3-y1)-2-(1H-indol-

3-yhiethyl}-2-amino-2-methylpropanamide,
compound 112 {S}-NIT-(F4 2 4-UMnethoxybenzyl)-5-benzyl-4H-1,2 4-triazol-3-y1)-2-( 1 H-indol-3-

yhethyi-2-amino-2-mefEES B SSWES
compound 113 {R)- NNT@ drg@o &sf §—5 phenethyi-4H-1.2 4-triazok-3-yl}-2-(1H-

indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 114 (R)-ngmgnzq)lbslmln‘mazoi-3»y?)~2»(1H-mdoi-&
y!)ethy1)-2~amino-z-metg}rg)ttﬂidsstss-S S at
compound 115 (R)- §S "$K§f yéf;rbenzyi -4H-1,2,4-triazol-3-y1)-2-( 1 H-indol-3-

yhethyl)-2-amino-2-met plnamide.

compound 116 (S)-I\Ar«(l-éz,g—dmscnyosmyg;k;&t)s}M,2,4-triazoi»3-yl)-2-(1H

mdo!—3—yl)ethyi)-2—am1nggmegygmpgargiets SZtS .
X

compound 117 {R)- Né (fgﬂ hej fyl 4.!1L %4 ~triazol-3-yl}-2-(1H-indol-3-yhethyl}-2-amino-
2-methylpropanamide, t é § t

compound 118 438{&&5&yﬂ£@g41-4%1.2.4-triazo!—3—yl)~2-(1H—indoi{’r
yljethyl)-2-amino-~2- metggq{ggses

compound 119 éi- Aéﬁl‘\\j}xz 85ethoxyoenzy )-4H-1.2,4-triazol-3-yl)-
2-{1H-indol-3- y})ethana

compound 120  (R)- Nt}kgmethoxybenzﬁﬁ "ber}z’y’! -4 H-1,2,4-triazol-3-yl)-2-phenylethyl)-2-

amino-2-1 methy!propan ide,

compound 121 R)- (- l-huorcbenzyn 5 p’h r’ueth'yv’-ztri-w,'2,4-triazot-3-y;)-2-(1H-indo\-3~
yhethyl}-2-amino-2-me

compound 122 (R-NFA-4G z@@m@gzégenemyn-w»«2.4-mazol-3-y<)-2-(1H-mdm-
3-yhethyl)-2-amino-2-methyipn ide,
compound 124 {R)~N- (1 N:ei? benzy(gg)benzy Zﬂ’%% triazol-3-yl)-2-(1H-indol-3~
et 2 e 2 oG SPNEEZZ S 220
compound 125 (S} NZ]S‘tzts*elz)g)z'z:@&w-phenyipropy!)-AH-1.2,4-tr1azor»3-y!)-2-(1H—
indol-3-yljethyl)-2-aming-2-methylpropanamide
0:2.z0.0z.$0ss'0,s
sic,.00-,z00,.Scs..
..SSZyr

scz-0,00.s.0r0z
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Z-Sz0Sszzi";;
Zos.:zst <0'
compound 126 (SIN-Z-EA-EHE @2@2@W4H 1.2 4-triazol-3-y()-2-(1H-indok3-

yhethyl)}-2-amino-2-methyl anamids

compound 128 N-((R)-f-(d—(zi‘-r%obenzyi)- Johenethyl-4H-1,2 4-triazol-3-yl)-2-(1H-indol-3-

yI)ethyi)»2»amino-2~met!®o:r@zaqueOZ7Z . N Oo ’
compound 128 (S)-N-( %4—%thzwzyz5 pjan ~4H22‘4-triazoi-3»yl)-2-(1H-mdol-3—

yhethyl)-2-amino-2- methylpropanamnde
compound 130 {R)-NT1-14-14% 'ézox]:ﬁeﬁ%l) 5-phenethyl-4H-1,2 4-triazol-3-yl}-2-(1H-
indol-3-yhethyl)-2-aming2- 2 A rai
etz € SEBSE=SSKSSS;
compound 131 (R)-N: gH~mdol-3Ay!)-1-(5-phenethyl*4-(thiophen-2-ylmethyl)-4H—1.2‘4o
triazot-3-yhethyl}-2-amino-2-methylpropanamide,
. [
compound 132 (R)»N§$Sind;;i@pl;@#&;%n—2—y\methyl)«4h’4.2,4-tnazol-
3—yl)ethy!)-2-aminovz-me-ryipropanamide,

compound 133 $§z§ -yIOTOengr&?ﬁmm -2-yimethyl)-4H-1,2 4-triazol-

3yl )ethy[)p!pendme 3 chi

compound 134 (S)-N&S&Zﬁ}ﬂz@xzy!)-S‘phenethyMH-1 .2 4-triazol-3~y1)-2-( 1 H-indol-3-
y!)ethyi)pyrrohdme-2-ca?c§321@,z SZSZ

compound 135 ”ZZ-,(A -eth lbeqz S(ﬁhenethyMH 1,2, 4-triazol-3-yl}-2-(1H-indol-3-
yhjethyl)-2-aminoaceta

compound 136 N~((R&Z’)SZI—S‘&ZQ&Z‘)e&lSS—methoxybenzy\)AH-‘\,2 4-triazol-3-yl)-
2—(’:H-\ndo!—S-y!)ethyi>~2§2’dir§§ﬁ)§2 Z Suz

compound 137 (2R}~ Ni] 1’$ jii-eth lbgpzyl) 5~phenethyi-4H 1,2,4-triazol-3-yl)-2-(1H-indol-
3-yhethyhpiperidine-2-cal

compound 138 N-((R@(A&-et@é@‘z:yt)-@z@thyI—4H~1,2‘4—mazol-3—yi)42-(1H—xndoi-S-
yhethylpicolinamide, C . 1ACAAACAC

compound 139 N-({(R)-1-(4-(4~ ethy&benzy{) -5 henethyMH 1,2, 4-triazol-3-yl)-2~(1H-indol-3~
yhethyl)-; Z-ammopyridtr‘A & y -
compound 140 (23)-/\/-'(1'»(4- 4-aivenzyh-5-phenettyl-4H-1 2,4-triazol-3-yl)-2-(1H-indol
.y yets )
3-yhethyl)-2-aminopropanamide,
compound 141 N-({R)-1-(4-(4-ethylbenzyl)-5-phenethyt-4H-1,2 4-triazok-3-yi}-2-(1H-indol-3-
yhethyljisonicotinamide,

compound 142 N-({R)-2-(1 H-indol-3-y1)-1-(5-phenethyi-4-phenyl-4H-1,2 4-triazol-3-
yhethylpiperidine-4-carboxamide,
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s :SS SCS,344.:(3
S 3 eampe,:: SsS
compound 143 (2SHBFBH B S B 1S Bnethyi-4-phenyi-4r-1,2 4-triazot-3-

yhethyl)pyrrolidine-2-car} ide, o . 1
compound 144 N-{(R)-2+ (1H~mdot é) 1-{5-4 phenethyl -4-phenyl-4H-1,2 4-triazol-3-yhethyl)-2-

aminoacetamide, SS y
compound 145 M- R}gg_:@,@!\hﬁZt)h‘é‘@ﬂyl—:ﬁhenyi-/l/-M‘2‘4—triazo)-3-yl)ethy!)~2-

din-2-yl)acetamid
(pyridin-2-yljacetamide. Skkok ;3 (3 ok
compound 146 N-{{R)-Z-(1 H-indol-3- B ~phenethy— -phenyl-4H-1,2 4-triazol-3-
yhethyl)picolinamide, * N -***** . *> + *- . 3**3

compound 147 N-((Rp-1-(5- eﬂg*ﬁbﬁs@)&t@n 8§thy1phenyl) -4H-1,2,4-triazol-3-yl)-2-
{1H-indol-3- y!)ethyl)p!cohnamlde

N

compound 148 N—((Rg-z—( -(plg(g-!%-yl)ethy!)-zl»(4«ethylphenyt)—4H-1‘2.4-mazol-3-yl)-2-
{1H-indol-3-yhethyl}-2-(pyridin-2-yllacetamide,

compound 149 N-({R)-1-{5~(2-( 1 H-indol-3-yhethyl)-4-{4-ethylphenyl}-4+-1,2 4-triazol-3-yl}-2-
{1H-indoi-3-yl)ethyl)-2-aminoacetamide,

compound 156 (28)-N-((R)-1-(5-(2-(1H-indol-3-ylethyl)-4-(4-ethylphenyl}-4H-1,2 4-triazol-3-yl)-
2-(1H-indol-3-yhethylpyrrolidine-2-carboxamide,

compound 152 N-((R)-1-(5~(2-(1H-indol-3-yhethyl}-4-{(4-methoxybenzyl)-4H-1,2 4-triazol-3-y1)-
2-(1H-indoi-3-yhethyl)-2-aminocacetamide,

compound 153 N-{{R)-1-{4-(4-methoxybenzyl)-8-phenethyl-4+-1.2 4-triazol-3-y[}-2-( 1 H-indoi-3-
yhethyl)-2-trans-aminocyclohexanecarboxamide,

compound 154 N-{{R)-1-(4-(4-ethyibenzy!)-5-phenethyl-4H-1,2 4-triazol-3-yl}-2-(1H-indoi-3-
yhethyl}-2-(pyridin-3-yhacetamide,

compound 155 (38)-N-({R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yi}-2-( 1 H-indoi-
3-yhiethyhpiperidine-3-carboxamide,

compound 156 N-({(R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y)-2-( 1 H-indol-3~
yhethyl)-2-aminobenzamide,

compound 157 N-{{R)-1-{5-{2-{ 1 H-indol-3-y))ethyl)-4-phenyl-4H-1 2, 4-triazol-3-yl}-2-( 1 H-indoi-
3-yhethylpicolinamide,

compound 158 N-((R)-1-(6~(2-(1H-indal-3-yhethyl)-4-phenyl-4H-1,2 4-friazoi-3-yl)-2-( 1 H-indol-
3-yhethyhpiperidine-4-carboxamide,

compound 159 N-{{R)-2-(1H-indoi-3-yl}-1-(4-(2 4-dimethoxyphenyl)-5-phenethyl-4H-1,2 4-
triazol-3-yhethylpicoiinamide,
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H 12 . 0.
.toi.pttgot?:2 1,3;
aaal .
otk s
compound 160 N RECWQMZ)OT Q‘methg@heny )-5-phenethyl-4H-1,2 4-
triazol-3-ylethyl)-2- (pyndm 2—yi aceldmide
compound 181 N-((RE-Z fH indol- 39) 1-{4-(2 4-dimethoxyphenyl)-5-phenethyl-4H-1.2 4-
triazot-3»y!)ethyi)pyrazm{Ze{aMr}'@e, < : <* "

compound 162 N-{{R)- %Vndb&&aﬁgé’natmxﬁfny )-5-phenethyl-4H-1,2 4-

triazol-3-yljethyl)-2~; aminoacetamide,
compound 183 N-((R}ﬂ&%g\—%&’r-M—&4-(1imethoxyphenyt)-S—phenethy!-/lH—1‘2‘4-

triazo!-3—yi)ethyl)p»perid!nﬂéwﬂ?@z44% &4
compound 164 N- ((Rt »§«pﬂz‘yl 4Wmé—yl6wet2! ﬁ<2 4-triazol-3-yi)-2~( 1H-indol-3-

yhethyl)picolinamide,
compound 185 RN 5.@41 1@14!);;3[; 5.2 4-triazol-3-y1)-2-(1H-indol-3-
yhethyh)-2-amino-; aceta@'e . 2 '
1ty

H
compound 166 i %enzytz& 8yndm -2-ylymethyl)-4H-1.2 4-triazol-3-yi)-2-{ 1 H-indol-3-
yhethyl)piperidine~4-ca 9

1
compound 167 N Fant)F A p i SO Rt A1 2, -tz 3-y1)-2-(1 H-indioi-3-
ylethyl)-2-amino-2-methyprp d . .
9,_2“‘*2&<<< <.:.4

compound 168 N-((R@&Mﬂfthox bei 1-4-phenethyl-4H-1,2 4-triazol-3-y1}-2-(1H-indol-3-

yhethyl)-2-amino-2-methydbropanbnie

compound 189 A-( qu44:12)41-_(N|_d?43~yl)methyl)-4H-1,2,4~triazo\-3—y!)—2-<1H-indol-&
yhethylpicolinamide,

compound 170 N-(( 1 ~{5-] gnzyv 4 ((pyridm-4 y!) %hy\)»4H—1,2‘4-triazo\-3-yi)—2»(1H-indoi~3-
yhethyl)2-aminc-acetangice. s s s s «

compound 171 (R)-b@N:tylx:'u'wbls'obu(s%o)\'f(s-Q-(1H~mdol~34y1)ethyt)-4-(4»
methoxybenzyl}-4H-1,2,4-triazol-3-yl) propanoate,

compound 172 N-{{R)-1-{5-benzyi-4-((pyridin-3-yhmethyl)-4H-1,2 4-triazol-3-y1)-2 (1 H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,

compound 173 N-({R)}-1-(4-benzyl-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-( 1 H-indol-3-yhethy!)-2-
amino-2-methylpropanamide,

compound 174 N-{(R)-2-(1H-indol-3-yl}-1-(4-methyl-5-phenethyl-4H-1,2,4-triazo-3-
yhethyl)picolinamide,

compound 175 N-((R)-1-(5-(2-(1H-indol-3-yl)ethyl)-4-phenyl-4H-1,2,4-triazol-3-y1)-2-(1 H-indol-
3-yliethyly-2-amino-2-methylpropanamide,
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5 P;c;nzaz;
.2z{?*S.
compound 176 N—((RZ-(rﬂ_e4;x§t'>!eni1)-5-phenethy1-4H.1.2,4-triazos-3-y1>-2-(1H-indo\-s-

yhethyhbenzamide,
& (pC14,:t
}-1-{4-(2,4-dim:

compound 177 oxyberzzfé éhenethyMH 1,2 4-triazol-3-y1)-2-( 1H-indol-

3»yi)~N-phenyimethanegcxtmfe‘
compound 178 (R—1{QQ@%@yﬂnzi@imehethyl-éwA,2,4-trxazo!-3—y1)-2-(1H—mdol-
! il

3-yl-N-tosylethanamine, "

compound 179  N-{({R}- 1'4'(2 Adimethokfbenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y)-2-(1H-
indol-3-yljethyl) -2~amm444y)prg@r4‘n_@e‘ 1’ 4

compound 180 N-1-(( -1, &k@?}xybenzyl) -5-phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-
indol-3-yhethylethane- ’f2 dxamme

compound 181 N»((Rgl 5— drga-%m;lmyi)-fi«phenethyMH-1 \2,4-triazol-3-yh)-2~(1H-indol-

a-yl)ethy;)-z-amino~2-me@m@2a214,' 2 2 2222
compound 182 N-({RI5 -<2@1n -2~ y?&?y?-phe?hﬂ1 \2,4-triazol-3-y1)-2-( 1H-indol-

3-yhiethyl)picoiinamide,

compound 183 N—((R)'-Szam?amz'»gnelyi)g-gsnemyl-zzm,2 4-triazol-3-yh)-2-(1H-indol-
3—yl)eﬁhyl)p)peridine-d-t@f@@e.- 222222 . 22

compound 184 N-((RjA th%% \);SdrwazfthyMHJ‘2,4-triazol-3-y1)—2—(1H—indoi—3-
yhethyl)-tetrahydro-2H-) %’an -carbdxal At

compound 185 N»((RZ1p(m;n$252w52yl)-4-(3-methoxybenzy{)-4/~/—1,2,4-trxazoi-3-y\)—
2-(1H-mdol»S»y()ethyl)~@ﬁ—rﬂt@lpropaari&,. .44" .

compound 186 (28} I\/ (RY, aﬁgfgdzy!( zdﬂy! -4H-1,2,4-triazol-3-yl)-2-(1H-
indol-3-yljethyl}-2-aminG 44proo

compound 187 (RH4(2—44\?94¥h4h442_4$44&yben2y1)~4%1‘2.4~mazc!—3~yl)-
2-(1H-xndol»S-yl)‘N-tosyﬁhanamine‘

compound 188 N-((R)-1-(4-(2,4-d rzfzxybzzﬁ)j:ﬂenleﬁ i-4H-1,2, 4-triazol-3-yi)-2-(1H-
indoi-s—yi)ethyt}-4-azidob4ﬂ44 . - 4

N
compound - 183 Nevere@(R)Afir pdnoxybenzy) s phenetnyi-ari-t 2 4-triazol 3y1-2-

{1H-indol-3; y!)ethanam,( n
compound 190 (28)-N-( (R3 A-(5-(2: l—lndoi 34 = )ethy\,-A {4-methoxybenzyl)-4H-1,2 4-triazol-
3-yi)-2-(1H-indol- -3-yhethyf BVdmy ro-1H-pyrrole-2-carboxamide

A4444,4::4444, (4:
74,



20

25

30

,C,,,C,P4it,' 'SSr4.
4.4.4 41:444,;
4:44.44,4'64 1 ,.;

. The use as claimed in camfere ?gzend is @ GHS receptor antagonist selected from
,

the group consisting of: compound’f, 3, 12, 13, 14, 18, 20, 22, 23, 33, 36, 37, 38, 41, 46, 47, 48,

49,50, 51, 52,53, 57, 5. 50, @=4l, &iﬁ ag\ie?siﬁ,g?,;;, 72,73, 74, 75, 76, 77, 79,
80, 82, 8, 85, 87, 88, 89,4051 iz:;m;lqz?@,y A48, 134,135, 136, 137, 138,

138, 140, 145, 146, 147 148} 18 ,T52, 1533, 154,186,157, 159,160, 161, 164, 171, 174, 176,

178, 179, 182, 184, 186_&1@33;)?;@932% ey 1..
~SY..

. The use as claimed in o!a}séwhere the compoung is a GHS receptor agonist selected from the

group consisting of: compoufd ﬂ,-y5,>6,-7_, 8:9,-14- 14,716y 16, 17, 19, 21, 24, 25, 26, 27, 28,
29, 30,31, 32,34, 39, 48, B, 44,95, 54154, 5p, 62, 67,78, 81, 83, 84, 87, 92, 94, 99, 103,
104, 105, 106, 167, 108, 110, 111, 715, 117, 478, 121, 122, 124, 130, 131, 142, 155, 158, 163,

173, 175, 180, 181, 183, A5 hndlr ook 1 11 1
161'1'1111'1:
'1.11-11,11.172?,?,
-.6..,1n"'
1,7777,,11711:?1,
. lo:xC17, :4*
73$S,Sr. tql. ted, W
n".ry.,1,11. 16,1
:55:454 55, 54
:5:4554 44,
rt:::::4454:5445.14
4545 '5:55
N5-445455,1,555.
4
144:5444:54:54:51
:555 55:5,54,44
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10.The use as claimed in any of i l&%@sﬁgﬁﬂm comprises at least one

additional pharmaco\ogtcally actlve substance

11.The use as claimed in claﬁM?éécM:p%&%@s a GHS receptor antagonist

and an endocannabinoid rec: 5 Sgomst preferably a CB1 receptor antagonist, most preferably
Xa

rimonabant [1H-Pyrazole-3- c de, 5-(4- chlorophenyl) 1-(2 4~dichlorophenyl)-4-methyl-N-1-

5'44'4 :::144,;
12.The use as claimed in an; ié 411 where the medicament is applied before and/for

during and/or after treatmen sdditional pharmacologically active substance.

3:4441.4:4
13. The use as claimed in 013554)4)&'615 %4\'&& q@ﬁi%ﬁa GHS receptor antagonist
and the additional pharm ﬂ:gman 2CHV: c is an endocannabinoid receptor
antagonist, preferably a péé':tjs p:qferably rimonabant [1H-Pyrazole-3-
carboxamide, 5-(4-chlorb, v 4 nyid}-4-methyl-N-1-piperidinyl-,
monohydrochloride]. Tﬂ 55 BW&)&
A454; 1 4,4

14. A triazole compound seéfed@i‘n the group consisting of:

compound 1 (R)-N- (412](21@41&3 4{55452 5:fm§oxybenzyl) -4H-1,2 4-triazol-3-
yi)-2-(1H-indol-3- yl)ethyl) no meﬁg g

compound 2 ~I\/'-(1- (2+( 1 H-int Ehi ‘ohehethyl-4H-1,2 4-triazol-3-y)-2-(1H-
indol-3-yl)ethyl)-2 amln%ﬁxipmganamlde

compound 3 (R)- A@Jﬁgﬁﬂﬂ} yi)pSn@AThenethyl -4H-1,2,4-triazob-3-y1)-2-(1H-

indol-3-ylethy!)-2- amlno 2 me 4anamlde
zy}

compound 4 -(5'0 4§ﬁzha'le ~1-yimethyl)-4H-1,2,4-triazol-3-yl)-2-( 1 H-indol-

3-yhethyl)-2-amino-2- W@M 5ﬁﬂ4r, _’414_
-154:4457?4;N
eve5,55:5p4:
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554 4:5.#frer5.5:::
55.4:errs:,-54:5 :
compound § (R)- N‘m‘(@ @%B.yﬂthw Bw)spﬁaien 1-ylmethyl)-4H-1,2,4-triazol-

3-yl}-2-(1H-indol-3-yl) ethy! é-a Sth ! opanal
compound 6 (R)-N-( g Cifdol-3: %ethny 13-rethoxybenzyl)-4H-1,2 4-triazol-3-yl)-

2-(1 H—indo!»3»yl)ethyl)-zra@q{-f-seﬂ.y;lgr%an_amlde‘

compound 7 R)oNgV!DHTi;x%_enzy!)~5-benzyl-4H—1 ,2,4-triazol-3-y)-2-( 1 H-indol-3-
yhethyh)-2-aminc-2- methyfpropanamsde

compound 8 {R) -N—'(Z(QL - »N!Q—%ﬂgA beén: yI % H-1,2 4-triazol-3-yl)-2-(1H-indol-
3~y|)ethyl)-2~ammo~2—m?tp¥!me|{mﬁN < ’)6

compound 8 (R)-N—& 3@-/-&oi7$oropyl) -4-benzyl-4H-1,2,4-triazol-3-yl}-2-( 1 H-indof-
3-yhethyl}-2-amino-2-methyl opanamids,

compound 10 (R)-N-(1-(5-(3-(1H-indol-3-yhpropyl)-4-(3-methoxybenzyl)-4H-1,2 4-triazol-3-yi)-
2-(1H-indol-3-yl)ethyl}-2-amina-2-methylpropanamide,

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

compound 12 {RYy-N-{1~(5~(2-{ 1 H-indol-3-ylethyl}-4-(4-methoxybenzyl}-4H-1,2 4-triazol-3-yl)-
2-{1H-indol-3-y))ethyl)-2-amino-2-methyipropanamide,

compound 13 (R)-N-{1-(4-(4-methoxybenzyl)-5-benzyl-4H-1,2,4-triazol-3-y1}-2-( 1 H-indol-3-
yhethy!)-2-amino-2-methylpropanamide,

compound 14 {R)-N-{1-(8-(3-( 1 H-indo}-3-yhpropyl)-4-(4-bromobenzyl)-4H-1,2 4-triazol-3-yi)-2-
{1H-indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 15 {R)-N-{1-(5-(2-(1H-indol-3-yljethyl}-4-hexyl-4H-1,2 4-triazol-3-y1)-2-(1 H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,

compound 16 (R)-N-{1-(5-(3-( 1 H-indol-3-yh)propyl)-4-hexyl-4H-1,2 4-triazol-3-y1)-2-(1 H-indol-
3-yhethyl}-2-amino-2-methyipropanamide,

compound 17 (R)-N-{1-(4 5-bis(2-(1 H-indol-3-yhethyh)-4H-1,2,4-triazol-3-y1)-2-( 1 H-indol-3-
ylethyl}-2-amino-2-methylpropanamide,

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

compound 18 {R)-N-(1-(4-(3-methoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-( 1 H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,

compound 20 {R)-N-(1-(4-(4-methoxybenzyl)-8-phenethyl-4H-1,2 4-triazol-3-y1)-2-(1H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,
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ebmtx, 171t
CC5K4X,:iNt:
compound 21 R)—N—S@@-{-in@%‘-@’(ﬁy@$'Qﬁgthoxybenzyl)AH—1,2,4-triazol—3-

yl}-2-(1H-indol-3-yhethyl)- 2 amlno-Z-meih 1pro anat d

compound 22 (R)-N-(15(3- 4-me xybenzyQ&-(S phenylpropyl)-4H-1,2,4-triazol-3-yl)-2-(1H-
indol-3-yl)ethyl)-2: am!n(Z methyi;&m Z< ZStl

compound 23 {R)-Ns( QQ(%QV@M'A@;)@W A!Cﬂ_rdétﬂnybenzyi) -4H-1,2 4-triazol-3-yi)-
2-(1H-indol-3-yhethyl)- 2. ammo -2- methyipropanamnde

compound 24 {R)-I\- ~1~(4-'(2~§{-mﬂbr-3»§/!)ét \)'—5-(3—(1H—indcl-3-y|)propyl)-4H—1‘2‘4‘triazoi-

. 1
3-yl)-2-(1H-indol-3-yhetlfyI&3 - hh
s e G PSS Q
compound 25 (R)-NQ-{(5-(2~( 1H-indot-3-yhethyl)-4-(2-methoxy)benzyl)-4+-1,2 4-triazol-3-yi)-
2-(1H-indol-3-yhethyl)-2-amino-2-methyipropanamide,

compound 26 (R).@Q@&Q&g)tM£$$ \2,4-triazol-3-yl)-2-(1H-indoi-3-
y'>efhw>-2-ami"°-2~masﬂ°sswi?%scsssessss

compound 27 §2$1y §$ htha(en ~1-yimethyl)-5-phenethyl-4+H-1,2 4~
triazol-3-yl)ethyl)-2-amiffo-Z-wet

compound 28 (R)-@%@&@Irﬁlﬁhss@zic@erobenzw)-ztH—’n,2,4-triazcl»3-yl)-

2-(1 H-indol-3—y!}echyl)-gg‘rgZ»methyipropanamide,

compound 29 R)-I\g-@ééq‘_ 1 S-ﬁthylg-ztgﬂuombenzyl) ~4H-1,2,4-triazol-3-y1)-2-
{1H-indol-3-ylethyl)-2. ?
compound 30 R)—I\Q@&smM@-ﬁmgm|@riazoi-3~yl>-2~(1H—indoi~3~
yhethyl)-2-amino-2-mef
Q T? (Ss,s?sssr.SS

compound 31 (R)-

H-\ndol-3~y1)et l)-g_—ILZﬁ-' ethoxybenzyl)-4H-1,2,4-triazol-3-
yl)2(1Hmdol3y(}eth SBSISSSH )t S

compound 32 (R)- I\81-(.5- 28 H-indol-3-yl)ethyl)-4-(2,4-dimethoxybenzyl)-4H-1,2 4-triazol-3-
yi-2-(1H-indol- 3-yi)eth)g§endme -3 ce;zaxam»de

compound 33 {R)-N-(1-(4-{4- methy! nzyl}-5-(3 -pheny!prggls-thJ,2‘4»triazo!-3-y!)-2-(1H—
indok-a-yljetnyl)-2-aminD2 SByirDpanamide,

compound 34 (R)J\@-S@(’IS-@HQI)ethil%‘t-Settgbenzyl)AHJ,2‘4-triazol-3-yl)-2~
5 A P T8

(1 H—indok»s-yl}ethyi)-z-aminq«z-%hylpropanamide‘

compound 36 {R)-N=(1-(5-(2-(TH-indol-3-ylethyl}-4-(2,4-dimethoxybenzyl}-4H-1,2,4-triazol-3-

yI)-2-(1H-indol-3 y)eth@ge_r&elerpxa@QQ

compound 37 (R)- @QQ@?@W@&% 2, 4-triazol-3-yl)-2-(1H-indol-3-
yiyethy!)-2-amino-2-methyl| aharm

&

sSSsA'sQQ::::-Qs
QQ,sssS::s.SSSS

s',....Q-SSQ.sss
Q-Ss-:SSSS-QsH
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compound 38 (R)- NI ‘4@ @26@';4@94.('@-‘d_{|4th0xybenzyl)-4H—1 ,2,4-triazol-3-

yi}-2-(1H-indot-3- y)ethyé’z agpinghenzarmi

compound 39 {R)-N-(1- ’(5 bénzyl-4 (pyndm -2 ylmethyi) 4H 1,2,4-triazol-3-y)-2-(1H-indo}-3-

yhethyl}-2-amino-2 methAan@

compound 40 (25, 4@N4@2@('4@@@@12yi) -5-phenethyl-4H-1,2 4-triazol-3-yl)-2-
{1H-indol-3-yhethy-4-hydroxypyrroli c rboxamlde

compound 41 {S)- N$ 1 (?pd hoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y1}-2-(1H-
indol-3-yhethy!) p‘pendlr@q 8%24;}'&2 2 200 , OOO

compound 42 {R)- wa&mﬂdkyﬁr@l -Sg(rjanethyi-4H—1 ,2,4-triazol-3-yh-2-(1H-

indol-3- yl)ethy})p»pendme»a ~carboxamide,

compound 43 (R)-N-{ Q»Q—Q\ylbglzﬂ:;pénethyl—AHJ,2)4-triazol-3'yl)~2-(1H—indol-3‘
yl)ethyl)—Z-amino-Z-metMeoo - 4 - 1 40
compound 44 {R) NGO&?HGWT pi@ethyMH 1,2,4-triazol-3-yl)-2-(1H-indol-3-

yhethyl}piperidine-4-carboxamide,

compound 45 (R)-NZ)— A@]ZindﬁQ}g\y!)-SzZnethoxybenzyl)-4H—1‘Z‘A-triazo[-3—yl)~
2-(1 H-indol-3—y|)ethy§)pip?ﬂe4@%‘ﬁie
compound 46 {S) Nﬁﬁ ] -(: 2 MWF 1}-5-phensthyi-4H-1,2 4-triazol-3-y))-2-(1H-

indol-3-yhethyl)pyrrofidine-2-cal

compound 47 (R)~N.(4R)?-Nmbertﬁ)r521eaethyl-Am 2 4-triazol-3y1)-21H-
indol—3~yl)ethyl)pyrrohdi&ﬁ‘a?xa&e,
compound 48 NQR)Q&@ tho@(benz 5 qhe thyl-4#-1,2 4-triazol-3-y1)-2-(1H-
indol-3-ylethyl)piperidi 4
compound 49 R)—AQB)Z—LA@;Et!@(@e,rAﬁ 1)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2-(1H-
indol-3—y|)ethy()piperidiro?ﬁ@mido1 2
compound 50 446 metho 65-’;6e etﬁ! 4#[![1 2 4-trtazol-3-yh)-2-(1H-indoi-3-
yhethyl)-2-aminoacetal 666 & 4
compound 61 (R 4@ Qo s@enetn-at1,2.4-viazol3-)2-(11indol3-
yl)ethyl)-2-(pyridin-2-y!) i
compound 52 (R>-N%-Z§x€£c9yéﬂzyow9;9e9eﬂ§&;+ 1,2, 4-triazol-3-y})-2-(1H-indol-3-
yhethy!)-2-(pyridin-4- y!)@gta
compound 53 Amnrwwgm)ﬂ)'@ﬁr@}:@21,2,4-triazol—3-y|)»2—(1H-indol-3~
yljethyl)cyclohexanecarboxam
$iR40 1 2
:04:44014,0":040
0:-." '414,4.0;
4+,4,4,4 4 4444

‘m o m A A A A
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compound 54 (R) -N@A(}Mdﬂq etrryn494_nszH-1 2 4-triazol-3-yl)-2-(1 H-indol-

3- yl)ethyl)p«pendmeA-car

amx e,
compound 55 (R-NT (j'H-m;I' HJW4hyl)-4:-Lenzy$4H 1,2,4-triazol-3-y1}-2-( 1 H-indol-
3-ylethyl)piperidine- 3-caleNtte ro) 1) 1 |S

compound 56 (R)-INs 1$~!h3&hdl<ybe_nz‘!915-phene1hyMH—1‘2,44riazol-3-yl)-2»(1H-mdo!-B»
yl)ethyl)-z-aminopropanafq;de, o

“nw mon oy
compound 57 (S)-N—(M)’-T—(A!Mml\enetw :!H 1,2 4-triazol-3-yh)-2-(1H-
indo!—3~y|)ethy!)-2~amimi§xlop‘a'r‘avkd'e. 3 - 33

compound 58 (R)- Nﬂgwmeﬁ benzy\} S—phenethyl -4H-1,2,4-triazol-3-yl)-2-(1 H-indol-3-
ylethy)-2-(pyridin-3-yacetamidd,? B

compound 59 (R)—N-(W{4—(4—51913&3%4’9;Qe¥my1-«{1,2,4-triazoi-3»yl)-2-(1H-indol-3-

yhethyl)-3-(pyridin-3-y proh4 e,- LI 1"
wHEen:, -1 22)14:

compound 60 (R}-N-( kﬂ(p%—yf'g :t[b_arnyi -4H-1,2 4-triazol-3-yi}-2-(1H-indol-
3-yhethyl)-2-(pyridin-2-y)h

compound 61 (R)-N31(22-(1H—indo!-S-y\)ethyi)-4-(2,4adimethoxybenzy1)-4H-1,2\4-triazc>\~3-
y[)-2-(1H-mdoi-S-yi)ethy'ngng-Zg)&géde. l333

compound 62 (R)W.z-_(ﬁtimw@z -5 ge]thylvd,HJ,2‘4-triazo1-3-yi)-2-(1H»
indoi-3-yhethyhpiperiding-4- ok )y

compound 63 N]u%)ﬂus 41&&m&deﬁzyW$¥F§myn-4H-1 2.4-riazol-3y1)2-(1H-
indol- 3-yi)ethy¥)plpend|rl-ej2qux

compound 64 (R)-IN: §édxmeé§§nzy§5 phenethyl-4H-1,2 4-triazol-3-y)-2-(1H-
indol-3-yhethyhpicolina

compound 65 (R)-/\C—@%

indol-3-yhethyljisonicotinamide,

¥ eBrBrdBebet

144H-1,2,4-trigzol-3-y1)-2-(1H-

compound 66 {R)-N-(1-(4~(2 4-dimethoxybenzyl)-5-phenethyl-4H-1 2, 4-triazol-3-y)-2-(1H-
indol-3-yhethyhpyrazine-2-carboxamide,

compound 67 {R)-N-1-(4-(2 4-dimethoxybenzy!)-5-phenethyl-4H-1,2 4-triazol-3-y)-2-(1H-
indol-3-ylethyl)piperazine-2-carboxamide,

compound 68 (S)-N-{(R)-1+(4-(2 4-dimethoxybenzyl)-5-phenethyl-dH-1,2,4-triazol-3-y1)-2-(1H-
indol-3-yhethyhpyrrolidine-2-carboxamide,

compound 69 {R)-N-(1-(5-(2-(1H-indol-3-ylethyl}-4-(2 4-dimethoxybenzyl)-4H-1,2 4-triazol-3-
yl)-2-(1H-indol-3-yhjethyl)-2-aminoacetamide,
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compound 70 (S)N- (@ng S’S’i‘SSi@“’S“ -(2,4-dimethoxybenzyl)-4H-1,2,4-
triazol-3-yi}-2-(1 H-indol- 3 yi)SN N\ -2-carboxamide,
compound 71 {R)- N 12 /$\ ol y ethyl) -4-(2,4-dimethoxybenzyl)-4H-1,2 4-triazol-3-
y)-21H-indol-3- yi)exhy@@yﬁN
compound 72 eN MydosfgsztSNimethoxybenzyl)-leA ,2,4-triazol-3-

yi-2-(1H-indol-3- yl)eth piperazine-2-carboxamide,

compound 73 (R)-/\/§g-'(}!(%§l§-m§/gg(-2,4-d&methoxybenzy()~4H—1,Z‘A-triazol-a-
y-2-(1H-ndor3-yhetnyIREGESE.

compound 74 (R)- 1-N(§§1.:N§§)NH«)82 gd)NNybenzy!) -4H-1,2,4-triazol-3-y1)-

2-(1H-indol-3-ylethanamine,

compound 75 (R)-N&(A@Z-NM%MJ!@@n@@m 2,4-triazol-3-yl)-2-(1H-

indol-3-yhethyh)-2-aminodcdtmide,
=

compound 76 (R)»N§UN % - R 2 4-triazol-3-yl)-2-(1 H-indoi-3-
yhjethylipyrazine-2-carboXahid S‘SX gN SS\NN/S

compound 77 (R)-NkSANSt'w&&QNSA&NAM ,2,4-triazol-3-yl)-2-(1 H-indol-3-
yt)ethyl)ison‘tcct‘lnamideS S S

compound 78 (RF-M SMW 3%5-phﬁth§! -4H-1 .2 4-triazol-3-y)-2-(1H-indol-3-
yhethyl)piperazine-2-ca

compound 78 (R-Mi1S S NINGEXSSIH AN 2 4-tr1a20-3.y1-2-(1#-indor3-

yhethyl}picolinamide,

compound 80 (R)—N-(1-(5-(2-(1H -indol-3- yl)etgé Nmethoxybenzyl)—AH 1,2 4-friazol-3-yi)-
2+{1H-indol-3- yl)ethyl)plwlwg@

compound 81 {R)~ NSNZ -(1H-indol-3-yl)ethy!)-4-(4-methoxybenzyl)-4 H-1,2 4-triazol-3-yl)-2-
(1 H-indol-3-yl)ethyf) plpgzma 2§ rbo;

compound 82 -N—ﬁ-(zt-it\hly!benzw) 5 henethyl 4 H- 1 2,4-triazol-3-yl}-2-(1H-indol-3-
yhethyl)-2-(pyridin-2-yljg y ,e S

compound 83 -1k 8%“28'8’8*(‘3“4'“ 2, 4-triazol-3-y)-2-(1 H-indoh-3-

yhethyl)piperidine-4- carboxamrde

compound 84 (R)-N-1- (4%4 ethyibehzy:) 5 pL\eInbN !-AN H-1,2,4-triazol-3-yl)-2-(1H-indol-3-
yhethyl)piperazine-2 caN@'n@Z 6N SS|
compound 85 (R)- I\NNStmﬁrg@iN@(P&N*N,tt-tﬂazci-&w)—2—(1H¢indoi—3-
yhethyl)pyrazine-2- carboxamldé SSSSsN S N
SSSM-N-;
Ns:sNr...S-S1SN,
Ny:s1SSss:s:NN

e~ o~ n 3
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compound 86 R)—NC(F-?—(TI-F@G{WhnWﬁF 4 *r@thoxybenzyl)-4/~/-1 2,4-triazol-3-

yh-2-(1H-indot-3- yl)ethyj? -8 mocyclozxanecarboxamlde
compound 87 2 T2-(1H-ihdo3. wye Vi)-4-(4-methoxybenzyl)-4H-1,2 4-riazol-3-

yh-2-(1H-indol-3-yl)ethyl)piperidine-3-carboxamide,

compound 88 (R)-N-((R)-1-(5~(2-(1 F-indol-3-ylethyl)-4-{4-methoxybenzyl)-4H-1,2 4-trizzol-3-
yhy-2-(1H-indol-3-yhethyl}piperidine-2-carboxamide,

compound 89 (S)-N={{R)-1-(5-(2-(1H-indol-3-yhethyl)-4-(4-methoxybenzyl})-4H-1,2 4-triazol-3-
yh-2-(1H-indot-3-yhethyl)pyrrolidine-2-carboxamide,

compound 90 {RY-N-({R)1+{5~(2-{ 1 H-indol-3-yNethyl)-4-(4-methoxybenzyl)-4#+-1,2 4-triazol-3-
y)-2-(1H-indol-3-yhethypyrrolidine-2-carboxamide,

compound 91 (R)-N-(1-(5-(2-(1H-indol-3-yhethyl)-4-(4-methoxybenzyl)-4H-1,2 4-triazol-3-yi)-
2-(H-indol-3-ylethyl)-2-(pyridin-2-yl)acetamide,

compound 92 (R}-N-{1-(5-2-(1H-indol-3-yhethy!)-4~(4-bromobenzyl)-4H-1,2, 4-tfriazol-3-y1)-2-
(1H-indol-3~yl)ethyl}-2-amino-2-methylpropanamide,

compound 93 (R)-N-(1-(8-(2-(1H-indo!-3-yhethyl}-4-(4-methoxybenzyl)-4H-1,2 4-triazol-3-yl)-
2-phenyiethyl)-2-amino-2-methylpropanamide,

compound 94 (R)=N=(2+(1 H-indol-3-yl)-1-(5-phenethyl-4-(thiophen-2-yimethyl)-4H-1,2,4-
triazol-3-yl)ethyl)piperidine-4-carboxamide,

compound 95 {R)-N-(1-(4-(2-{1 H-indol-3-yethyl)-4H-1,2 4-triazol-3-yi)-2-(1 H-indol-3-yl)ethyl)-
2-amino-2-methylpropanamide,

compound 96 {RY-N-{1-(5-{(1H-indol-3-ylymethyl)-4-methyl-4H-1,2 4-triazol-3-yl)-2-( 1 H-indol-
3-ylethyl)-2-amino-2-methylpropanamide,

compound 97 (R)-N-{1-(5-(2-(1H-indo!-3-yhethy)-4-methyl-4+-1,2 4-triazol-3-yi}-2-(1 H-indol-
3-yhethyl)-2-amino-2-methyipropanamide,

compound 98 {R)-N-{1~{5~((1H-indol-3-yl)methyi)-4H-1,2 4-triazol-3-y1}-2-(1 H-indol-3-ylethyl)-
2-amino-2-methylpropanamide,

compound 9% (R)-N-(1-(5-((1H-indol-3-yymethyl)-4-(2, 4-dimethoxybenzyl)-4H-1,2,4-triazol-3-
y1)-2-(1H-indol-3-yhethyl)-2-aminc-2-methylpropanamide,

compound 100 (R)-N-{1-(4~(2 4-dimethoxybenzyl}-5-methyl-4H-1,2,4-triazol-3-y1)-2-(1 H-indol-
3-yhethyl}-2-amino-2-methylpropanamide,

compound 101 {R)-N-(1~{B~{{1H-indol-3-yIYmethyl)-4-(4-methoxybenzyl}-4H-1,2,4-triazol-3-yl)-
2-(1H-indol-3-yl)ethyl)-2-amino-2-methylpropanamide,
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compound 102 {R)-N-(1-(4-(2 4-dimethoxybenzyl)-5-benzyl-4H-1,2 4-triazol-3-yl)-2-(1H-indol-
3-yhethyl)-2-amino-2-methylpropanamide,

compound 103 {R)-N-(1-(5-(3-(1H-indol-3-yhpropy!)-4-(2 4-dimethoxybenzyl)-4H-1,2 4-triazol-
3-yh}-2-(1H-indol-3-yljethyi}-2-amino-2-methyipropanamide,

compound 104 (R)-N-{1-{5-((1H-indol-3-ymethyl)-4-phenethyl-4H-1,2 4-triazol-3-yl)-2-(1H-
indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 105 (R)-N-(1-(5-benzyl-4-phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-3-yljethyl)-2-
amino-2-methylpropanamide,

compound 106 {R)-N-(1-(5-benzyi-4-(2 2-diphenylethyl)-4H-1,2 4-triazol-3-y1)-2-(1H-indol-3-
yljethyl)-2-amino-2-methylpropanamide,

compound 107 {R)-N-(1-(5-(2-(1H-indo}-3-yhethyl}-4-(2, 2-diphenylethyl)-4H-1 2 4-triazol-3-yl)-
2{1H-indol-3-yl}ethyl}-2-amino-2-methylpropanamide,

compound 108 (R)-N-{1-(4-(3,5-dimethoxybenzyl)-5-benzyl-4H-1,2,4-triazol-3-y1)-2-( 1 H-indol-
3-yhethyh)-2-amino-2-methylpropanamide,

compound 109 {R)-N-(1-(4,5-dibenzyl-4H-1,2 4-triazol-3-yl}-2-(1H-indol-3-yhethyl)-2-amino-2-
methylpropanamide,

compound 110 (R)-N-(1~{5-benzyi-4-hexyl-4H-1,2 4-triazol-3-y1}-2-( 1H-indol-3-yl)ethyl)-2-
amino-2-methylpropanamide,

compound 111 {R)-N-(1-(4-(2~(1H-indol-3-ylethyl)-5-benzyl-4H-1,2,4-triazol-3-y)-2-( 1 H-indol-
3-yhethyl)-2-aminc-2-methyipropanamide,

compound 112 {S)-N-{1-(4-(2 4-dimethoxybenzyl)-5-benzyl-4H-1,2 4-triazol-3-y1)-2-(1H-indol-3-
yljethyl)-2-amino-2-methylpropanamide,

compound 113 {R)-N-(1-(4-(3,5-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazok-3-yl}-2-{1H-
indol-3-yljethyl}-2-amino-2-methylpropanamide,

compound 114 (R)-N-(1-{4-(4-bromobenzyl}-5-benzyl-4 H-1,2 4-triazol-3-y1)-2-(1H-indol-3-
yliethyt)-2-amino-2-methylipropanamide,

compound 115 (R)-N-{1-{4-(2-methoxybenzyl)-5-benzyl-4H-1,2 4-triazol-3-yh)-2-(1 H-indol-3-
yhethyt)-2-amino-2-methylpropanamide,

compound 116 {S)-N-{1-(4~(2 4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-(1H-
indol-3-yljethyl)-2-amino-2-methylpropanamide,

compound 117 {R)-N-{1-(4,5-diphenethyl-4H-1,2 4-riazol-3-yI}-2-( 1 H-indol-3-yl)ethyl}-2-amino-
2-methylpropanamide,
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compound 118 {R)-N-(1-(4-(3 4-dichiorobenzyl)-5-benzyl-4+-1,2 4-triazol-3-yl}-2-(1H-indol-3-
ylethyt)-2-amino-2-methyipropanamide,

compound 119 {R)-1-(5-(2-(1H-indol-3-yhethyl)-4-(2 4-dimethoxybenzyl)-4H-1,2 4-triazol-3-yl)-
2-{1H-indol-3-yhethanamine,

compound 120 {R)-N-(1-(4-(4-methoxybenzyl)-5-benzyl-4H-1,2,4-triazol-3-yl}-2-phenylethyl)-2-
amino-2-methyipropanamide,

compound 121 (R)-N-(1-(4-(4-flucrobenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y!)-2-( 1 H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,

compound 122 (R)-N-(1-(4-(3,4-dichiorobenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-(1 H-indol-
3-yljethyl)-2-amino-2-methylpropanamide,

compound 124 {R)-N-(1-(4-(4-methylbenzyl)-5-benzyl-4H-1,2 4-triazol-3-yl)-2-(1 H-indol-3-
yhethyh)-2-amino-2-methyipropanamide,

compound 125 {S)-N~(1-(4-(4-methoxybenzyl)-5-(3-phenyipropyl)-4H-1,2,4-triazol-3-y1)-2-(1H-
indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 126 {8)-N-(1-(4-(4-methoxybenzyl)-5-benzyl-4H-1,2,4-triazol-3-yl}-2-(1H-indol-3~
yhethyl)-2-amino-2-methylpropanamide,

compound 128 N-({R)-1-(4-(4-nitrobenzy!)-5-phenethyl-4H-1,2 4-triazol-3-y)-2-(1H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,

compound 129 (S)-N-(1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1 2 4-friazol-3-yl}-2-( 1 H-indol-3-
ylhethyl)-2-amino-2-methylpropanamide,

compound 130 {R)-N-(1-(4-(4-methoxyphenethyl)-5-phenethyl-4H-1,2,4-triazot-3-yI)-2-(1H-
indol-3-yhethyl)-2-amino-2-methylpropanamide,

compound 131 (R)-N~(2-(1 H-indol-3-y})-1-(5-phenethyl-4-(thiophen-2-yimethyl}-4H-1,2 4-
triazot-3-yljethyl)-2-amino-2-methyipropanamide,

compound 132 (R)-N-(2-(1H-indol-3-yl}-1-(5-phenethyl-4-(pyridin-2-yimethyl)-4H-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-yljethylpiperidine-3-carboxamide,

compound 134 (S)-N-((R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4+-1,2 4-triazol-3-y1)-2-(1 H-indol-3-
yhethyl)pyrrolidine-2-carboxamide,

compound 135 N-({(R)~1-(4-(4-ethylbenzyt)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-( 1 H-indol-3-
yhethyl)-2-aminocacetamide,
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compound 136 N-({(R)-1-(5-(2-(1H-indol-3-ylethyl)-4-(4-methoxybenzy!)-4H-1,2 4-triazol-3-yi)-
2-{1H-indol-3-yl)ethyl)-2~(pyridin-4-ylacetamide,

compound 137 (2R)-N-{{R)-1-(4-(4-ethylbenzyl}-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-(1H-indol-
3-yhethyl)piperidine-2-carboxamide,

compound 138 N-((R)-1-(4-(4-ethyibenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-(1 H-indol-3-
yhethyl)picolinamide,

compound 139 N-{(R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y})-2-(1 H-indo}-3-
yhethyl)-2-aminopyridine-3-carboxamide,

compound 140 (28)-N-((R)-1-(4-(4-ethylbenzy!)-5-phenethyl-4H-1,2,4-triazol-3-y1)-2-(1 H-indol-
3-ylhethy!)-2-aminopropanamide,

compound 141 N-((R)-1-{4~(4-ethylbenzyl}-5-phenethyl-4H-1,2,4-triazol-3-y)-2-( 1 H-indol-3~
yhethyllisonicotinamide,

compound 142 N-((R)-2-(1H-indol-3-y1)-1-(5-phenethyl-4-phenyl-4H-1,2 4-triazol-3-
ylethyl)piperidine-4-carboxamide,

compound 143 (28)-N-{{R)-2-(1H-indol-3-yl}-1-(5-phenethyl-4-phenyl-4H-1 2 4-triazol-3-
yhethyl)pyrrolidine-2-carboxamide,

compound 144 N-({R)-2-(1H-indoi-3-yl)-1-(5-phenethyl-4-phenyl-4H-1,2 4-triazol-3-yl)ethyl)-2-
aminoacetamide,

compound 145 N-{{R)-2+(1H-indol-3-y[}-1-(5-phenethyl-4-phenyl-4H-1,2 4-triazol-3-yhethyl)-2-
(pyridin-2-yt)acetamide,

compound 146 N~{(R)-2~-(1H-indol-3-y)}-1-(8-phenethyl-4-phenyl-4H-1,2,4-triazol-3-
yhethylipicolinamide,

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

compound 148  N-((R)-1-(5-(2-(1H-indol-3-yhethyl)-4-(4-ethyiphenyl)-4H-1,2,4-triazol-3-yl)-2-
(1H-indol-3-ylethyl)-2-(pyridin-2-yhacetamide,

compound 149 N-{{R)1+(5-(2-(1H-indal-3-yhethyl)-4-(4-ethylphenyl)-4H-1,2 4-triazol-3-y1)-2~
(1H-indol-3-yhethyl}-2-aminoacetamide,

compound 150 (28)-N-({R)-1-(5-(2-{1H-indol-3-yhethyl)-4-(4-ethyiphenyl}-4H-1,2 4-triazol-3-yi)-
2+{1H-indol-3-yhethyl)pyrrolidine-2-carboxamide,

compound 152 N({R)~1+(5+(2-( 1H-indol-3-yhethyl)-4-(4-methoxybenzyl)-4H-1,2 4-triazol-3-y1)-
2-(1H-indok-3-yh)ethyl)-2-aminoacetamide,
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compound 153 N-{(R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2,4-triazol-3-yl)-2-(1H-indol-3~
yhethyl)-2-trans-aminocyclchexanecarboxamide,

compound 154 N-((R)-1-(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-(1H-indol-3-
yhethyl)-2-(pyridin-3-yl}acetamide,

compound 155  (3S)-N-((R)-1-(4-{4-ethylbenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2-(1 H-indol-
3-yhethylpiperidine-3-carboxamide,

compound 156 N-{(R)~1~(4-(4-ethylbenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl}-2-( 1 H-indol-3-
yhethyl)-2-aminobenzamide,

compound 157 N-((R)-1-(5-(2-(1H-indol-3-yhethyl)-4-phenyl-4H-1,2 4-triazol-3-y()-2-(1 H-indol-
3-yhethyhpicolinamide,

compound 158 N-({R)~1-(5~(2-(1H-indol-3-yhethyl)-4-phenyl-4H-1,2 4-triazol-3-yl)-2~(1H-indol-
3-yhethypiperidine-4-carboxamide,

compound 1598 N-((R)-2-(1H-indol-3-yl}-1-(4-(2,4-dimethoxyphenyl)-5-phenethyl-4+-1,2 4~
triazol-3-yhethyl)picolinamide,

compound 160 N-{(R)-2~(1H-indol-3-y))-1-(4-(2 4-dimethoxyphenyl)-5-phenethyl-4H-1,2,4-
triazol-3-yiethyl)-2-(pyridin-2-ylacetamide,

compound 161 N-((R)-2-{1H-indol-3-yi)-1-{4-(2,4-dimethoxyphenyl)-5-phenethyl-4+-1,2,4-
triazol-3-yhethylipyrazine-2-carboxamide,

compound 182 N-((R)-2-(1H-indol-3-y)-1-(4-(2 4-dimethoxyphenyl)-5-phenethyl-4H-1,2 4-
triazol-3-yl)ethyl)-2-aminoacetamide,

compound 163 N-((R)-2+{ 1H-indol-3-y1)-1-{4-(2, 4-dimethoxypheny!}-5-phenethyl-4H-1,2 4-
triazol-3-yhethyhpiperidine-4-carboxamide,

compound 164 N-((R)-1-(5-benzyt-4-{(pyridin-2-ylymethyl}-4+-1,2,4-triazol-3-yl}-2-(1 H-indol-3-
yhethyhpicolinamide,

compound 165 N-((R)-1-{5-benzyl-4-({pyridin-2-ylymethyl}-4H-1,2 4-triazol-3-yl}-2-(1 H-indol-3~
yhiethyl}-2-amino-acetamide,

compound 166 N-((R)-1-(5-benzyl-4-((pyridin-2-ylymethyl}-4+-1,2,4-triazok-3-yl}-2-(1H-indol-3-
yljethy!)piperidine-4-carboxamide,

compound 167 N-({R)-1-{5-benzyl-4-{{pyridin-4-yl)methyl}-4H-1,2 4-triazol-3-yl)-2-( 1 H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,

compound 168 N-({R)-1-(5-(4-methoxybenzyl}-4-phenethyl-4H-1,2,4-triazol-3-yi)-2-(1 H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,
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compound 169 N-{(R)-1-{5-benzyl-4-({pyridin-4-ylimethyl}-4H-1,2 4-triazol-3-yl)-2-(1 H-indol-3-
yhethyl)picolinamide,

compound 170 N-{R)-1-(5-benzyl-4-((pyridin-4-yhymethyl)-4H-1,2 4-triazol-3-yl)-2-(1H-indo}-3-
yhethyl)2-amino-acetamide,

compound 171 (R)-benzy!-3-(2-aminoisobutyramido)-3-(8-(2-(1 H-indol-3-yhethyl)-4-(4-
methoxybenzyl)-4H-1,2 4-triazol-3-yl}-propancate,

compound 172 N-{(R)-1-(5-benzyl-4-{{pyridin-3-yl)methyt}-4H-1,2 4-triazol-3-yi}-2-(1H-indol-3-
yhethyl)-2-amino-2-methylpropanamide,

compound 173 N-{(R)-1-(4-benzyl-8-phenethyl-4H-1,2 4-triazol-3-yl}-2-( 1 H-indol-3-ylethyl)-2-
amino-2-methylpropanamide,

compound 174 N-{{R)-2-(1H-indo!l-3-y})-1-(4-methyl-5-phenethyl-4H-1,2 4-triazol-3-
yhethylipicolinamide,

compound 175 N-({R)-1-(5-(2-(1H-indol-3-ylethyl)-4-phenyl-4H-1,2 4-triazol-3-y1)-2-( 1 H-indol-
3-yhethyl)-2-amino-2-methyipropanamide,

compound 176 N-{(R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl}-2-( 1H-indol-3-
yhethylybenzamide,

compound 177 (R)-1-(4-(2 4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y)-2-( 1 H-indol-
3-yl}-N-phenyimethanesulfonylamine,

compound 178 {R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-(1H-indol-
3-yh-N-tosylethanamine,

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

compound 180 N-1-({R)-1-(4-(2 4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2-(1H-
indol-3-yljethyljethane-1,2-diamine,

compound 181 N-((R)-1-(4-((furan-2-yl)methyt)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2-(1H-indol-
3-yhethyl)-2-amino-2-methylpropanamide,

compound 182 N-((R)-1-(4-({furan-2-y))methyl)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2-( 1 H-indot-
3-yhethyl)picolinamide,

compound 183 N-((R)-1-(4-((furan-2-yhmethyl)-5-phenethyl-4H-1,2 4-riazol-3-y!)-2-( 1 H-indol-
3-yhethyl)piperidine-4-carboxamide,

compound 184 N-{(R)-1-(4-(4-methoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-y1)-2-( 1H-indol-3-
_yhethyl)-tetrahydro-2H-pyran-4-carboxamide,
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compound 185 N-({R)-1-(5-({1H-indol-3-yl)methyl)-4-(3-methoxybenzyl)-4H-1,2 4-triazol-3-yi)-
2-(1H-indol-3-ylethyl)-2-amino-2-methylpropanamide,

compound 186 (28)-N-{{R)-1~{4-(4-methoxybenzyl}-5-phenethyl-4H-1,2 4-triazol-3-yi}-2-(1H-
indoi-3-yljethyl)-2-amino-3-phenylpropanamide,

compound 187 {R)-1-(5-(2-(1H-indol-3-ylethyl)-4-(2, 4-dimethoxybenzyl)-4-1,2,4-triazol-3-yl)-
2-(1H-indol-3-y})-N-tosylethanamine,

compound 188 N-((R)-1-(4-(2 4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yl)-2-(1H-
indol-3-yljethyl)-4-azidobenzamide,

compound 189 N-benzyl-(R)-1-(4-(2,4-dimethoxybenzyl)-5-phenethyl-4H-1,2 4-triazol-3-yi)-2-
{1H-indol-3-ylethanamine,

compound 190 (28)-N-({R)-1-(5~(2-(1 H-indol-3-yl)ethyt)-4-(4-methoxybenzyl)-4H-1,2,4-triazol-
3-yl)-2~(1H-indol-3-yhethyl)-2,5-dihydro-1H-pyrrole-2-carboxamide.

15. A pharmaceutical composition comprising a pharmacologically active amount of at least one
compound as claimed in claim 14.

18. The pharmaceutical composition as claimed in claim 15, where the active ingredient is present in
a unit dose of from 0.001 mg fo 100 mg per kg of a patient’s bodyweight.

17. The pharmaceutical composition as claimed in any of claims 15 to 16, where the composition
additionally comprises at least one pharmaceutically acceptable carrier and/or excipient.

18. The pharmaceutical composition as claimed in any of claims 15 to 17, where the composition
comprises at least one further pharmacologically active substance.

19. The pharmaceutical composition as claimed in claim 18, where the further pharmacologically
active substance is an endocannabinoid receptor antagonist, preferably a CB1 receptor
antagonist, most preferably rimonabant [1H-Pyrazole-3-carboxamide, 5-(4-chlorophenyl)-1-(2,4-
dichlorophenyl)-4-methyl-N-1-piperidinyl-, monohydrochioride].



