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4EW COMPOUNDS 

FIELD OF THE INVENTION 

The present invention relates to a new class of compounds, to phannaceutical fonrralations 

contaithng said ;ompotmds and to the use of said compounds in therapy The present 

invention further itates in the process for the preparation of send compounda and to now 

5 intennediates prepared therein. 

BACKGROUND OF TEE INVflTrION 

Glutamate is the major excitatory neurotnnsmitter in the mammalian cenhal nervous 

system (eNS). Glutamate produces its effects on central neurons by binding to and thereby 

us activating cell surface receptors. These receptors have been divided into two major classes, 

the ionotropic and metabotropic glutamate receptors, based on the stnotl2ral features ofthv 

receptor proteins, the means by which the receptors trausduce signals into the At, and 

pharmacological profiles. 

The metabotropic glutamate receptors (moluRs) are 0 protein-coupled receptors that 

w activate a variety of intracellular second messenger systems fillo’ring the binding of 

Sglutamate. Activation ofmGluRs in intaotmamnalian neurons elicits one or more of the 

ft,Uqwthg msponses: acthaüon ofpbospholipaso C i,rreases in phoephoinositide (P1) 

hydrolysis; intracellular calcium release; activation oiphospholipase D; activation or 

inhibition of adenyl cydase; increases or decreases in the formation of cyclic adejiosine 

25 nonophosphate (cAMP); activation ofguanylyl cyclase; increases in the formation of 

cyclic Vedic ens monophosphate (cGMP); activation ofphospholipase As; increases in 

arachidonic acid rekase; and incoases or decreases in the activity of voltage, and ligand-- 

gated ion ohaimels. Sclroepp et al, Trend, Pharmacol, Sot 14:13 (1993), Schoepp, 

Neurochen. tnt 24;439 (194), ?in at at, Neuropharniacology 34:1 (1995), Each and 

o ljgolini, Pivg, Neurobtol. 59:55 (1999). 

Molecular cloning has identifith eight distinct mGluR subtypes, termed raGluRl through 

tnGluRS. NJcanishi,Net,ron 13:1031 (1994), Pin et al. Newopharmacotogy 34t1 (1995). 
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Further Group I metabofropic glutamate receptors and mGIURS in particular, have been 

suggested to play roles in a varieP ofpathophysiological processes and disorders affecting 

the CNS. These incudo atokc, heard tnumn, arloxic and isthemin irØries, hypotyoemia, 
epilepsy, neurodegenerative disorders such as Alrheiner’s disease and pain. Sohoepp etal., 

5 Trends Phannacot Sd. 14:13 (1993). Cunningham at or, Life Sci. 54:135 (1994), HOJIIIIaTI 

etal., Ann. Rev, Neurosci 17:31(1994), Pin etal. Neurophannacology 34:1 (1995). 

1(nopfet eta?., .1. Mod. Chem, 38:1417 (1995) Spooren et al,, Dandy PhannacaL Sot 
22:331 (2001), Gasparini eta!, Gun. Opin. F4zrmacot, 2:43 (2002), Neugebauerpajn 98:! 

(2002). Much oftho pathology in these conditions is though t to be due to excessive 

so glutamate-induced excitation of CNS neurons, Because Group I mGIuRs appear to increase 

glutamate-mediated neu!o,tat exeittUon via postsyrnpflc mechanisms and ethzancth 

presyiiaptic glutamate release, their activation probably contributes to the pathology. 

Acc(rdingly, selective antagonists of Group I mGluR receptors could be therapeutically 

beneficial, specifically as neuroprotective agents analgesics or anticonvulsants. 

Recent advances in the elucidation of the neurophysiological roles ofmetabefropio 

glutamate receptors generally and Group I in particular, have established these receptors as 

Promising drug targets in the therapy of acute and chronic neurological and psychiatric 

disorders and chronic and acute pain disorders. Beca’55e oc–eir physiological and 

20 pathophysiologloal significance, there is a used for new potent mOluR agonise; and 

antagonists that display a high selectivity for mGluR subtypes, particularly the Group I 
rcccptor subtype, most particularly the mGluR5 subtype. 

The object of the present invention is to prrntidc compotmds exhibiting an acthity at 

13 metahotropic glutamate receptors (ouGluRs), especially at the mGluRS receptor. 

SUMMARY OF THE INVENTION 

The present invention provides a compound of fonnifla Ia 
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or two triple bonds and may be, but is not limited to ethtyl, propargyl, butynyl i 

butynyl, peutynyl, i-penttyl and hexynyL 

The term "aryl" refers to anoptionadly substituted monocyclic or bicycle hydrocarbon ring 

system containing at least one unsaturated aromatic ring. Examples and suitable values of 

the term "awl" are phenyl, naphthyl, 1,2,3,4-teSiydmnaphthyl, indyl and indonyl. 

In this specification, unless stated othenvise, the term "heteroaryl refer to an optionally 

substitutec monocydic or bicydic unsaturated, aromatic ring system containing at least 

io one heteroatom selected independently from N, 0 or S. Examples of"h&eroaqlmay be, 

but are not limited to thiophene, thienyl, pyridyl thiazolyl firyl, pyrrolyl, tiiazojyl, 

imidazolyl, oxadiazolyl, oxazolyl, isoxazotyl, pyrazolyi, irnidazolonyl, oxazolonyl, 

thiazolonyl, tefruzolyl and thiadiazolyl, benzoiniidazolyl, benzooxazolyl, 

tetrahydrotriazolopyridyl, tefrahydrotriazolopyæmidinyl, benzofiuyl, indolyl, isoindolyl, 

Is pyridonyl pysidazinyl, pyrimidinyl, imidazopyridyl, oxazolopyridyl, thiazolopdyl, 

pyædyl, irnidazopyiidzzinyl, oxazolopyridazinyl, thiazo!opyridarinyl and purinyl. 

In this specification, miless stated otherwise, the tern’ "alkylaryl", "alkylheteroaryl " and 

"alkylcycloaikyl "refer to a nibstituent that is attached via the at group to an sty1, 

20 heteroaryt and cycloalkyl group. 

S 
In this Verification, unless stated othervrise, a or 6-memberS ring containing one or 

more atoas iodepeodcoliy selected from C IN 0 cr8, includes aromatic and 

heteroaromatic rings as well as carbocyclic and heterocydic rings which may be saturated 

15 or unsaturated. Examples of such rings may be but are not limited to fluryl, i4oxazolyl, 

isothiazotyl oxazolyl, pyrazinyl, pyrazolyl, pyridazinyl, pyridyl, pyrimidyl, pyrolyl, 

thiazolyl, thienyl, imidazolyl, imidazolidinyl, imidazoliuyl, triazolyl, morpholinyl, 

piperazinyl piperidyl, piperidonyl, pyrazolidinyl, pyrazolinyl, pylTolidinyl, pyrolinyl, 

tetrahydropyranyl, thiomorpholinyl. phenyl, cyclohecyl, cyclopentyl and cyclohexenyl. 

In this specification, unless stated otherwise, a 3- to 8-membered ring containing one or 

more atoms independently selected from C, N, 0 or 8, includes aromatic and 
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CLAIMS 

L kcompondhavirtgtha thmnla[a 

wherein: 

P iz SdWitilotxht VMP goftythogtr, C3alwlct a 3-to S-membered’tg 

containing one or more atonaa independently selected from C, N, 0 and 8, which ring may 

optionally be fused with a 5- or Ginembered ring coiitthning one or more atoms 

io independently selected from the group consisting of C, N, 0 ad 8 

R’ is sokotod from the group consisting of hydrogen, hydroxy, halo, nitro Ci4alkythalo 

OC1.5alhylhalo Ci.saIkyI, OCL.afl<yI, C25alkcnyl, 0C2a&enyI, Ci4all7nyl, 0C24alkynyl. 

C04a1]wIC3.6cycloalbl, OCo.alkylC34cyoloaflç’l, C0.e1k71a1yl, OCallilaryl, CEO, 

(C0)R’, 0(CO)R5, O(CO)OR’, O(CN)0R5, CisalkylOR’, OC26allq40R5,Ci.alkyl(C0)R, 

5 OC1.6aikyl(C0)R5, C0alkylCO2R5, 0C15allqdCO2R5, Calkylcyano, 0C2.salkylcyano, C0 

6alkylNR5R6, 0C2.5alkylNR’R Cjsalkyl(CO)NR’R6, OCItallcyl(CD)NR5R6, Co. 

alkylNR5(CO)R, 0C2.01kylNR’(CO)R, CseaJkylNk(C0)NR’R6, Cn4alkyISR5, 0C2. 

6aIkylSR’, Co�alkyl(S0)R’ OC1alkyl(S0)R’, CornlkylSO2R’, OC3alkylS02R5. Co. 

6alkyl(30z)NR5R6, OC24alb1(802)NRSR6, 6a1lqINR’(SO1)R OC2.ILwINR’(802)R6, 

o CosalkylR’(SO2)NR’R, OCalblNR’(SOz)NR’R5, (CO)Na5g6, 0(C0)NR5R, 

NR5OR6, CoalkylNR5(C0)0R6, OCzszltylNR’(CO)ORt, 5Q,R5 and a 5-or 6-membered 

ring containing one or more atoms independently selected from the group consisting Of C, 

N, C) and S wherein said ring may be substituted by one or more A; 

M’ is selected from flue group consisting ofabnnd, Cc3alkyl, C1.aikenyl. Cisallq’nyl, Ce 

25 4ayl(CO)CoallWl, C0.3alkylOC,3allcyl, Coslkyl(CO)NR5 Co3aThyl(C0)NR’C,3aJlcyl, 

Co4aflc)rlNR5, Cojafl7lSCo3alkyl, C0alkyl(S0)C53allcyl or Co.aallql(S02)Co4aIkyl; 

R2 is selected from the group consisting of hydrogen, hydroxy, C0.eflcyloyano oxo, 

=NOR’, Cialkylhalo, halo, Ci4alkyl, O(CO)C14alkyl, CI4aIkyl(S0)Co4alkYl, Ci.
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4alLyl(S02)Co4allcyl, (SO)Co.albl, (S02)C04alhyl, 00.4aIJql, Ci4alblOR’ and C0 

.allwfla; 

X’, )2 and X3 are independently selected from the group consisting of CF, CO, N,hlR, 0 

and S; 

R is selected from the group consisting of hydrogen, Co ARYL halo, CO3alIylOR5, C0. 

oaiINR’R5, Coafl’l(CO)OR5, Ca.3alkylNR’R5 and CozaIkylaiyl; 

M2 is selected from a aroup consisting ofa bond C,allq’l, Ca1cycIoaIkyl, C2,alkenyl, Co. 

3alkynyl, C04a119l(C0)Co4silqtl, CO3allcyl00O3aIkyl, Cosa ylNR5Cj3albl, Co. 

- 3ailql(CO)NR5, Co4alkylNR5, CosalliSCooalkyl, Co.sa]ltyl(SO)Co4aflwl and Co. 

00 8alkyl(SO2)Qj.3alkyl; 

Rs is selected from a group consisting of hydrogen, hydr)xy, C0.5alkylcyano, one), 

NOR’, C4alkylhalo, halo, C04b1, O(CO)Ci4alkyl, C1.41lcyl(SO)Co4alkyl, Cl  

4alkyl(SO2)C04aIkyl, (SO)CalkyI, (S02)Co.ialkyl, OCL.4alkyJ, Ci.4alkylOR5 and CO  

4allqrlNR5R5; 

is X4 is selected from the group consisting of CoalkylR’, Coin blU’R5R6), Co. 

4alkyl(NIt’R5N. NRCo4alkyl(NR5RN, N005aIkyl, Ci4allq’flaalo, C, 0, SO SO2 

send S; 

Q is a 5- or 6-rrrembcre6 nag containing one or more atoms indeperoaenUy selected from 

the group consisting ofC N, 0 and 8, which group may optionally be fused ernfln a 5 -or 

20 6-membered ring containing one or more atoms independently selected from the group 

consisting of C, N, 0 and S and which fused ring may be substituted by ore or more 

R4 is selected from the group coosisting of hydrogen, hydroxy, C0alkylcyano, oxo, 

-NOR’, Ci4allq’thalo, ha’o, Caikyl, 0004alkyl, 0004alkylaiyl, O(C0)Ci4341, C, 

4allq’l(S)Co4alkYl, C4aIkyl(SO)Co.alkyI, Ci4albl(S02)C04alkyI, (SO)C04afll, (S02)Co. 

25 4alIyl, C1.iaBcylOR5, C04a1kylNRR5 and a 5-or 6-membered ring containing one or more 

atoms indepeildently selected from C, N, 0 or 8, wherein said ring may be substituted by 

one or more A; 

Its and Ins are independently selected from the gronp consisting of hydrogen. hydioxy, Ci. 

salkyl. Co4alkylC36cycloalkyl, Ca-saliq’lan’l, C0.5alkylheteroawl and aS- or 6 -membered 

oo ring containilig one or more atoms independently selected from C, N, 0 and S, and 

wherein W and R6 may together form a 5 -or 6-mamboS ring containing one or more 

atoms independently selected from the goup consisting of C, N, 0 and 8; 
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wherein any CE.GSIICYI, C25allcenyl, C26aU)tYI, C.allcylC1.6cycloalky1, Co,alkylaayl and 

c14altJJaeteroalyI defied under Rt, R1, R3, 1{, a’ and R6 may be substituted by one or 

more A; 

A is selected ftom the group consisthig ofhydrogom by<hoxy, oxo, halo, alto Co. 

caflcylcyano, C:4allcyI, C0 altlCscycIoalkyl, C,alkylhalo, OCisalbtho, C3.6aflcnyI, 

Ocinlkyl, C0aallq’laryl, CaIkyIOR’, 0C26alkylOR5Ct.albISR’, OC2&alkylSR5, 

(CO)R5, Q(CO)R’, OC,6allcylcyaiio, Co411iylCO2R5, QCisa1lylCO2R, O(CO)0R5, OC1. 

6a!kyl(CO)R5, CisalkyI(CO)R’. NR’QR 1kylNR5R, OC6alkyINR5R6, C0 

6llq’l(CO)Nk>R6, OCialky1(CO)NR5R°, 0C26alkylNk6(CO)R6, C06aflcylNR(CO)R6, 

CalicylNR(CO)NR5R6, O(CO)NR5&6, NR5(CO)OR, C14alkyl(302)NR’R6, 

QCiaaoj1(SOiiMR5R, C,s&yNR5(SOi)R6, aC25 kyNR’(SO2)R6 �90R5. 

C1aIkyINR(SO2)1oR5R, OC2.6aThylSO2)R5, C0.salkyl(802)R5, Co,alkyJ(SO)R’ 

0C26alkyl(SO)R5 and a 5 or 6-membered ring containing ons or more atoms independently 

sekotea from the group consisting of C, N, 0 and 8; 

Is mis selected from 0, 1, 2, 3 and 4; and 

is selected frfl 0, 1, 2 arId 3, 

or salt thereof. 

20 2. A compound having the formula I 

(R1 )n1 
I M& 

(R4)2 

M X4

 / \ 

(I) 

whereim 

25 2 is selected from the group cozisting of thiophe3e, pyridy, thinzoyl, faryl, ptroly% and 

phony’, whereby the phenyl ring is substituted on position 3 or disubstitutod oil positions 2 

and 5; 
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Patente de lnvenciôn  Patente de Modelo de Utilidad 171 
Via Nacional 

Via PCT (fase nacional) FT F Cap. 1 71 cap. II F-1 
No No, Sol. Internacional PCTIGB2005/004726 
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Como resultado del examen de fordo, realizado can fundamento an el articulo 45 de 
Is Decision 486 de a Comision de Is Comunidad Andina, sole comunica: 

I. Documentos estudiados 

DescripoiOn: Folios: 426 a 661 COmo Be rodeo inicialniente 

Reivindicaciones: Folios: 862 a 873 coma Se radicó inicialniente 

� Prioridad: GB No. 042328.0 del 14 de Diciembre de 2004 
GB No. 0507403,4 del 13 de Abril de 2005 
GB No, 0520383.1 del 07 de Octubre de 2005 

2. Objeto de to invención 

Titulo de la solicitud; "Derivados de Oxadiazol como Inhibidores do DOAT". 

El problems planteado on ests solicitud as el de proporcionar nuovos compuestos 
quo inhilbon Is actividad de acetil CoA (acetil 000nzirna A): diacilglicerol 
aciltransferasa (DGATI) los cuales Se usan especiaPmente pare el tratarnjento de 
Is Diabetes tipo II. 

Pare solucionareste problems tecnico Is solicitud an estudio presenta compuestos 
de formula (I), su proceso de preparaciOn y SUB composiciones farmacØuticas. 

(I) 

El objeto do Is invencjOn definido anteriormente Se clasificO de acuerdo con Is CIP: 
A61  31/4245 

Exp2007008704 lerArt 45 



3, Excepcon a Is patentabilidad (Art 20 (3468 literales (a) - (d)) 

El objeto be las reivindicaciones 16 y 17,05 Un metodo do tratamierito, y do acuerdo 
con Is IegislaciOri Colombians, los nietodos be tratamiento no so considorari para 
proteccian par patente. 

4. ReivindicaciDnes relativas a Un USO 0 a Ufl USC distinto (Art 14 y21 0486) 

8 obeto dales reivindicacionos 18 y 19, as Un uso, , de acuerdo con Is legislacion 
Colombians, los usos recIamdos nose consideran pace proteociOn par patente. 

S. De Is solicitud do Patent. 

Reivindicacionos (Art 30 D 486, Art 22 PCT) 

1. La Reivindicacion 1; noes concisa, porque ]as radicales San rnuy amplios 
no so oncuentran definjdos be manors inequivoca, par ejemplo: cicloalquilo, 
arilo. Heteroarilo, hidrooarb(o, grupo tunconaI; tambien dice, qua los, 
diferentes radicales presentes on Is formula (I) estan opoionalmente 
sustituidos y no Se define porque grupos. 

Adomas, las expresiones: ’un solo stoma do carbono bibridado sp no have 
dos a mas enlaces a urn heteroatomo, uno a mas, no dan cIridad alas 
reivindicaciones. IHacer Is aclaracian pertinente. 

2. Las Reivindicacionos I a 5,9 a 14 y 21; desean proteger Un compuesto de 
formula (I), las cuales bablan de Un profamiaco farniaceuticamente 
aceptable; portanto has misnias resultan irnprecisas, dado quo no especifican 
con axactitud eI(los) compuesto(s) a los cuales Se refiero con dicho tØrmino. 
Be solicita Se aclararen las mismas. 

3, La Reivindicacian 21! dabs ser dare par si misrna; lo cual no so esta 
cumpUendo puesto quo on el proceso (a) dice: ’reacciOn do un compuesto do 
formula U) care Ion-nay alto compueslo be formula (y. Be sugars lacer Is 
aclaraciOn respectiva. 

4. La Reivindjcacian 14; no as Clara, porque lace roferencia a Is OescripciOn. 

5, La ReivindicaciOn 15’, iridica el use quo puede darse at COrnpuesto 
reivindicado, el cual no as una caracterrstica teonica quo define a Is 
invencion. Be sugars bacor Is acIara16n rospectiva. 

Be roquiere a! Sohicitanta lacer las aclaraciones necesarias. 

6. Deterrninacion del Estado do Is Ticnica 

El Estado do Is Tecnica as doternilnO con base an Is: 

Focha de PresentaciOn do a Solicitud do Prioridad: Diciembre 14 de 2004 

Y so encontra el siguiento docuniento qua anticipa el objeto de esta solioftud 

toni Docuniento Titulo Focha de Publicación* 
01 WO 2004(014861 New CcmDcunds 19!Febreroc2004 

Exp 2007 068704 lerArt 45 



Dl divulge nuevos compuestos de formula (I) (Resunien), Bus procosos de 
preparacran y Bus composicionesfarmaceuticas (PÆgs. 14 y 274-27613); los cuales 
son Utiles pam el tratamiento ylo profiraxis de enfermedades quo estÆn medidas per 
el receptor rnGluR5, come Is hipoglicemia (Rags. 1- llneas 6-9 y 3-11nea 3). 

7. Examen do Patentabilidad (Art 14 D486) 

Novedad (Art 16 D468) 

1. La reivindicacian 1 consists an compuestos de formula general (I). 

Comparacion de las caractethtioas tØcnicas n.ncales, con las d& Estado de a 
Tecnioa: 

CARACTERISTICAS ESENCIALES DE LA Dl = WO 20041014881 
SOLICITUD_COLOMBIANA 4 _No._07-06870 

Compuesto de formula (I): 
_____________________________________________ 
Compuesto de formula (I): 

- ’ (4 

0 (I) (R< 
tX 

(Pag, 274, llneas 2-5) 

�N xx 
Siendo 
t-2igeno 

o X2 
y 

X3= Nitrogerto 
(Pag, 275, ’[flea 3) 

-Nil-I- Ml Aiquilo C0-3-NR5, siendo: 
Alqui!o= Cero 
R5= H Id rage no 
Pgs. 275-11neas 24 

y 

26, 275-I1nea 28) ______________________________ 
F4idrOgena (N2)n= HidrOgeno 

n= cero; par IC tanto no exste 
(Pans. 274-llnea 27 

y 

276-11nea 16) 
RI = Heteroarilo opoionalrnente sustituido P= Anillo de 3 a S miembros quo conenen al 

menos uno 0 mas atomos seleccionedos do N, 
0, S; 00010: tiofeno, piridilo, tiazolilo, tunic, 
pirrolilo, oxadiazolilo, soxazolilo, pirazolilo, 
tiadiazolilo, pirimidini[o, piridilo, pirazinilo; qua $e 
encuentran opcionalniente sustituidas 

Hidrogeno (RI )01 HidrOgeno 
m= cero- par ’canto no existe 
PAge. 274-I1nea II 

y 

276-11nea 151 ________________________ 
H M2= AquIio C0-3(CO)NR5, siendo: 
_Nir Alquilo= card 

R5= Hidrogena 
(Pans. 275-llneas 7-9 

y 

lines 28) 
Hidrogeno (R3)n= Hidrogeno 

n= cera; par lo tanta no existe 
(Pans. 275 Moo 11  276-llnea 16) ___________________ 

Y= 0R40R41, siendo: X4= C04aIquiIR5, siendo: 
R40 y R41 = Hidrogeno R5= Hidrogeno 

(Pag. 275-11neas ISv 28) I ___________________________ 
R2= Auldopcionaimente sustituido, 0= AnIllo de 5 a 6 mienibros qua oontienen Si 
cicioaiquiio opcionaimente sustituido a menos uno 0 mae atomos seleccionados de N, 
heteroarilo opcionaimente sustituido 0,3; coma; ciolohexil, tiomorfolino, piperidina, 

pipe razina 
Pags, 275-llneas 18-21, 14-ilneas 22-29) ____________________________________ 

HidrOgeno (R4)m2= HidrOgeno 
M- cera; par [0 nta no existe 
(Pans. 275-llnta

 
ea 21 

y 

276-lInes 15) 

God 2007068704 lerArt 45 
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Las caracteristicas esencialos de Ids conipuestos do fOrmua (I) de Ia reivindicaciOn 
1 babian side divulgadas preWaniento an Dl, as decir los signifpcados pairs los 
radloales RI R2 y V (ver table anterior) en (Pgs. 14, 274-27e). Per a tanto el 
compuesto do formula (I) do [a roivjndicacion 1, sus dependientes, ni sus 
composiciones farmaceuticas son nuevos. 

En cansecuencia, [a roivindicaciori 1 carece do novodad, segr1 lo divulgado on el 
docuniento 01. 

8. Conclusion 

Los requisites do Patentabilidad dole presents Solicitud estan afoctados asf: 

Item Documento Relviridicaclones afeotadas I Requisite qua aIoctj 
Dl WO2004/014881 1-12J Novedad 

En cumpJimento del articulo 45 do Is DecisiOn 486 de Is Comison do Is Camunidad 
Andina, Se le ind!ca quo debe dar respuosta dentro del termino de sesenta dias 
concedes a partir de Is fecha de notificacon de Is presents  cornunicacion. En cam 
do no dar rospuesta at presents requerimiento. 0 Si a pesar de Ia respuesta 
subsstieran los nipedinientos para Is concesion, as denegarÆ is patente, 

Notifiquose eJ presente oficlo conforme a 10 dispuesta en eJ numeral 5.2, literal e), del 
Cal) Lute quinto (5), del titulo primoro de Is circular Unica It lode 2001. 

JOSE LUIS SALAZAR LOPEZ 
Director de Nuevas Creaciones (C) 

El anterior requerimiento fue notificado per fijaciOn on lists, do feoha 

ft 6 MAYO 

CONCEPTOTECN1CONo. Ogig EXAMINADOR TECNICO 
COdigo No. 202080 
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