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FORMULARIO UNICO DE CORRECCIONES Y MODIFICACIONES

G

SOLICITUD DE:

f

X | Correccién da Error Materfal. Modificacién a una Solicitud.
©) Nombre;: ELI-LILLY AND COMPANY IDENTIFICACION
1 SOLICITANTE Direccién: Indianapolls, Indlana 46285 C.C. NIT
(71) oS Uni
Nacianaildad o Domicilio: ESTADOUNIDENSE | C.E. Otro
Lugar da Constitucién: ESTADOUNIDENSE
Cuai
| Teléfono: Fax: . - | NGmero
E-mall:
e _ . .
| IDENTIPICACION |
@ Nombre: CARLOS R. QLARTE H
Direccién: Warld Trade Centér Tarre A )
A DERAno e | calle 100 N5, 89-37 Plso 10, Bogod . ———  c&[ | oo !
. Teléfono: 603-7700 Fax: _601-7799 cusl
: E-mall: NGmero_79.782. 747818
| TP_24,295
O Nimero de expeadiente:
03.077.£L

O,

Descripcién de la correccién o modificacién solicitads Me permito CORREGIR un
error de tipo material, con base en el Articulo 34 de |a Decision Anding 4856: De forma

involuntaris se presentd originalmente un Capitulo Reivindicatorie Modificado, por
tantn, mae miito presentar el capituic original, el cual corresponde a (as

_reivindicaclones presentadas en la Solicitud Internacional. Vale 13 _pena aclarar al
Despacho que no se alladid mataria nueva,

(?) comprobante de pago No. 31,163 Fecha Abril 29, 2005
O Anexos
X | Comprobante de paga da |a tasa.

NOMBRE: CARLOS R OLARTE

Poderes, sl fuere el caso.

Documento que acredita la existencia y rapresentacion legal de las partes, cuando
sean personas juridicas.

C.C.29.782.747 A T.P. 74290 ____
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Un compuesto de Férmula I:

o

I

o0 una sal fymacéuticamente aceptable del mismo.

2. El compueso clorhidrato de R-(-)}-N-mctil-3-((2-metil-d-hidroxifenil)oxi)-3-fonil-1-

aminopropanw,

kB Una formulacidn farmacéutica quc comprende un compucsio de Farmula |

0 una sal fsrmacéuticamente acepiable del mismo, cn asociaciém con un vehiculo, diluyente

o cxcipicnte [ermacéuticamente accptable,

Una formulacién farmacéutica de In Reivindicacidn 3, en In que ef compucsto do

4,
Formula 1 es ¢} clorhidmio de R-{-)-N-metil-3-{(2-metil-4-hidroxifeniiyoxi)-3-fonil-1-

aminopropanc.



X

L 1In método para mhibir ¢l aumento de nnrepinefrina y serotonina cn mamliferos quc
comprende suminisirur & un mamifero en neoesidad de dicha inhibicidn <k una cantidad

farmaceéuticamente efectiva del compuesto de Fémula |:

o una a8l farmacéuticamento sceptable dol mismo.

6. El método de la reivindicacidn § en donde ¢l compuesto de Férmula 1 se adminisira

sistémicamente.
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Industria y Comercio

SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 03- 77389

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION ~

PCT, FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 548,

DE FECHA 30 DE NOVIEMBRE DE 2004, EL TERMINO HABIL SENALADO

POR LA LEY EXPIRA EL 24 DE FEBRERO DE 200S.

NOTA: Dentro del piazo de los sels (8) meses siguientes a partir de |a fecha de
publicacién en la gaceta de Propledad Industrial, debera solicitar y cancelar el
examen de patentabilidad so pena de que la solicitud caiga en abandono, de
acuerdo con lo establecido en al Articulo 44 de la Decisldn 488/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
8 NO___ X
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p— witrio acld, phospharic scld, toifisrio acid, hydrobrosic
Yelo acid, bydriodie ack!, mitrous sold, phosphoroms acid snd

M the Hha, s well 3 raks of nooetaxic oupanic, ackds inv
? sNCy-4 prey «  clufing aiiphstic o0 and dicarbaxyletcs, pheayl-sub-
oo Ch- Do - 0 stitored alkasostes, hydrosy alksucates end alksnedio. -

¢ 4,314,081 -z
ARYLOXYPHENYLYROPYLAMINTS h%"-h ' PRy ey By
e,  Nodimethyl  1-(8-naphthaxy)-3-pheoyl-1-merhyl-
BACKOROUND OF THE INVENTION . propyaminelodide . - . .
Tertisry 3phenary-2-pheayletk o 3 mm:mw

potscs zre dsclated in J Phaymscestical Jociaty Japan, N-dimaibyl diffunropheacsy:3-phenyl-
93, 508-519, 1144-32, 1134-61 (1973), The eompnunds . F:'m um’ﬁ‘:;...

B o b e e tebeaypopgls’ oo Thatey} S chenyipropyiendne - dfpdro.
Ii-ﬂh'"ﬂmwhw-“ . ' ’.N-nkyl 2-{x-chioro4"s0pcopylphencty)-3-phe-.
SUMMARY OF THE INVENTION = 20 =¥-lmethylpmpylumine maloate :

NN-dimethyt  342"-alkyl4'uorophwnoay)-3-phe-
This inveniioa provides 3arylmy-J-pheaylpropy-  bylpropylamine mecineie S
mines of the formeuin: . NNdimettyl  J4o-isopropoayphescay)-3-phenyl

propytamine pheaylacetato ‘

T x ﬂ. * N N-dimethyl Hm):w
' _L-.( reprimmize Apbemipapiccak .
T d P\  proplolace P "
/ 3 mine decancuic .
Also lacimied withis the scopa of thisdavention ore

satts of the asind buses

whissin R” sad R™ are kaln, triftvorometbyl, Cy=Cy 'w
alkyl, C;-C) aloony or Co=Cy alkoayk: and whareln p 200 ete- Such Bahs thea

wnd m are 0, | or 2; exd wcid addition it theredl alinate, phosphate, monohydrogenphosphats, dikydro-
foroed with phammaceuibeally-acceptable acids. : chin.
[n the sbove formls whes R s rephthyl, & can be 49 SPhcspheto, motsphampints, pymphomphas,

dﬂuaﬂkﬂlﬂdwv-ﬂk“mm . decanoate, capryhaie, m formate, lmbatyrate,

are balo, CCialkyl, Co-C alkylady or CrCasthmayl o ppyie hepesncaie, propiolaté, ouelste, melarate, suc:

iRustratively, the following stoms or groops oy, sabucain, famerale, mualomta butyes-
mmhﬂ:&lﬁ,mw» | 4-dicste, bexyne-1/4-dlosn, benzoats, Thicrobenzo-
nm-hrl-:lhul- g ate, - disitrobenzosio; Mm@:
ﬂﬁmnﬁumﬂwn.n@ﬁ i talnenesolfomate,
am yl am aylenesidiooate, phenylacetare, phanylpropionale,
mnuﬂmmunﬂru:ﬂm durate, lactate,
talyl, xyiyl including uil position lromerns, 00 tad pank-  giyonlists, walnte, methantsulfmate, propane-
syl, am snd pallylphenyl, am and pmethyltllylche ifonaies, caplithalene. | soifonste, naphthalers2-scl
oyl om aod 14  fonate, randelate and (he She sxits.

pheayl. 24 6-4richlorophenyl, poandy
€ , and the ke, Compounds Tonmtdve of  wefal procedure for preparing compoumds
ll:na_p;ddl‘l kvention inclode the followlng: | by the showe formuls (in which both R’ proeps attached

M{p-sopropoaypheomy)-3-phepyipropyiuniat 6 1o the vizugen arc methyl) lavalves the redwction of .
. A-dimathylaminop

methanesutfonatd - . a Man-

n rapidphencae producd by o
NN-Simethyl 3-(3'4"-dimethanyphenony)- yt  mich reaciion 10 yield N.N-§imethyl 3-phesyl-T-hydrox.
. ypropylamise. Replacenent

propylomine p-hydroxybensnate of the hydrounyl proup



3 4,314,081 .
whum-:hudlhh.;hldnhmmu;:: duetina = before lo yield » hydrosy com-
3-chlormpropylamine.

col), !
h R' groupe ane methyl Trestment of ibe N\N- b to the corresponding monomethyl snd primary

::#hﬁ mmdﬂh!—lmm“b anines is carvied oot a8 hefore, ,

replacs one N-methyl growp with & cyano group. Hy- Mmmlah?&huhlt group atiached to

drolysls of the retvhing compound with basg yiekhs o either the a or A-carbou i methy) have two .

enmpound of thin ievention In which only one R group 18 carbon atom, the curbdn carrying (ke R' mathy| and

nn the glirogen b cethyl. For exxmpls, treatwant of ﬁerunnnnnmmephugnyndshmrllm

3{o- 15 the Sl form. Each racemate can be sesolved Into it
Wm H-phu’h:rmprwylmu' I.m-h,‘I Individual d and | lamers by methads well kmown in
As alternote stion of Lhe compoznc of this hmxw,.qm;mum. ty
lmﬂmhﬂﬂbmalmn'mm rotive acd soparating the 5ot by crysliizarion.
to (he nitvogen is methy! s earried oot a follows: TRE [nveatina fx Ainthker (eraied by the fallowing
& searted w!tn a positive 20 gpecific mamples:
“éhnlwrn.--m sach N-luoi-m:dmnum yield EXAMPLE |

Selective replacemest of the hromo slom the s> Proparmiion of N-nethyl  3{p-trifimoromethyl-

fam skt of a phosol, es for exampl, 1he sofium mli of  phenoxy)-S-pheaylpropylamiae snd of N,N-dimethyl

:-mm:m: @&m-;ﬁ n Jchiore-il. 25 mmnmnmrmm
ylsminnproplophenaone

Compounds iz which both R’ groaps atteched tothe  frnm in vacon, The rmidual oll comprising A«<lime-
-ilmphlh:m forauhy are hydrogen can be Lhylaminoproplapheaces way dismolved in (wo livess of
prepared from an intcrastcisle produced in the previows tetrahydrofures, asd the resmMing solurion added s

Jaxido-1-{o-mixyloay)-propyibemzene. Reduction of stirred aguin overaight st r0om temperainre. NeaJ, two
m:uem-mnwmm-.munmﬂthm:umdidudp
mch ax mdium bosobydside ylolds the dexired prinsyry companz any escems Hborand present. The ietrubydro-
aztlae, Alternatively, the chioro compouad can be re- fursa wat removed by evaporation. The acidio sntution
aoted divectly with u lurge escess of snmania im 2 high was extircted twic with one Liter pordons of kenrede,
preiins 160ctar 1o give the arimary amine. and the bexzne exirmots were discurded, The acidic
Cumpuundy i whith the R' growp on the carbon 42 solution wes then muie basic with ae exces of § N
atom alpha 10 the nitragen s methyl can be prepared by seueygs sodium hydroxide. The basc solotion wes ex-
rescting phemyl 2';propeny] ketone with dimeshylamine tracted chroe times with two Hier portions of henzeze,
{See ) MM&@_?I.M(I”DI-TB!MIQ The bemzene catratts were separzted oad combined,
d-dimethrylzminotutyrophenone b reduced 1o yield 1he ~ amd the combined extrocts wathed with & satnroted
N.N-dimethy!  3-hydroxy.l.methyl Ipbexyipropyia- 30 agquenus sodiem chiorige and then drind. B
mine. Replacament of thr hydraay) with chinsine foi. dﬂnnlmllnnun;lﬂhﬂlg.ol‘ﬂ.ﬂdinﬂy!
Jowed by resction of die chlore-rom with the ¥i-Bhydroxypropylamine.
madfumn @) of a sultebly subgiroted yizids che A solution containing 442 g. of N.N,<dlmethyl 3-phe-

NN-dimethyl darivatives of this nvu!l: bensing an -mﬁmmh nSkaof :tlmdu:hw
alpka methy] groap on the propylnmins huckbone af the 53 storated paunal bydrogen chioride. 400 m).
molecule. n-:dmmdm N-mechyl uwm&mmmaumm

derivative can be accomplished by the aforemeniitned solution sl & rate sarfficlent 15 muintaln seflux. Tha sola-
reaction sequence uillideg cyssogen hemmide The tico wa refluacd 40 addirional 3 hours. Bvaporutiog of
Nﬂhrlhhnhnmbn:nhmh:zi;dmrhe lhmr;r?‘nﬂ:mm:mum

n g o L\ N-dimet d-pkenyl-}-cklos ine
o et e gty i e o o e S Sl
pumuhrnwmu‘ w the proogdure of Booher (ke flter cake washed twice with 1500 mi. pections of
and Iand, Sar. No, 117,980, Sled Dey, 26 1572, scetons. The washad orysials welghed ahou 500 5. nad
Compound in wireh the R' group attached tn the S, melted &t 181°-)° C. with decnonpasition. An addirional
grhoi::‘mbmhrlmmp-:wlunmu 30 g, of compnand werw obtaleed from llpﬁ:ulue
aan F*flm. makdohyde 3 wush by stardiard crysialiization pmeedzme. Arm~
mlhyl_nd":!l_h:-ﬁ.hm.nn-nmﬂ-m lumﬁ?{hﬁnﬂmdwwﬂMWMIﬂ

iz suhjected 16 the sae ve- titeation,
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A wilulinis of 50 g. prodimamethyigheun], 12 5-oF  eacried sar. The cther extmots wars mblasd. and che
wtid swelimn |peoaide and 400 ml. of metheaol wee  combioed extmets washed with sinrilent sqURONE B-
wiwosd In p oen Ihar muesddiotiom =tk &l with  diwm chioride aml thum drisd. Evaaonatian of The elhar
mEgretic dlicycr, Oboltwscr and 4rying mbe. The reie. o viods yaldsd sbout £ g- of- Nemetly] 3-(p-ici-
tien mixive was irred omil ta endhue ipdeoxide hud 5 Aooromethyighencay)=3-phanyiwopyismise The
dissnived. Next 203 g of N,N-dirby] 3-phosyl-d-  amine free hae wes convacksd @0 tha porrosponling
chiropropWonies bydrocdodde were odded Tie b wl by (e oeriod 10 forth sbowe, R-metiH
riafalling ctanting ensxoure et redhoved Jorsbowt $doys. 1-(picifiotromathvigbeaoxy]  -3-phenvipropviomine

#id e eocled The mathoeol s fimn renovesl By oxtaiale Sum prepared maliad at 1797112 C whh de- -

waporntian, snd Lhe roinffng reskis B op B 5 1P composition witer reorySielledtloer God an ofhyl ace-
mizzurc of cther and 3 X e sodiom ypchaxide.  tnve-metbaml 1olvamd micoes,

“This wthar kaper vox peporabed and waked twics wlth 5 - Asabysls oalos T, 514 11, ﬂﬁﬂ'. N, 151; F. 143% _

¥ bl oM hycowide ond chree Hmes wich wae  Found: ©, 5743; H, 200 N LM B, 1404 .

ber. The ether By won Orincd, amd the sthar mmsowesd The scuine free byse wag sl coovertud {0t chisls-

by evaporalion o vaono [0 el a0 reides NN- 13 me sl . o

ltmnllhu:t. - Mefp-trifimoromec il hanax y)-3- phan )i Tha Eklwisg N M-dimethyl o N-anethyl -t

propy .
The e best was converied to the cormesponding by iee niwove: poocsdore.

oxsiue mH by diwofving 71 g of ha oonban dn iyl N Bkt 1 Hi-shiaroplsenoay}-J-phenyl-

srefule 1u wihich wed a0l o aolarion of 9 g, of ozallc 10 propviamine madesce wrhich medter] at EE"~XF . ulir

oeid abn | ehyl scemmte N MNedieethplekgeid-.  mocmtallaatios fom ao byl . scclrc-syelohmpny

Huorcmtthy pbenaxy-Fphoaylproaslamine | oxalate obwest migyTe . : .

chus fbrramd canlied 21 117"-]1 19" C. wilh decOmpliititn Anlyels An: O B2k B 30 N, 145 CF LTI

niw ceoralibation from 2l nosiaye Foupek C, ELO& N, 4.07; N, L O, 193

stivarod phavary-3-phenyiprobylnmines. wese preparsl )

Azplyss cwioc: C, JE11; , 33& N, Y% F, I07; 357 I, Nhdimsedlipl Ho-uiiviometiyiphepery) 1

Fousd:- C. S,1%: H, 34%; N, 3%; F, 138% . phesyipropyhmine p-raluenc-sobionste which mmbwd
A rolixion containing £-1 . of cyssogen bramide Iln o 134°-§" €. 3fiey TEoryslEalion fnm ethy? dceale,
200 ml. buneaw acd X mh of hetor'wel pleved ln e | Anaivai oale; ©, 60090 H, L NL LR F, 115 &,
<ot Ntnr thnaspesk mauoddszitnm Aask equipped with SAY Foumd; C, 6036, IL, 13% NN, 1.12; IV, 11.80; 5, €.55.
Unrmometer, akiilos fanmd, drylog obe sxl okt 3 NNEmedlid  SHp-tolylag)-3phsayipeopyinmine
lulie For witrtygen, Tha welution wed aoolsd [0 abow I'  oxalsle which welred 2 160°-62* €. after oporyscolllzo-
. with stirring. g, nitrogen Jo3 wm bobbled the the dion from = pethemal-bop selvem oilure
sckulon. D, a 3¥aticn oF 12. 146 g of I N-Emlryl Amulysis ogle.: C; 564 H, 7.01; N, A5& Found;
Hip-wiuoromethylpbenoxy)-3-phenylpropriantne © 65.81; H, 700 N, 4,17 :
diswived in 40 ml. of wreane was 26dad in dopwise ¥ NNEmefiyt  3{A-mphithysoxy)-3-phanyipropyk-
Tushion. 'Tho Notpe-wmes of the coofion wizies wat  mine diabie malling paint=14-7" C,
alluwed ko riz= slawly 1o soom (emperstces, ol willah Apolysis cule.: £, 6986 TT, 6% N, 154; Fouml: C,
inmpemiere wisving was confisoad ovoonipnd whils 0L $9.50; H, §.30; D, 8.4, : :
maincaioing o gitmgen stmosphere, K0 ml. of bersene: . Nemethid  I-phessl-3Hm-shlorophencsyjpropylo-
R0 103061, The remiitm mixtury wok washerl twice &7 mine ooluies melting, peint s | 7707 C.

with waler, ngne with 3 N symwous anlele seld wd Anxiale ode; €, %.00; H, 5.31; N, 383; Cl, n.69; .

ibed with wily wlil n=ntrol ‘The organie Teyer wpe  Found; C. 33.0% B, 545 N, 4407 CL 224
clried, nad the: sohecy i Aol BhénFrom iy evepom- M, M-timatiy| J-gtmpl-l-@i-mnlhu;:ph-eq}-
tun bn vaces o yiekl shent. 9.5 g, of an oll competal ipyianalan caalire moiring palnt =3113°-8"
H-mnthoi-N-cymo proillmromethylphenremyd-t 43 Anelysis cylc.; 0, BLP® IT, B91,N, +.7%;, Foondr C,
phamybp-upylaming, . .04, ﬁ'.‘ a9 N, 350, )

A sotitiar of U g poleuium hydmcdds, & mk KM-fimethyl  3-phemyl-3{o-alliphamnzypromsin-
wer, 400 ml, echyleie glpsl tud U.50 3. oF Momethyl-  ine nyalain malting print=18% 061" & -

N-cyana 3-{pirificewamesbriphcaoxy)-3-plvinyd- -Andlyss dalo: C, SEI% H, 706 N, 385 Foud &, |

mﬂ‘uﬁﬁ?l mmnh i nm“ Ii:f::'ﬂ R ﬂﬂlﬂw; o 1.2-{p-chin

seucd. i with :  Nufirel .1 ;
condenser, Tht rewsi3da mizlure was heend g |:|:qu- mnﬂ-nhlnzahm nd:ll-lp:;m Eﬁmﬁﬁ"f}
fng secnpermiure {130 C) for 20 houss, ] wad then . Amilyslc culs C, 60008; M, 184; N, 168 1, 93%;
oaaled. 500 et of wale- weee sddel Th= wesction  Foondy C, 6034, H, $38: N, 388 €1, 3.61,

milslie wus extacted wid three 200 sl porions of 3 NNuficetod ©  J{ponsthoxyphamy) gty

shnr. “[he cthiy extrucis wiss rombined, syd fhe som-  gropyiacelae waloaie: mop =38"-1H1" C.

binid sxracts washed with myher, Tle walor et wi Analyis ags 5, A, 478 N, 149; Topumd: C,
discardod. The athr solutice wis next contacted withd — §5.43: K, 52 W, 463, . - .
N aqueryn hydrehoric acid Thosalos sgeeos I X M-dimpiyl J-{p-methosyphenoxy)-3-phenyl-
Was scpactied, A litdnd aquems seidic extraet with 2 0 propyiioin® malssie: mp = p1"-104" G

N Syadrochionis ncid was mage followed by horo wmjoe- Anslysiaedes O, §5.53 IL 6.75 M, 149 Pound| C,
ux extrrcis and me exrchel with svrabed mynerws so-  §9,56: H, 6.90-M, 168,

i chiorkle Thy susmn Iayers wara all conbined Nmethyl 3-{pinorophenoxy))-phenvipropyinmine

and mede Besio with 5 N oqgueoss sadim Svdrosie,.  maless: mp.w- 113119 C

Nemethyl Hpteluowommbry/iphencacy) phemyl- 65 Anlyil aals .G 6198 B, 95); K, 17%; Famd; C, L

PrOEYilucius, formed Bn the above peaction, was nicthy ~ G577: ML, 6.09; N, 29 -
bie in the besic solmdon sl separaied The anilie wiF N-mellpt S-{p-rulhon
exeacrel lnto wchay. Tws further poer earrastcms wmm . mine cinlente; mupw 134, E‘r-lll' [+

plesinay ) 3-phenyiaropyh-
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7 a
A : N, Foued: € N,N-dimethyl S{m-chlorophenoxy)-J-phecyt-
.&‘.“ rﬁ;h l.\"l.c.'l'.:‘l’.dq H 630 N, a5 < propylamise oxslater elting poimt =150°-2° C. (re-
N, N-dimathyl L{o-bromephenoxy)-J-phanyl  orysallination from hopropanol) - o35
propylamine oasiate: meking point = 144°-6° C, Anaiysls cale €, 600K H, 5£07; N, )J.09; OO, .
Azalysls cale: C, 5)0.79 H, 5.2%; N, 3.30; Br, 0.3k ) Found: G 5.9G H, 40K N, 3.42; CL 9.60.
Poond. C, 53.34; H, 5.52 N. 3.3& Hr, 18,86, N.Nuclimethyl 3-( kaw

N.Ndimethyl 3{p-tolyioay)-3-phenylpropylamine ~ mint iydndslwldl; melting point 166" (from
oasls e |45 acptonecycioheagng
Araiysia ﬂ!,-"c"f'“m'f n.lgn;c:v. 390 Thand; C,  Amalysheaiz:C, 65.91; H, 883 N, 4.5 C1, 11.9%, P,

84.60; H. 7.01; N, 406 (1] ﬁ Founk C, &.70: H, &A: N, AT CL, 117G F,
N-methrl Wﬂﬂw "
ansin pointer144°=14T" C. (des.). . N-mahyl J-phenoxy-J-phemyb2-methylpropylamine

A:::: C, 67.91; H, 678; N, 1.7T; Found: C. mhu: meitiay polnt=158"=160" C. (from Bopropa-
‘1::&“"' ;“s..u.; - L:L@W ax- |9 Awlﬁ. ﬂh-n N'I:.". 16:.07: H, 6.73; N, 4,0& Found: C,
m:ud]mm S“I?Dm'-l'l!’ G — “Nlt-mllﬂ M-phenosy-3-phenyl-1-meikylpropylamios
a39); H, 157;““ ?;'.cil'.ﬂ sH G N, Lok -G axalpter poini=80°-100" C. with decomposi-

dimethyl  J-phtnyk>{m- yipropylamine don apsace)
cantaie melling point = oM e = A%%& 807 H, 6.71; N, 406 Fowad: C.
lo.:: :ﬁ;hnwn: fl TOL . 35 "G adNNdimethyh dpemosy-3-phenyk Lancthyl-

N.N-ditncthyl 3-phoayi-3-(m-trifaorrenetivyiphenas- propylamine caslares molting point=—11)°-16" C.

WWMMMﬁt-Iu'-rC Analysis cale: C, 68M; H, 701; N, 3.5 Found: C,
Analysie onle: C, SLI1: H, 336 N, 339 F, 1,73 2 00 L B 24, ayh
Tomad; C. ST H, 8.26 N, 341, F, 13.69. ptine oxal “"m‘m M,I;HIJU"-O' c"-ml’“w it g

N,N-dimothyl 3-phenyl-J-(o-1-butyiphenoxy)- " . : N,
laming coa) Ming poinl - 16°9" C. Amty. = 668% H, 2.01; N, 21.90; Foand: C, 64.59; I1, 7.0 N
et g ok M, .76 N, 3.45: Found G 6436 1, 3 ™ N.cvethyd Mm-fivorophenory)-3- phesylpropytamine
“::&:.’? 1-phenyl.3-pil ylamine malyeh caled €. SLA% H, 7% N, A0 T, $.4k
. uaophenoxy)prop. . A% TR . -
oxalate: meking pointes 134°-161° €. Anslysls calo,; C, ,.-;,,,,’g,‘.,_.,,. H, 602, N, 433, F, 333,

6LERTL S.7% N.401; F. S.44; Toend; C, 6L6G H. 590 % N.cioas octhoryplunony’
Tt S eyt 35 propylamine :ﬂhm“.ﬂ el C
Nemat Jophenyl {a-methnsyphenaxylpropyta: Amalysls caic : . : N, 1.80: Found:
mine hydroobloride: melting polot= 108°-8" C., (reerya- 65.0% H, 7.00, N.‘.:'I.-ﬂ. H. .

tallived fromn acetate); Amalysh cale: C, 66.1), 11, N-dimethy 3-phes
720 N, 433, CL 11.9% Foued: , 6616: H. .36 N, propytamine caabi “.m pi‘m-llﬂ';-.s,l-' < ’;:
. mm cale.: ‘l: NI 1'; . 3
N-methyl S-pheayt-3-{o-fluorophencaypropylumine “ Found: C, 613.82; I‘%‘-ﬁ:’;‘-ﬁ”i F, 5J1.

onalete, melting pointw 148°=50" C. Ndimorhyl  3-(e-naphchylasy)-3-phenyipropyle
Analyshs calo: C, 6138 H, L.7% N, 401; P, 544 -if--luu-L mina¥7-99 C,

Fuuad; C, 6LAY: H, 397 N. 4)& P, 5.85. Apslysis oales C. j H. &85 N, 3.42; Found: C,
N-mazhyl 3-pheayl-3-{m-methosyphenoay)propyle- ¢3 so.mx 1, 690 N, 3.74.

mine axalate; meiting poixt= 140°-3° C. 8-d1.N,N.dimathyl.JphenoxysJ-phenyl-1-methyl.
Amalyss cale.: C, 63.1%: M, 641 N, 188 Found: €. propylamine axalue: meking polnte 131" 33° C.

691 K, 64D: N, 4.1). Antlysis calos C, 64.89; K, 7.01; N, 1.9¢;: Fosnd: C.
Nemethyl JpheaylsM{ouiolyloxylpmpylamine om- 66.66; H. 7.00: N, ). 77.

tates maiting poinrm 135°-7" C, »

i G G 1L 71400 P it 3

% ' N, Preparation of N-methyl J-(o-aethoayphentay)-3-

N,N-dinethyl  Hwetbylphenoxy) J-phanylpropyls-  phen lamine hydrochlorids. .

mine oxalates meking painto 192°-4* C, A mixtore coatlsting of 1000 g, of 3-chiore-
Analysin cale: C. 67.54; H, 7.29, N, 3.7 Poend: C, 33 :y,n—u-. 1500 g. af N-bromosaecinimidé, S g. of

£7.23; H. 7.08, N, 198, aoy! paraide and 6 L of carbon cetrachloride were
N.-N-dimethyl  J{o-opropaxyphennty)-J-phesyl-  plared in & [2 L Jneck, roundboliom flmk equipped

propyladind oasiete: viting polni=139"-MT" C. with stirver and condenser. The reastion srlature was
Annlysis calc; C, 60.20:; H, 7.54; N, 16); Fooad, C, stirved and bewted until an exothermic renction hegan.

63.50; H, 7.82, N, .53, o0 The bexi source waos then removed, and the seflualng of

Nemathyl  J-phenyl{p-chlorophenoxy)pvopylamine  ynaction miature dontrolled by external coofing. Afler
osalme; mehing polnt = 183°-5" C. the reaction had been completed as noted by the disap-
Anslysis aske.: C, 39.10; M, 3.30; N, J8%; Q, 0.6%:  pearence of the Nebromosuccinimide, the renction mix-

Foumk C, 35.13; §, 8.58; N, 4.0% C1, 9.45, fure wm ennled and crystallise suocinimiie collected
N.N-dimethyl 3{p-uoraphenoxy)-J.phenytpropyls- ¢ by Mtrution. The morinimide flter cake was washed
mine maleates meking point = 103°-8° C, with carboa terrachioride. ‘The combined Tiltrate und

Acalyshh cale: C 6A.TT; 1L 631 N, 2.4 Found: C. wamh was cosxentrated! in voceo. The residea compris-
.79 M, 630 N, AR2. ing 3-chloro-1-bromopropylbenzene obiingd in 1he
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shove resctioo wwdown by A NMR o bethedagired .+ " guamoy
yﬂ\lllﬁlﬂﬂlﬂf:rmn . (. ' Preparation ul' L{onehisyphonoxy)-)-phearyl
M:-mwmm&um s_' ygir ution of 2.6 g, of sodinn axide In 10 b of weter

Poratsre was maintsiaed at shout 25 C. T roaotlon . o, civride wash, and wese'then dried. Eveporstinn
miwwre was allowed o st al nood Eemparsture over- vilcoo yielded » colorien Yepukd cumpels-
nigit and was then poured ante foe, The resuliing agoe- &M%H . y 4
u“ﬂwmullmdb'hmmgummm“
driel. Ramoval of tho hexane in vacap yiclded as s wae pleoed in & |} round-bottam fimk egoipped u-ﬂl
retidue 3-chioro-1-{o-meshovypheway)propyibheasne -ﬁeu@émumm.mw
prepared by the shove procedture. The cooponnd was two-tenthe grams of 9696 mdiem borobydride in the
hiHllad in vacu0, 3-Chioro-1-{o-Methoayphencxy)pro- 35 snkid farm weew added 10 the aside solaion. The resuis
135°-345° C. 0.0 tocy). The structare of the compownd wight and then cucled. The alcohol was svaparated
ﬂmﬁmmdmn«nﬂ 4 the’ - iy 3 om
tating, 329 i, of methanol and 78 5. of 3-chlare-{-(0- 0 with 2 rhmmmmmum

wishesicd inpaemo:  plupoxy)Jphenyipropylamise prodeced
clave for 12 hoer at 140" C. The reaction mixture was  sesctios was solabls i the syseous acidio

?
i

H
LR 4

E
2
~:
b
k
;

slont of enafio acid in wethano] sdded slowly. N-mothyl . M&Mﬁ-ﬂmmﬂm
Ho-methaxyphensay)-phenylmupylamine  oxatgse 43 U the cunlate sk by the. procedure of BEzsmpls 1: 3-(o-
formed an nsotuble which wa collerted by WMW ouatite thes
Mkration, end the caky waibedl with wiher snd Mﬂunlll‘-lil‘ Iﬁ.l‘mm
dixk N from =n ethyl solvent mixtwre. The
propylaming oualute melied a2 150°-152° C. The NMR, , Saite bt way converted (o tho hydroshioride sk by

?;
|
|
;
EI
§
E
i
5

oualats wea pre-
with ethey. The combined pored: melting palot=163"-164° C. The amists
ether extracty were washed with watar ond dried, sad mummmuu,m:::

hydrochloride thos formed waa from .
st hoing ' ar] mrl‘hll “:ﬂl; s G 3766 H. 308 N, 409; CL 1LI% F,- .
3-phenyl-propyins

mine hydrochlnride thus prepared end purified medeed . mmi .
s 29°-31"C Prepurstion of J-phenoxy-J-pheayipropylamine.

muthyl J(omm)-l-pham' .mjg:u-.;c,m:ms.nmmq'lmr.
Goa .
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Eldnmorl-phu:;-lvphuylmﬁlalde L gives the R subitituent cn the 3-phenyiprnpylenise
provided by the procedare of Example 2 were hested  and columns 2=4, the concentraiim is micrngmms per
with 130 mi. of liquid atxmoin in 2 kigh pressure renc= i, thar blocks the uptake of a pasticulsr smine by 30
twr at 100" C. for 20 Bouss. The volatile consitvents of  perosnt for the szroicnln,
the reaction minture were evapgrered, and the resldue. 3 and dopamine. AL the head of ench colomn Is given e
comprising J-phtnoay-3-phenylpropylimine formed it concentration of the purticular mongaming eae bn the
the sbove resction, was dissoiver] in ethane] and 1he  experiment.

volnile conutliuents ogsin removed by evepomiing, TABLE |
The zesulting reddus was dissolved in a misture of A
other ond 3 N aquonits sndium bydrosido. The echer 10 u-o—rn—cu-—al,-mm,
Ceacted th &"‘Ju ber, The -una.-'“,B . .
extract f0¢ rmare ether. ex-
treots were combined, and the combined extvects flnogd oy
washed with woter. The ether layer wis next extractyd Norepdne-
rwice with 2 N aqueoms hydrochloric acld, the primery 15 phetne Gerntnaia
amine pessing into the acidio layer. The scidiceaitracts & Didd g al aM a3 pM
were combioid sad mads basic by 1he addition of m o y—— JA$ 0 a
astss of 3 N aqueons sodion hydroxide. The primily  gheny! i s J
amine, being insoluble in the basic solution. ssparated  a-mapiaind ’ - .
and way sxtrected inio ether, The ether calract was 0 FehBmmplund 3 a 12
separatad, and the bailc #3ution exrracied iwice more ¥ STEbovmen . Cn am
with etkor. The echer extzacts were combined, the coxn- aegy N
tined enraets washad with mtoreted aqueous sodlum adrommpheny! - d $
chiorido snd then dried Evmporstion of the ether in  B<himpberyl a N 2
vacun yielded }-phenoxy-3-phenylprupylsmioe 08 an 23 ::'"""' had 48 >0
oll- The malaie xylt of (bt primary smine wes prapared m - 3 a
Ié-y the procedare of Example | and melted oz 190°-173" 4y “,u 2 . ;.:l

Amlysis cale.; C, 64.34: H, 604; N, 441; Foundi C, misl ’"-ﬂ' o =-::g

s s-ainipbrayt >
62.49; 70, 5.80; N, 4.67. X h hy L >0 w0
EXAMPLE S ot-tatylphuny) 13 ) > 10

Preparation of Salts s-2Sytuheyl 1 Jd 0

fals of the frem boses of this invention, other thapthe  wuifieem- » 8 » 0
hydrockinride, rmalsare and azalute wlis whote preps- 35 =thvinios
tution & @luntrated in Haamples 14, are prepared by ﬂ ,"' i" l:.
dissolving the froc beso in ether and adiding an equiva- N & >0
lear of a suitable nan-toxiz seid, aho in athér. The ialts :m'-.l f N 25
thas formed, s [ casmple the acetate ond henyante  p-Ouarepiuenyl > Ko 1 A
solty, aTe bmluble in ether and can be holated by fliy- 40 Soskaiot >0 ! W
tion, Altcraatively, the amine bese can be dimolved bt 3 pcrumortent 4 3 .
othsnnl snd an equivalent af the ucil added ms an eths- ==
aolic mb:l&fmlf.“ since the n'l;;llhl
formey] are reaction mixwure, amn
olated by evaporation nf the salvent in vacen. Salts 45 TANEZ
which can be formed by the shove procedure indlude R=0—CH—CIL~CH~NI—CH)
the sulste, hydmbromide, phaspimte, hydmgen phoss wily
phate, dibydrogen zhosphate, scofate, metheneiaiinn- Cosconirsion in ep /ul tha
ate, gaainnzs, tartraze, citrale, benxoate, and prtolnene
mg-um f ok = N:.mbe-

indicatlons @ chotropie activily, the oy Srrotesia  Dopaslie

composnds of this im’rl’nuh-lmm,ﬁ:ﬂ 2 LY.L Q1M =1
the upiake of various physiologloslly active momn.  Pesillecm- o » >0
weaines. This blockade ls thown bolh n vicro with radlo-  eigieent pu " -
sctive ishelled componnds 10 determine the smount af 33 ghesy) n 4 ’
monozmine uptake by syaaprosomes from mtbrain, and ol - J8 3
in vivo by u variety of methode. Amemg the physiologh-  POH 12 3 o
cally nofive moncamines whase optake §s blocked by  2=bizhed -3 t >k
tuwz:lhhlnwmbn(;mwmh “'mf"';m ¥ 13 >K0
corepinephrine aod dopamice (3.4-dibydrozypbeayle- 60 '™ H
hylamine). Whils all of the componds of thhe iaven.  wesioh T o ! |
tan black the uptmke of mononmines, ceriain of them plsciay] Jb o -
powess § unlqao sslectivity in that they block the optake  Scmeben! N o " I
of ooc of the monosmines 1o » far greater exton! than m,l..—_,. ] |" '-u
thry do the cplake of the cther two. Tablew § and 1 65 patiorogheryi + ] >
which follow set forth the rosults of some of the in vicro  68Wliove- > ¥ » D

determinasiont of the blacksge of monomrice uptake ghent
tha componnds of this invention. In the tsbies, wlu:lz !
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One dessoastrusion of.the In vivo alfoct of he.cors- L addition 0 thei maafalness g8 peychotropic upens,
pounds of this (avention in Mocking werotonia optake the sbove compounds cwy sleo #nd me (o tresting
was muds indigectly by the folkowing expariment, besed  disnndars of sicep, stuu performanes, sppetile, miscy-

known ing hypotber- -
percent was alected into ruts. PoRlowing thil lnjection, 10 mia induced by the injecrion of apomorphine and alyo In
G protecting drog wes Injeciad atagdnnof 19 mg/ky. snwsponizing (he centrol effests of remorine md oze- .
of wamarine, incloding hypothererda. In addition, the cum.
brain serotonin lovels were curvied out 4 houre later. In poands are effootive in reversing roeTpion Eypother.
Tuble 3 which follows, column | givel the vome of the i, but wre less clfective b preventing reserpine

dmeg cmployed, amd columa 2. the bradn serotenin lovels U thermis. In ik regard, the momomethybaines of this
o mog/g. of draln i Chlopolmipramine and N- - (avention sbove are in gencral more sotive in sncagonls-
desmothylimipmmine were esployed st contmis since  Ing e reversing hypothermin than are thelr dimethyl *
Maihmurwh'zlh\nﬁ:h _‘Ihﬁ . "
drugs weee espable of preventing the doplation of brsia spomewphing hypothermis sntagnnien (ot
serotaein by 4-chinfomothamphetemine. B ameried oot 48 fallaws: mics sre injected with » dose of

§-
|
i

TABLE ] - spumerphine known 0 reduce bndy tempersture sp-

4*C. The undier test s injected

A of drg Brvla sceotesly bresd &1 wxcs /5 ri—:ﬂ'm-um mm.mdu

e a+m tenperatuses romsored § hour efter tyjection. The de-

e W0 o & gree of mntagociss ls expresicd m & percent reducticn.

Y (0 compmred with contrub) of the tempersitre de-

Onslatn orease produced by the injection of the spomorphioe.

e e e mmuwm:ﬁwud
eanvol follows: groups are Injocted with reserpine

== =:z2 30 163 hoors ey e injected tnirtperitoncally with

amine alin prevented the deplesion of serote- progylamitae ‘chais perceat
fin i the braln ocossioned by tho adrmbmisteation of z&hw:‘-ﬂﬂlwl‘h
e O a3, L Va1 nd ool e

. oot ™
The tcieyctic anddepeern drejs presectly Deing  {oveiy Tuble 3 given hilar eboraation fox e et
protrangl yhamwing sompenxids of 145 favemtios.
of e TABLE 4°
e » o oo
norephinephvine Uptalss mora cffootively thas they do
Jeratoain upiake. Exceptions are the aforomentionsd !
ptrifecromethyl  derivalives, dimethylopino, —DEEnAnpcenben
and unsubstitated smins derlvatives m
roing gl ks e Do o make
-]

muhnnwdtnhuuhh?ﬂrhu s : ,'. :. J, :,;:

a5 spparent
Eossmmemetn R PR IE]

will have & different type of antidepressant ctietenyl - 1 B = = n
sotion from tho tearketed drugs. The oo ® D wouaon o
pounds may olto fietd ota in the treatment of a w. m N B N
e T TR B A
. knprovemen in & or 7 chronie wndifferontl- *Smvvraet g H .g' 3'&':
sted schisnghreale putienty by the oral admlshtextion of m 7 8 & 1 ®m R
15hydroaytryptophens, u PrecETYs Archiomatenyl N N W - u N
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Talis
— Peuwoamgonm

Apreassim L

Uncpn ic sytks
[} . ) E 1
prsihlarapkenyl £ I N - i on

TAHLE §

fl:lln
RO =Ty —i W — "\L
Iy CH»

R YT S
Aprmerphisg R rivar
Fre. 38 b Fagi«l ma.

I.:qfll' "Tf'h'l awm

L J &

Shryl 1 = F o
gl 1 w F N |
ayihyiphrmyl o » LU P -
abupedpylpheang? ) " ® KX =y Is
saliyipheny] 11 [ n
i urpmneipipheml n m § ]
periflcuricybniphmp i L
2 azilNamisph=uyl N 3 W 1N m
mrnkpl n - ] nIF &
manbapl =0 =] =3 =1 o 3
rativd i w
eplenyl 13 Jh s W
mfmpcphensd -m 1 ] =1 Jn W
mdlwmnplead M dl o B
e Hun R pheie | N & Ik WH SR
mr=innnphym =-u =11 £ 5 4« A
ll-ﬂii::u':Lﬂﬁl : !:'.: =: : I X
p=alm m o n =
[ 2 ] W mn 47 |
n-aghthri =17 =18 =7 H « 11

Kevorral of resarplhis nymodarasin and stndoulim of
ipOvaorphime hypothcrmi xre pharmxniogic ksl in
which Il':-nier of murkelod ullllhpmdl ;Iimpa l:

rhicular, imipeamine, amitriglyine intySne xw
Lﬂll’]‘ﬂl‘i;lil!. are n31=: One u? she com
pounds of Ddis dewendon, MN-cotyld-{c-raathoay:
Tomory)-I-phanyipmpyloning has baan foend 1a be an
wpoenovpline nd Testrpine: Iypoihermis entagemist or
Tevarnanl having an sctivity nf the pame order ol magsi-
ds na the altwbeathosed mackeied antidepressant
tbnps, Thix conmned, when i =fTect i measured &
minme afer mjection of Lho xpooniphina, 2 I
mpfkx. daca phees 100 parcem red nollon of kyparber-
i % 0 hnipriunind sm! anitripiylioe. Simile-ly the
Sunk denp i eciremely effective in revening the e
of reerping hrnofhennia smd compans Breorable in
this nipurt with Lhe seoe Rour marketed ansidepresenr]
compenands. giving 2 flmitardegree of ravanal af bvpn-
thaormady nwearud ot 80 and 130 minikes.,

In manifasing chalr peoiginomie. wlion, Lhe

eal ihe
% irnimed ih & vadily of dperant behavinr sokhesi.-
. Agam, The acrivigy nfmn'Enllﬁ ol thik. irean lon
im 1= 1ypr o ves) yrorallcle Lhal oM knows anySdaprassmy)
drugs. gurikularly desnschviimipruniae, For emmple,
N-nmilyl 3-Co-imtinywypauimy)-J-phenyironpyinm
imcremi=d reaponse rees of Pigeods o & Faderzlio, fed
miervnl achodule ac ther: wos o persisience ol this
effec) ladding Bor more thon 24 kongs. A shulbe cffie]

®

16
w8 abcalned with dexnethyEmiprasil S1hoggh 11 |-
possbln chot the pandiidu eCoMLetEE Wik the resolt
of sraining eader de nfleswrs of the drog. 1n Sidmm
avorlaner, ising Kmirrel monkeys, the sesaonge of rhe
oitmbtys [Bormeed m = dnee vl of 3 mpsky, with
MN-muothyl Mo-methepcrphencucy ) Iphenyipropyie-
tiae- Simiarly, in monkeys on & miitiple figad-ratin
Ontl-k: iexws] schedule, responses were neduced Wl (e
Evvl OF L5 oF 3 mE~cg. of tha drug. With glyoeus
mined under pn adiusting Tutio s iedsle, che d-ugs of
shiz iswvmsllon alTeer behaviar in the me wey 2y does
the merketed dntidepeessant. deimashyHmipramine
(DM}, In s b, clrigga whi shils oype ol aechity do
nol markedly sfRecr the smaprmae rie but maming i
deoremead, ps rallycind In on Incresssd AnnIs per
reinforcement.  Nometbyl  Jfoumethanyplitnoxyk2-
phenyipropylumine, heowever, guve o signifions pos-
| incama ba A anlo of rogpemees lo-rednforoaments
at doar lovels one-fomall of that mguinsd by T/MT 1o
prckaca s inllar lsorsacy. Tha shove realiE ane contis-

zrt with yticdepressonl ackion.

Einsll hﬁ&ﬁl‘iﬂﬁs it e dn mae hava
significant anfimroionis, anlibivonicic and sadickulin-
rpic eifixls when ewed in iinlisd mouscle Atriips using
rouliny banakry pracecioas. Agaln, ore wer s di-
kronce boowesn Mooyl 3-e-methoxyphenmyi-l-
phanyipropylamine ax cormnposed whh desmatkylbndpra-
mlio, Whith farc compdimi] was 150 Uns™ mote po-
Wt 2k i BeL1EBS kil o gnd anrvoleolEerglo ngeat and
hree Hmes neore povest Ak g0 satlscrotonin sgenc. Tn
oneatheticed nia, inirevenoan injeclion of pmicciplyline
ad other avrkeoed rievelle sunkiop CRint Cus 3
witdening of e QRS comple nf ibe deecrocant-
Smm, lndicsling » dalicy in Inicvanidcubr onduceion.
S-{a-Methnxyphonozy)>phenyl propylamine  »fMeys
iha siscsccardingrmn dnliaply, bl pt S kigher o
hin to¢ [urd wdh 1he siorementinced marksted soli-
depreatard,

[ werting homens safferhcy. Meom warlow payehoses
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RETVINDICACIONES
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Trémite 002
Evento 001
Actuacién 430
Oficio No. o UUy 7330
Folios 0

Solicitante: EIli Lilly and Company
Titulo de la sollcitud: Inhibidor de la captacién de monocamina

Como resultado del examen de fondo, realizado conforme a lo establecido por
el articulo 45 de la Decisién 488 de la Comisién de la Comunidad Andina, se
notifica el sigulente concepto técnico:

Documentos estudiados

Para el presente estudio se tuvieron en cuenta el capitulo descriptivo
comprendido en los folios 38 — 81 y el nuevo capitulo reivindicatorio de los folios
106 - 107 de la solicitud.

Objeto de la Invencién

El objeto de la presente solicitud de patente de invencidn consiste en:

¢

Relvindicacién 1: Compuesto de férmula I '

Relvindicacién 2: Clorhidrato de R-(-)-N-metil-3-{(2-metil-4-hidroxifenil)oxi}-3-
feni-1-aminopropano

Relvindicaciones 3—4: Formulaciones farmacéuticas que los contienen
Relvindicaciones 5-8: Método de Tratamiento

El problema planteado en eata solicitud as la necesldad de una composicién
para tratar trastomos asoclados a la disminucién de transmisién de
norepinefrina y serotonina tales como depresion, dolor migrafioso, bulimia,
alcoholismo, tabaquismo, panico, ansledad, pérdida de memoria, demencia
senil.
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Para resolver este prablema técnico la sollcitud  n estudio proporciona una
Sampoesicion que contlane un compuesto de fiwmula |,

El obleto de la invencitn definida anbadermente 3@ clesificd da acuerdo con la
IPC: ABK 311138, AB1P 25%00, GOTC 217/48

También se redndica prioridad de |a Sollciiud de Patente de kb2 Estados
Unidos LIS 60 273 730 de Marzo 8 de 2001, con respacto a la cual |a fecha de
pregentaciin de la actual solicitud cumple el plazo méximo parmitido.

Thulo

El titulo debe menclanar tamién 8l ipo de compuestos quimices phjsto de la
salicitud.

Excepclones a la Patentabilidad

B articufo 20 de la Declsln £56 aatablycs, “Ne serdn pefeniabies: d} fos métodos terapiliinas o
quirdrgicos para of iratamises fumano o Animel, Bsi como s miklodos de dlagnd stlen ankeasos
8 /o5 seres NUMmantes o a arislas™

El Mstodo de tratemisnto de les meivindicacionss 56 qQue cansista en
administrar Ln compuesio a un paciente, no es patentabla de acusndo can of Art
20, literal d), de la declsian 486.

Con respecio a los Art. 28 y 30 de la [ 488

El articuic 30 da la Decleldn 488 astshbilors: “Laa relvindicaciones definkrdn [a makeia mnh 55
desea profeger medianie & patends. Deben sor claras [ conclsas y aslar svdremsnie
sugleriadas por ks oe soripeiin.

Lag relvindicaciones podrin ear indepandenies ¢ dependieries. Una reivindicaciin sord
indepeniznie cumnda dafing Ja materl (s aa desss prolager sin referancia 2. olra refuldicacidn
anjerfor, Lina reivindicacitn sard depandisnia cuande defing g mefers que o dosea prologer
fefrigrdose B una redindicaciin anfasiar, Une reivindicaciin que a& reflors a dos o mds
reivindicecionas antariaraa s ponslierars una refvindicaciin dapencdints Molpis'.

La Relvindicacion 1 debe contasar »l nombre quimico del compuesto
reivindicado. L& Reivindicacion 2 debe contanar ke estruchira quimica del
compuesto relvindicado; no tlems rezon para ser una relvindicacion
Independients; por o cudl se solicita haceria dependlante de la Relvindicacion
1.

Detarminacién del Estado do la Técnica

El arliculo 18 da |a dociakin 485 de la comisldn de la Comunkiad Andira qus astsblsce que "Sf
esfado de fe ibcnice comprenderd kodo fo que haya zide accasibls al publlco por une descripcion
escrifia v oral, ulifzacion, comerclalizacidn o cuekpier i medlo anles de= Ia fecha do
prezaniacidn de ia sofictnd de patenfe o, 87 4o caxg, dp fa priordad reconocida

Soib para &l sfeclo de o delerminacion da la novedadt, fambiin g9 oorsiderard dentro del estado
de & orioa, of aonfenide de un2 soficiud de palente en rdmNe enie ia oficina naclnal
compeaienia, ouye facha de preseniacion o da prioridad feese anleror B ja facha da prasentaciin
o de prioridad de ia salicksl de patenis gue se exfuviese examinendn, sismpre que icho
conlenido eslé inciwdn o o aafolvd de fecha anderior cusnoy olle ap pobliue o hublees
iransourrido ef pieas prendsio en of ariiculo 407

Conslderando que la fecha de pregantacion da la primera solicitud de patente
de la cual s& relvindica priorided es marzo 8 de 2001, ¢ consultaron ks basas

W9
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de datos y los archivos con que cuenta la entidad con fecha de publicacidn
anterior y se ancontraron ios sigulentes documentos que anticipan el objeto de
esta solichud:

J
Na. Documento lTluo Fecha da
" Publicacidn
D1 US 4 314 081 Arioxiieniipropliamines [Feb02 de 1082___|
) ES 2 181 846 Uso de Tomoxefina pora el | Jd 17 de 1998

tratamienio de k hiperactividad
inducida por trastomos do la
| atencién

Evaluacién de los requisitos de Patentabilidad

B erticulo 14 da Is Decisidn 486 de la Comisién de la Comunidad Anding establece qus "Los
Paises Mismbros otorgarin palentss para las imvencionas, 3ean de producto o de procedimiento,
on todos los campos do la tecralagla, siempre que sean nusvas, lengan nivel inventiva y ssan
Susceplibies de aplicacion industrial”,

En cumplimiento del articulo 14 de la Decisidon 486, se procedié a evaluar el
cumplimiento de los requisitos de novedad, nivel inventivo y aplicacibn
industrial, con el fin de establecer la patentabilidad de la invencién reivindicada
on la solicitud en estudio.

Evaluacién del Nivel Inventlvo

El articulo 18 de is Decisién 488 de la Comisidn de 1sa Comunidad Andina esteblece quoe Se
considerard que una invencidn tiene nivel inventivo, & pare una persona def oficio normaimente
varaada en ia materia técnica correspondiente, esa invencion no hublese rosuliado obvie nl se
hubiese darivado de manera evidente del esteda de ja 1cnica.

El Estado de la Técnica méas cercano es de D2, porque divuiga R-{(-)}-N-metil-3-
((2-metilfenil)oxi)-3-feni-1-aminoprapano que sirve para el mismo propdsito:
inhibldor de la recaptacion de norepinefrina (ver D2, columna 2, renglones 4-20)
para tratamiento de trastornos psiqulatricos, que la Invencién reivindicada.

La dnica diferencia con D2 es que el compuesto de esta solicitud tiene un
sustituyente hidroxi (-OH) adicional en el grupo fenoxi, Pero este no parece
conceder un efecto técnico inesperacdo porque el compuesto reivindicado, por
su actividad como inhibidor de la recaptacién de norepinefrina, sigue siendo
activo para el tratamiento de trastomos psiquidtricos; por lo cual se considera
que as un compuasto altemativo al compuesto previamente conocido.

El Problema Técnico Objetivo fundamental de la invencién Reivindicada que es:
‘cdmo modificar el compuesto R+{-)}-N-metil-3-{(2-metilfenil)oxi)-3-fenil-1-
aminopropano de D2 para lograr el compuesto R-{(-}-N-metil-3-((2-metil-4-
hidroxifenil)oxi)-3-fenll-1-aminopropano, para tratar trastomos asociados a la
disminucién de transmisién de norepinefrina y serctonina tales como depresian,
dolor migrafioso, bullmia, alkcoholismo, tabaquismo, panico, ansiedad, pérdida
de memoaria, demencia senil®; serfa solucionado faciimente por el Experto enla
Materia con base en ef compuesto divuigado en D2. Porque el grupo —OH que
modifica al compuesto divuigado en D2 se obtiens “in vivo" como producto del
metaboliemo del compuesto de D2, lo cual pertenece a loa conocimientos
generalas comunes del experto en |a Materia. Y ademds D1; con la mencién
de que loe sustituysntes del grupo fenoxi pueden ser metil (-CH3) y metoxi (-
OCH3) (ver D1, columna 1, renglones 45-62) en los compuestos que tienen
accidn sicotrdpica antidepresiva debida 8 su actividad como inhibidores de la
recaptacidn de norepinefrina y serotonina en las neuronas cerebrales (Ver D1,
columna 13, renglones 45-50); sugiere al Experto en la Materia el compuesto
relvindicado que tiene como sustituyentes del grupo fenoxi: metil (-CH3) e
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hidroxl (-OH); de manera que este lo lograria fcil y obviamente sin necesidad
de emplear Habliidad Inventiva.

Por lo cual el compuesto de la Reivindicacién 1 y su sal clorhidrato de la
Reivindicacidn 2 no tienen Nivel Inventivo.

Las Reivindicaciones 3—4 que se refiaren a Formulaciones farmacéuticas, no
tienen Nivel Inventivo porque el compuesto que las Caracteriza no es Inventivo.

Conclusién

En conclusién, los requisitos de patentabilidad de la presente soficitud estdn
afectados asi:

{ Rem Documento Relvindicaciones Raquisio que afecta —l
afectadas
D1 US 4 314 081 1—-4 Nivel Inventivo
D2 ES 2 181 845 1=4 Nivel inventivo

En cumplimiento del articulo 45 de Ia Decision 488 de la Comisién de la
Comunidad Andina, se le Indica que debe dar respuesta dentro del término de
sesenta dias contados a partir de la fecha de la notificacién de la presente
comunicacién. En caso de no dar respuesta al presente requerimiento o si @
pesar de la respuesta subsistieran los impadimentos para la concesién, ge
denegara la patente.

Notifiquese el prasante oficio rme a lo dispuesto en el numeral 5.2, literal
e). del capitulo quinto del tittio pgmero de la Circutar Unica No. 10 de 2001,

/

CESPEDES DE VERGEL
Jefe de la Divisjdn de Nuevas Creaciones.

El anterior Taquerimiento fue notificado por fijacién en fists, de facha
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CLASFICACIONES INTERNACIONALES DE BUSOUEDA

26K 317136, AB1P 25100, COTG 217/48

~DOCUMENTOS CORRESPONDIENTES EN OTROS PAIRES

$amin l:h-!-Tll WODN20TO457 (A1)

one WOO2070457 (A1)
EP1370492 (A1)
EP1378462 (A1)
OA12454 (A)
LUB1038 (A1)
GB2380851 (A}
ES$2201942 (A1)
EP1379492 (AD)
EE200300419 (A}
CN1484K26 (A)
CHEB6682 (AS5)
CA2440101 (A1)
SE526506 (G2)
BEQ302381 {L)
LV13118 {B) °
LT5143 (B}
CN1228331C (C})

L ) BASES DE DATOS COMSLLTADAS
OEPM | Epaline Espacenst Oficing US

AR A INFORMES DE BXAMENES EN QTRAS OFICINAS

Pre—

o . . Fae _Fipks. Afocterms

WO 02 070457 Sept 12 da 2002 1-8
~._* ANTERIQRIDADES ENCONTRADAS .

- Boarm SR Y. ' R -
US 4 314 081 1-4 Nk&! Fventivo
‘ES £ 181 845 =4 Nivel Irvpnilvn
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