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Titulada: COMPOSICIONES PARA EL CUIDADO ORAL QUE CONTIENEN 

FLAVONOIDES Y FLAVANOS. 

JUAN PABLO CADENA SARMIENTO, vecino de Bogota, portador de la tarjeta 

profesional No. 57492 del Consejo Superior de la Judicatura, obrando como 

apoderado de la Sociedad COLGATE-PALMOLIVE COMPANY, segün to acredita 

el documento de poder presentado en esa DivisiOn, de acuerdo con el ArtIculo 44 de 

la DecisiOn 486 de la Comisión de la Comunidad Andina, me permito solicitar que se 
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44,635 por valor de $420000. 
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I(T 
Industria y Comercio 
SUPERtNTENDENCIP 

DIVISION DE NUEVAS CREACIONES 

RADICACION EXPEDIENTE No 07-63480 

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION 

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 587 DE 

FECHA 18 DE ENERO DE 2008 EL TERMINO HABIL SEIiALADO POR LA LEY 

EXP IRA EL 16 DE ABRIL DE 2008 

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicación 
en la gaceta de Propiedad Industrial, deberÆ solicitar y cancelar el examen de patentabilidad 
so pena de que la solicitud caiga en abandono, de acuerdo con lo establecido en el Articulo 
44 de la Decision 486/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI  NO X 
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() 1) [nt Cl. . A61K 3105, AOIN 31 05 

(5’)L.s... I, . ................514. 732 

5) .thSTRCT 

Tlit preset invention provides a novel composition of 
mauer comprised or a mixture of two specific classes or 
ccnipcuudsl-re’r-H-rng flavernoids and flavans�for use 
in the prr\ entiun and treatment of diseases and conditions 
mediated h the’ I ’O\-2 and 5-1.0 pathways. ’Ihe present 
I1\ ufltjufl !ur[her pOvides a iloVcl method fir siniulta-

neousv Inhibiting the cvclocxvgenase-2 (COX-2) and 5-li-
OXVeiSC (5-LU) enzymes, and reducing cox-2 ml(NA 

prod::ction FinaLe, the present invention includes a method 
rof \Ve.gitl ’55 rid blob glucose control. The methods of 
thls r.s enli.,:: re mj-rist’d of administering to a host in 
nerd thereof in etleeiii e cirnurunt of the composition of this 
invention tigeth ur with a pharmaceutically acceptable car-
rier. I his m\critioii rclaie’c generally to Ire irevenuirl and 
truitnlieiii ot Jieinses aid couditiris mediated liv the 

(COX -2i and 5-lipoxgenrise (5 -LO) 
a. ineudrnv hut not limited to the rehef paint clis-

ennitor: arid pain assiciatecl with conditions such a.sasteoar-
:h:nti. rheumatoid arthritic, arid other in]uries that result 
ti’’: tic O\’e rise 
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and 5-10 mediated diseases ad conditions, urciudlng, but 
arc not limited to usteoarthritis, rheumatoid ar:hntia,,rncn-
sinjal crariip. arteriosclerosis, hcart attack. cihccrtv. dijhc-
CS. s idrortic .\, Al.he tiers disease. res1’ic,i;,n 
reaction, chronic \un,ius in’,itlljc-iencv. tori rch,ijs, Sss-
temic 1.upu, Er throtnarosis. psoriasis. chroroc CI 

headache, migraine headaches. intlamniatocv rowl disease; 
topical it eCiIorr ci;sej III,  virus, bacteria, i.itir-, slilIlurri, 
the-rita] burns, c-tact iiertnatiti.s, inelaitoma and ,_-arcitiorn;a. 
Finally, Univcstinl’l in has been found in human clinical 
study that it can cause weight loss and reduce blood glucose 
level due to irnprove file lit of llesibiliv. :rcihiiitv and 
increase physical activitY. 

[0156] The present iflVentofl is also directed toward thera-
peutic compositions comprising the therapeutic agents of the 
prcsent invention, I’hc therapeutic agents ut the instant 
invention can be admoiisicrrd liv ally suliillL means. 
including, lor example, parenierat. topical, oral uurloc4l 
administration, such as iniradermalt. lr inecrion. cur 
aerosol. The particular mode of administration will depend 
iii 1l;e cotitti.. u e truSted. It is ccutttenrplatud 11,11 

ac]nirnistcatic’n if th agents 1 lie rese11 inven:io:; nov be 
S Or rn\ bodily fluid, or any iari’,el or anY tissue ijece ssi]’ir 
through a hod fluid. In the ptefccred cmbodimcrt; of the 
ivention, 111C aeciv Ic adttirtisttrr’d by iniection. Such 

in juction can be l’caltv .udmintsturcd to ,rns affected area A 
therapeutic composition can lie idintiustered in a varietr of 
e nit dcsaize forms Je p niinrz upon he inc thud ci adrninis-
traticm I cc example. Will .’ ccc torn’is cntal"lc tot’ oral 
sdn’onrstri;ri I in .intmai .c]t;L p ,udu,r. sHuts. pills 

rid capsules. Iert delis u;’,

 

111C11’,1 Lis I; a Eierapeuiiie 
ccmposo:cn of the present ;:tc’en:1o2 tnc1ue intravenous 
;dmjnjstr,ut;on an;l local admints;;-a;, in h’. H; example. 
itijeciruti ii topical adnhiiistr.,Iitt. A therapeutic rcagetlt ol’ 
ilte ’resent nven:i ’c coi c administered io an  animal, 
prelerahI Li namnus. arid ni:c preferabir to humarts. 

[015 7] Icr particular modes of dehvcrv. a therapeutic 
cu.rnlpnstton of tIle prese.lit invention can be tormulaled so as 
to include oilier components such as a 11harmaceuticall 
acceptable excipient, an adjuvant, and or a carrier, For 
cxatnple. ceumpcesitiorts r the present invention can be 
formulated in an cxcipie’t: that ihc animal to he treated can 
literate Lxaniplcs of st;lt u\crn;uflt. incoidu but are not 
limited to cellulose, silicon dioxlje, diextr;’ites,siJcrose, 
sodium starch glycolate, calcium phosphate, calcium sulfate, 
water, saline, Ringers solution, dextrose soutton, rnarrnit.ol, 
Haok’s solution, and 00:c-r artueuus ’hcc.’.loically hal-
timed salt solutions sortJc]Lic..is CltiClCS, such i, rixed 

sesame cii!, ethi ojCItC. cur tnielveeiids ’oar also be 
used. Other useful formulations include s:slrensis con -
amine viscostr-enhancing neents, such a s.ijrr car-

b’xvrirutlrvlcellulusc-, suurhittil, or dextran. [xcipieilis can 
a [so e’Oflia iii nhiriuir a moo rits of, arId fives, such as so bsta rices 
that enhance iscutcm cit am: che rile at stability xarnplc ct 
i;hurs include n]:sp:ntu 0111c r, Eu ,1rbti,.’ brOte;. T-1-

-I\, :’.jI\
 u  r fli\iutc’. tltgtc,l. 

\’Fl;lu ux;i:;upleo’ ’f iieSr’,.Iit.es include hi;,,-uo-,.il. ru- ’u 
c -crucial, i,i;rni.il;tu ;;y: ’crest .rl..’’h,’l St,ruj,ic fr:t:ula’ 
tins can either  
I heir rip it .0 sttit.C,e fluid ,u .0 .sjus..; 

iittecti’ it T1:us. in a ;;’n-i.e;a Id .nfl1. .0. it. ce \cij’ucfit 
can cc’rtrpn;se’ ;lutt’-’u. :;iin;ut-. r:um ih,aurrin. j’rc-screi’ 
lives. etc.. to wbic sterile \’.ate r or sal;ne :.in he added prier 
to ado mist a jot 
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ro SS] I:; one e rtubcelmuie nu of the prscnt invention, the 
crumpr.isit;on c; :: alan include an adjuvant or a carrier. 
Amljuvant.c ate typically substances that generally enhance 
Ic ’,;;rcttriiu if lie firittirla it presetting and IrQaung 

inul;c’ati’ns related ti (’OX & 1 (1 pathways. Suitable uiclju-
.mrl:s ;neludc-. mu: ire not t;tniied to. Freund’siidjus ant; 

other hacteral cc,] wall components; aluminum -based salts; 
c’SlCii1O.fl’SSCcl salts, Silica; liuuiott, histidine, gluceusantitue 
sulfates, Choneiroitin sulfate, copper gluconate, polynucle-
cfieies; vitamin D, vitamin K, tctxoids; shark and bovine 
cartilage; serum proteins.: viral coat proteins, other bacterial -
derived preparations, gamma interferon; block copolymer 
au.ljuvimnts, such as hunter’s l’itcrntax adjuIi, ant (Vaxcel: I’M ., 
Eric Norcross, Ga.); Rihu aduvanis (available f’i’oin Ribi 
ImmurtoChem Research, Inc., Hamilton, Mont.); and 
.sapotr;cts and muir derivatives, such as Quil A (available 
from Srtperfuic Itiosuctiur AS. [)enrnurrk). Carriers are tvpi-
callr compounds Hat increase the half-life Of a therapeutic 
cnmposit:on in the treated animal. Suitable carriers include. 
H;rt are not ]rr;el to. p’lrntenic crintruulled release fnrmit-
1,it,irs. I’uuclegu ,,u,Iil’l uutipl.urrs. lilluusuiritus, liictcria, 
viruses. yi;s, esters, and glvc;uls. 

[01 59j lire eirtuuututtiettt ct tie present iitVCittiutt Is it 
cu.nirclled release l’ormulalion that is capable of slowly 
releasing a composition of the present invention into an 
;mnjm;rl . As used herein, a controlled release formulation 
e’uitllprtSus a crittpositiun if the present invention in a 

cuitru’lled release vehicle. Suitably controlled release 
vehicles irtcl u,li: . but lrre not linaited to. hiocrurnpa rune-
polymers. other polymeric m,itrie’es. c;mpsulcs, micrcucap-
stIes. ruicr’l1 articles, bolos t’rup;inatiuuns, cusrni.utrc pt11p5. 

dcc ices, Eipcisiuntes, lipiuspherer., and trancelermal 
Cci surv cyst 

u iris EIther controlled cc Ic’ ase t’erirrul;ir 0 tts Of 
tire prese itt invention include liquids that, upon aelmrnustra-

Ii. ii Ill jut in;]. frurtrt a cruliel 1 :u gel ill situ. 11rel’er’rel 
c:-uutr,tlucl release himulaiicrrs are Einclegraclahle- (i e., ii-
er, diIclr. 

[0 1601 Once the therapeutic composition has been formu-
l:utect. ;: may he stored in sterile vials as a solution, suspen-
sion. gel, ernrils n, solid. Cr dehydrated or lyophilized 

puu Jcr; r ;l u dire’v ciupsu m lurted an  or tableted sc ith olher 
inert cat tiers ’i.’.’oral admmnistraiion. Such formultutic.’ns ntav 
be s’reu,l ei’her in ;i ready to use form or redluirinit recon-
stitution rmrredrarcir pncir io administration. l’he mariner of 
ieIminl:rr.ng lermulatien, c’(uiitiiiinng the compositions for 
systemic’ delivery mar h Ia-.ml, srihciitsnee’us, intramus-
cular, ;::tr;tve:;c;rs, irrtranasal or vaginal or rcct;d suppe’si-

11161] lire ;imui;r: nt the cflmpositinn that will Ire etbec-
vu ut the trea’uttent f; i;un0cul;urdlurder or condition svill 

.iepend ’ui the n,utuu’c nt’ lie disurde’r ot  ctuttdition, which can 
’c’ u]ete;’n;iirc;I cv st;n:];ur:l clinical te’ctmtridttres. In nielclirion, 

I:; n:r; or in v.vcr nasa’. s mar optionalls be employed to help 
1!:!’, . 111;11j ,,s;ad r,iutges. Thu precise close tn En 

nrp. o rn cr lii. ’ii a ;]i ,tls,i ilu’unl urt tIne r:uuute ’.1 
icIttur,ms:’;,,ur. ’ci ’Etc Sc.......usituSS or ;idvancemeuo of he 

ioU 511,1.,ld hC decided acccurdmnct,,,:,ne 
rifle a’;. ..r; jOn! circtimstance:s Ehec’ Ce 

I. 0 Its iii suise ’I", Spb;rsu c.. ru eu,I 
dIsc’,! c it,. ’. it . c ,uuiunt,il ;t dcl ;c: s\sicnrc Fir 

u\.im’u,,ic. eta.., ,\u ant jant sIt the ceunapeusi ion c;rra re,idrl\ 
u’c drrcrmunro; ’r ;u’,rm;nms:er.rtmi eraded doses euf the cuim-

nd ulIServIrrg ire elccLre’,I cliccu 

611 
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VcitI] reterence to 1aI.1e a. 1(. n. values OCr gc-nurullv lower 

liar than COX -2 Additionally, h.’le bud vlas also 

irtca.sure(l for tile ificrential inhthitio :L P(3E. Oeneration 

(a Utile of ( )X-2 in tlus aesteni) or turin, Ixafte (12 

(TXB.) (a measure of (’ON -I activati.,rt Refianring to Fable 

these snuelies clearly dcmonstrate citIcitv far (’OX -

inhibition within thc assays based on whole blood celLs, 

HwAcNcr, stuiltes u sirto the THP-1 and I IOSC-haased model 

system actually shcd inreater ,elcctivitv fir CliX- 1 l’os-

siNc reasons [Fr this di crc pa w\ ire the (and .lrttc ii al ilL-

terences between ittim..irt;hz(-d 
cell 

ltn.s thit c astittitively 

express cjch ul the Cries tltcs and pr:marv ceils elerived from 
%%holv i,.wd that are licS cress ( ON en/ymca. 

Primary cells arc a more rcIcvat model to study Inliamma-

100 it vivo Additionally, the c)mpc’ultcs used to icleiitity 

(OX  -: s. ( O\-2 activit5 vary in each iii ihe.sc systems and 

consequently are not clLrectly comparahl 

IABL]Ii ’7 

tn’;ib:ti:" ....(OX .-\c’:.i::- -: cc S\yrr’m Sy O:,c.:.c F.x: ruc:s 

P:ant Saurac 
(n T c ItteC Aaai svs-:c 

na 

F, ((’iN-. IC. COX. lc:,c,ox-i 

uS -’- ’c nt 

= . .

 

-.1...........i nit_ 

Z --- .yo-t z --: g ill t. 

[02110] lnilicit,,ii ii .0-I I ’(Octlasc )v ’lie C .ttcu’hi(t tutu 

.4caci citec/tu 

[02011 As noted ab Sr. ,ilu :’ hr nil in::irtant path-

ways ittvilveii in 11Th iittl,t1r.it -05 tCSOfl’,e J5 ’.IThC(I by 

nyn-lieme, iron-containing lip.\\ gen.isea ic-IC. 12 -LO. 

and 15-1 it). which catalyn_ nh, a5ld11,iui Mf :,l(Iecular ()SV-

Ocflonto  ’  us \\ .\ci ii thec  

hveiropercxidca 5-- 12- all.: I 3-I Pt.. IL, 011,011 are then 

converted no leukotrienes, Ih:c acre earls ndicaIions that 

the has an extract friina .4 s,tt’cItti ma) (OFF’S ideime ihegrec 
f 3-I0 inhihidon. then-Cs prcvert:ne the :t’mation of 

3-HPETE. A Lipoxvpenase Inhibitor Screening Asav Nat 

(layman Chemical. Inc., t.at 710JII W’iS Used to assess 

a hether the purified fiavan eateehin fr:tn ,’(ciIc ii eaIec/tii 

directly inhibited -L (din vitto. The 15-LI ) hr. rn sivOcans 

nortiiallv used m the kit wits replaced with oclaito 5 -LO, after 
a Huftcr change IrOrn phosphate to a tris_aasch hutfter usine 
uniicreI’iltraticnt ’’as pertnrriued This icsFI\ detects tIne 110-

malton of hvdroperoxtdcs through .in oxYgen scnsmil ethro-
ruageru. I-lu icily. 111C .5505 5515 1CrtOt tied ru triplic.tc l’s 

adding P(liI_ o(O I 7 Units ii. plato 5-1.0. 2() tiL .1 1 1 mM 
WO tI of c)\% Len  ehraniaOFn, .ini Ii) III 

(allOtted lion tnhibtir It, lifl.i 5-’ntc-rtiraFI ’tt’ ca:tstl:Th trIll 
Li 0 30() igrnL. ihe 11., or 3-LU inhibition front ’,itCcttiut 
551 Is Ic rn liii icc t 1111 OF : r- i a 

20 
Nov. 20, 2003 

Example 12 

[11202] Prej:rati.’,t t� .1 cuatu:laCd7cch Extract from ,4C010,i 

catccl;u 

[0203] .1 0.ti’i.t c,ircIti 500 mg of ground bark) was 

Cxlr,ctdc Omit dhe 1i.wiuig celveint Systems, I) I(Xh’i 

w 11Cr, (2) bLifilli 55 ater:mcthanol. (3) 60:40 watcr:methanol. 

(4) cli ’i ’VOn :ietha: ., a) 2(15() water:ruethancI, (it) 

yttethoel, ll i1l-211 rnethancl tHin (I’) tu(i:4(l rnctha-

n-i TIll l’ltc c\tt’acts \\crc 0’ ’tCefltritied and dried under 

1(10. 5 Cnn ’fl 

L0204J The ioentilication cC the chemical components in 

each extract was achieved by I-{PI C using a Phctct)mcde 

Ar (IS detector (HP! .0 I’! )A( and a 250 rnmx4.6 ntni (’I 

column. The chemical components Were quantified bacJ on 

t’e.t’Ciiti It tOl’iC and Pl)A data using c’atechiia and cltictitccl’titt 

as stanch,irus, The resulis are set forth in Table 8 and FIG. 9. 

[020] As shcwr: lti Table 6, the fiavan extract generated 

from scivent extraction with O’7 methanoL water provided 

the bc-st cince ntrat en of tiavata e’tntponctts. 

lAthE S I-avail EXtiac’ts 0::::. \:a.’i:. LJ(CC/ii4 amount S.:.’ ’a: I- soar: :1000 t3a;iti’o Cuteottias ,r Lunar: coo, C-Co 0Th 5a.Sa’.- 13 mg 1:-ac 5 me in :111 1’-’ - �’- 1. c: .5’ 

Example 13 

[0206 I l’rcparit in ut St anelirdieed t:rc_B_rit41 I lavcinoid 

Extracts from \itrious Scunellaria Species 

d12071 Sc’tiic’/!,o’,i ,o’iui,Ic.v (500 mg of ground rout) was 

extracted twice w::h 23 ntL of the following solvent systems  
(I) IIhi waler, (2) 50:20 scater:titetltanol, (3) 611:41) water-

methanol, (4) Oil 00 water: methanol. (5) 20 80 water-
metliattii. (5) 11411 methanol. (-7) 1\0:20 methanol: I’M -, (5) 

’CO 40 ’nucthtutolflhF Tb5 e’xtract’ were cornbirted, c’itceui-

toned anal droci under losv \’acuum. Identifleation of chemnt-
al cutlFttiCIitS mi cOCt: extract Sc,’, 1nitctttted us I-Ill C’ 

a Phcni Di -Jr .-\rrav aicteclur (HPLC PD:.( .ini a 230 
�m ( - mx ..timn The 5’t:Cmieai, components were 

L,,tl05,I l’ase,l .1 rc’citttui tittts and PI)A di, using 
a,iicaIin. baicaltn. scutellarcin, ann) wogonin as standards. 

lie results Its Sc it lb .11 l.l’lc i 

\rL;) 
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FABLE ) 

F -n- FO -.. F 
u L uict.e tia u -the: lx 

Fx:ra::i::::::-.: 

Lx::::: iiotxi.xxs l.rx arc.:.- .r. i_xtiact 

CA-

- 

Oxe:me.. fl:a - 4 
ri-re 

AC tea t.5C Z.hh 
:ea 

iO.42C 
THE -. ’-u - -; 7y. 

tnaua THF AS A- Itt ::g he,71 

[0208] .S/’!!i’ti bi/c,aL-naia ( t(O rtr ot -round root) 
ivas extracted :w ice usanin 50 mL ext a mixture of methanol 
mel water as I Ilows ( ) OW; water, (2) 030 water

-(3) 50:5/ \xater i,irt’l, (4/ 30 esater-
:nte(lianc,l, ?) 10(1<’ teLiiu’l The extracts iere coittlained, 
concentrated tied dried under ljcrttihcation of 
the: ,.-hcni:cal n-Inert’s vs pertrriiicc( h Fill I USing a 
Ph I -Bide Arr,iv J.,tccea IIPL(.’ l)Al, tnd a 250 
ill mxi S mm (C Iti ill n Th chemu.il c rttpuitents in 
each extract were qcantified based on retention time and 
PF.L\ da:a usin nate, ein, bairalin, seutelirirein, and 
liii Stailelarels. Ilie result-, 50, 1c1 torn: ía allc 0. 

!.HI.}- 10 

Qt. ttiF.:,:: -----rc,-B-.’  

’-Set::: t-.flrfl’rC:.e 

Cation: Fi. xlss F.-,  :n Etliact 

era - - a 
:5  

554.5 u- S -I’- : ’- -’a 

’S tOe .....A  

I a -maple 

[02O’] Preparer u ’it :1 a F  it :uIaritt oth t tatdrxI eel 
A -H -thee F sit 1 L.etra,-i fiuni the R..:ts .af.S’mxmxrllmiri, 

,trc,m!cnsi.s nil,  I 1( 1.1 1,4/c 

[02 Ii)] .-\ncv(lc:mps. rrntit’.r’aadA he-ions 
:nhi-estia ’ . :. 1 led,. : - Ad. -. Ad CtraCts 
slated lint Aeaei nil Seti:ehariu, re- ’ChiC, tAll 
ssh one or more e.\cipiecea .\ leflCltL cx-----niCe fi-r crepe -
inn such a composition is set forth hcesv. The ,\eaera extract 
used in this uximirpic- e’m’rr:,iuleei >60.1 total havana. A, 
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catechin and epica colOn, anti the Scutellaria extract con-
tained >71’ F-roe-H-nan fiavonoids, which was primarilY 

tic,,:c I’lic xtsiract contained other minor 
.-I/--  ... g devii:Js as set l’xirtli in latic11 

One n nio 0, e\A:rflta t ldJ lx the oxmpoaitimn ml rttaltet. 
Phi- rutus t Il.’. an .mnd Free- H -ring liavonoids can be 
adjusted hasrtd an the indications and the specific reqturc-
tents with ti_sleet 1 itilimlartirm of (UX-2 VS 5-1.0 and 
p:tencv recjuirenrettrs of the product. The qiiatttity of the 
excipients cain be adjusted based on the actual active content 
of ccci: ingredient. A blendang table for each individual 
h at -h of prradu ci must he generated based on the predict 
epee-it’alin end QC results for individual hatch of itigre-
clients Additional amounts of active ingredients in the range 
of 2-50 are recommended to meet the product specification. 
table I I illustrates a blending table that was generated for 
’ne b1iii: ci Lnivesl:r: ’" (Lot #0 1702 -COX-2). 

192111 5cu:ci’Iarrin b-zici,/cnsis root extract (38.5 kg) (lot 
RMfi30-01 ) having a Free -B -ring tiavonnid content of 

2 ’iii_i Ill ), (mull i/fix//il bark extract (6.9 kg) (lot 
4-RIO521)0:_01 y xvmtli t. tat fiavan content of 80.40; and - 
exelpient (5 1 k of aJg) ssere combined to provide a 
Uttivestin ’ 0 mulatton (3(1.4 k) having a hlcnditi ratio if 
S.5 IS. ’ll, ’o provides lie d]iiarttiticaiiolr of the tac/ise 
Free-B.rintc Ilavonoicts mid 11eivans ui this specific hatch of 
Unis eatinSt Lot Gt’02-COX-2), determined using the 
!TettiOdS aro::de-e! in Lx:imrles and 9. 

1.’JILE 11 

I-:,, ti I xx: ::t,.t,,t .xrti In:: Ciorte:t ci 

::,: trr:S ’0 C:nte:t 

B.::::: - ..’_i-. ............i< ’-’u Ocexvlin A 7-Iueuroni.’ie xC81eul Igeinin As....... as’s .5- CS ------S c. Enicatechin 0,4% -’ 

,’02 12’ \\ it/i utc:rxtttco tat l.}"Ie 1_ this SPLe’itix_’ Irate:--. 
L nt\e-,ItnT. tel’: tI Ati’e ingredients. bnel.I:ng 

-l/-nr is ii. dc 1td 10 n’: ISA’ xl’’ 

0 _Ls.,Ce i_Ce,-, ’1 Ofla. prt5lcci In capsule f-.rc: ’Sure 
I<r.c.,’c,: try a’ biter, ’1 Utttvestanm (511.0 mm: 125 ma 

’er .11, 011 - )’"..’.l - <I la/I trig px_r- do-c (ill ertIsilles) 

1,5 e\,xli.,tieil it In ht:man conteal trt,tl 
tuser, ’en lit Laaitit.’le 15 

L02 13] t:s:a TIC stn:i_ approach, two other htitc hA of 
untseettni-’’ ’si_i-u pri_çnireel using a combination  i f xx siati-
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TABLE 14-continued 

c xi- sv.ei rLo oil BM   kr. ri: - Dii,. 

- .- --

’0 l) Nil a ’0 ., Itci 

iJMI- -,.:n ...’0 -.t.. - - 
I) 

Ft’,f1- -’.54  

0237j Based on these data, the 50 mo daY dose of 
. L;r1tvesttnT gave the greatest amount of weight loss and 

change in BMI followed by th 00 ir day dose of Unives-
DirTY and then celeoxib. The placebo hid ito uffeet en 
Weight or BMI 

0238] It is not believed Ihm there ire an\ other reports in 
bc literature of antr-rr.hamrne:c’rv compounds being used to 

edect weight Iss ,ir efi.irige ri F3\1l liri_gli tile subjects 
\ere go en fl’ id’ cc It r\ereise, the ejeltirl lunclitnal 
capabilities gained alter treatment, espeCiall\ oh Unives-
tin". may have allowed them to exercise more or their own 
accntd. Alternatively, Urti’cstiii rrtas Ic irereasitig ther-
rttcgcttesis, iijelvsts, or cati.siilg an under Utili7atinn of 

carbohydrates or fat in the dirt. FIGS 32 and 33 illustrate 
the BMI and weight loss seen for Univestin alter 30 and 
90 days of treatment. 

Exarnpk 22 

L0239] Clinical Evaluation of the Efficacy of Free -B-ring 
!- lavenrid.s and Havana of) l.ossering of I41cd (;Pcose’ l)uc 
It, art Increase in Fe :teti,tt. 

[0240] Blood glucose is rIse Ikerl at li ’’ ,rscl.rtC), 311 

ilv and 90 da.%s rftt iscu [rer,r:idu 20). l’hro.0 

mea_suremcnts vvcrc reported in mmdc per ltter Phe data is 
. also shossn in Mg dl [tile Y ii g 5 set. untIl ’ ilucose 

lsuls aticr 30 and 90 itu\s ’I tteutrtlertt irI:I it 
50 intl 500 ttig dna 

f.\Bf.E IS 

Nov. 20, 2003 

[0241] These data suggest that both the 250 and the 500 
mg day doses of Univestin ° are significantly lowering 
blood glucose levels over time. ’Ibis impact may or may, not 
Irer Iltud it ;It; toss if iveiglti observed above or to tic 
presented increase in uctia tv as functional irnpulrment 
irt’:p ed. It tit.’ ilsi’ be panbr that Univestin’’ is actlng 

it’ improve glucose’ ietamltsrti by decreasing glu-
k rice i’’ titiliiitrg carltoltvdr,aiea ’ore LIce-

liveR 

1 A enmposttton et mit er comprised of a comprised of 
a ittixitire of it least Cint Free -B -ring flavonoid and at least 
one tlavlifl. 

2, [he composition of cHm t wherein the ratio of 
Itec- 13 -ring flavottoid to Ilavttt iri said oornIlrOSitiCtnl is 
selected ’riot the range of 9-1:1 Free -B -ring flavonoid:llavan 
to 1:99 of Free -Brine iIasanuid:llaviin. 

3. The cnt,-nt’sftfi,n f claim 2 wherein the ratio of 
.c dv n ii the composition of matter is 

’lit .1,5 

4. IRe composition cit claim I wherein said Free-li-ring 
’id o SClCCICJ trim tte orirtip of compounds having 

.11.’it mg s7tiL.ire’. 

av herein 

Il:, IL. IL. R .. nd R ire inrkpcnifcntiv selected from the 
�II. �1)11. �SIl, �OR, �SR, 

lI-, I IR. \R. �NRRX, a ettrhotr. ox\gerr, 
tiilrt.’ge:. ’c sttlfL. ia cosUe of a single or a ’omhina-
ion f multiple shears including. tidc’pentosc. 

!itcnIrVi_hi.Iil’Ut!1 .....loIteisu, kctti(isc.se and their 
tte rink .,l let ,vrti\ e theteof, 
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be of the type described above, present in the amount described above. The molar 

ratio of terpenoid:flavonoid can be between about 0.1 to about 10:1, preferably about 

0.5 to about 5:1. 

In addition, the oral composition can include a number of additives, 

5 including without limitation, an abrasive agent, a gelling agent, a humectant, a 

cariostatic agent. a flavoring agent or sweetener, a desensitizing agent, an anti-

calculus agent, a whitening agent, a surfactant, a binding agent, a preservative, an 

opacifying agent, a coloring agent, a buffering agent, or combinations thereof. 

Abrasive agents are typically employed in dentifrice compositions. 

10 Suitable abrasive agents include, without limitation, aluminum oxide, aluminum 

hydroxide, calcium hydrogen phosphate dihydrate or anhydride, silica gel, 

zirconosilicate, silicic anhydride, aluminosilicaic, calcium carbonate, calcium 

pyrophosphate, aluminum silicate, insoluble sodium metaphosphate, magnesium 

tertiary phosphate, magnesium carbonate, calcium sulfate, synthetic resins, and 

15 combinations thereof. Abrasives can generally be employed in effective amounts of 

between about 20 to about 90 weight percent, more typically about 20 to about 60 

weight percent for dentifrices. 

Gelling agents (i.e., thickeners) can he used in various compositions to 

assist in processing. Suitable gelling agents include, without limitation, can’ageenan, 

20 sodium carboxvmethyl cellulose, alkali metal alginates such as sodium alginate, 

gums, polyvinyl alcohol, and vee gum or the like. Typically, the gelling agents are 

Semployed in amount of about 0.3 to about 5 weight percent. 

Humectants can also be employed in the oral compositions, 

particularly toothpastes and gels and oral rinses. Suitable humectants include sorbitol, 

25 glycerin, propylene glycol, I .3-hutvlene glcol, polyethylene glycol, xylitol, maltitol, 

lactitol, or the like, The humectant can also he used as the bulk carrier in many 

instances, in which case it can be present in an amount of about 5 to about 90 weight 

percent, more typically about 10 to about 60 weight percent. 

Cariostatic agents (i.e., non-flavonoid cariostatic agents) can be 

30 provided in each form of the oral composition. Suitable cariostatic agents include, 

without limitation, sodium fluoride, stannous fluoride, arninefluorides, sodium 
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monofluorophosphate, sodium trimeta-phosphate, triclosan, casein, or combinations 

thereof If desired, the cariostatic agent can he present in an amount between about 

0.01 to about 3 weight percent, more typically between about 002 to about 1 weight 

percent. 

5 Flavoring agents are desired in most oral compositions to enhance the 

flavor and palatability of the oral composition and, thus, the likelihood of their use. 

Suitable flavoring agents can he flavoring oils (e.g., oil of spearmint, peppermint, 

wintergreen, sassafras, clove, sage, eucalyptus. cinnamon, lemon, and orange, methyl 

salicylate, etc.) or sweeteners (e.g., sucrose, sucralose, lactose, maltose, xylitol, 

10 sodium cyclamate, perillartine, aspartyl phenyl alanine methyl ester, saccharine, etc.). 

Flavoring agents can be present, either individually or collectively, in an amount of 

about 0.1 to about 10 weight percent, more typically about 0.1 to about 5 weight 

percent. 

Desensitizing agents can he introduced in some embodiments of the 

15 oral composition to treat individuals whose teeth are sensitive to thermal shock, 

chemicals. etc. Suitable desensitizing agents include, without limitation, potassium 

citrate, potassium chloride, potassium tartratc, potassium bicarbonate, potassium 

oxalate, potassium nitrate, and strontium salts. Desensitizing agents can be present, 

either individually or collectively, in an amount of about 0.1 to about 5 weight 

20 percent, more typically about 0.1 to about 3 weight percent. 

Anti-calculus agents can he introduced in some embodiments of the 

oral composition to treat tartar formation. Suitable anti-calculus agents include, 

without limitation, alkali-metal pyrophosphates, liypophosphite-containing polymers, 

organic phosphonates, phosphocitrates, and combinations thereof. Anti-calculus 

25 agents can be present, either individually or collectively, in an amount of about 0.1 to 

about 5 weight percent, more typically about 0.1 to about 3 weight percent. 

Whitening agents can be employed in some forms of the oral 

composition. Suitable whitening agent including area peroxide, calcium peroxide, 

and hydrogen peroxide. Whitening agents can be employed in amoimnts of about 0.5 

30 to about 5 weight percent. 
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antibacterial activity at concentrations used in this assay, with exception to baicalein 

(MIC values of 500 j.xM). 

Table 4: MIC and MBC values for Antibacterial Compounds Against 
Mutans Streptococci Strains’ 

Strcpwcoccus Streptococcus Streptococcus 
/nutans UA 159 njutq,j GS-5 sobrinus 6715 

Test conipounds MIC, MB Ca MIC MBC MIC MIBC 

Terpenoid 
tt-Farnesol 125 500 125 500 62.5 250 

Flavone 
Baicalein 500 >500 500 >500 500 >500 

Flavanones 
Pinoceinbrin 250 >500 250 >500 250 500 
Sakuranetin >500 >500 >500 >500 500 >500 
Isosakuranerin 500 >500 500 >500 250 

Dihvdroflavonol 
Pinobanksin-3acetate 500 >500 500 >500 250 >500 
° Values in .tM. 
Chiorhexidine (positive control) showed MIC values between 1.1-2.2 UM (1-2 4g’m1) and MDC value 
of 8,9 1.M (8 g/ml). 
Kaempferide, kaempferol, galangin, isorhamnetin, rhamnetin, fisetin, rutin, apigenin, acacetin, 
chrysin, luteolin, tectochrysln, ferulic acid, p-coumaric acid, caffeic acid, 13-caryophyllene, terpineol, 
syringaldehyde, protocatechuic acid, vanillin, benzoic acid, pinobanksin, pinobanksin7-methyl eter 
had MICs greater than 500 .M. 

For the compound with highest antibacterial activity, the time kill 

studies were performed by broth macrodilution method (National Committee for 

Clinical Laboratory Standards. Tentative standard M26-T, 1992). The starting 

10 inoculum of S. mutans GS-5 and UA 159, and S sobrinus 6715 was 1-5 x 10 

CFU/ml. The final concentration of the antibacterial agent was 4 times MIC (or MI3C 

values). Tubes containing the microorganisms and the test compound in TSB were 

incubated in 5% CO2 at 37CC; samples were removed for viable counts at 0, 30 mm., 

1, 2, 4, S. and 24 Ii. Serial dilutions (10-1to lO-) were prepared in sterile 0.9% sodium 

15 chloride solution. The diluted sample (50 d) was plated on to tryptic soy agar by 

means of  spiral plater (Autoplate model 3000. Spiral Biotech, Inc., Bethesda, Md.). 

The plates were incubated in 5% CO2 at 37 °C for 481i, when the number of colonies 
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An oral composition comprising: 

an organoleptically suitable carrier; and 

PCTLS0I.149032 

5 an amount of a terpenoid and a flavonoid dispersed in the 

carrier, which is effective to prevent or treat dental caries, dental plaque formation, 

gingivitis, candidiasis, dental stomatitis, aphthous ulceration, or fungal infections. 

2. The oral composition according to claim 1, wherein the carrier 

10 is selected from the group consisting of water, glycerin, alcohol. 1)MSO, a curable 

polymer, starch, and a combination thereof. 

3. The oral composition according to claim I. whcrein the 

terpenoid is tt-thrnesol or its stereoisomers or derivatives. 3-carvophy1Iene. terpineol. 

15 nerolidol, bisabolol. santatol, dehydroabietic acid, ahieic acid, ft.amyrine, triterpenic 

alcohol of arnvrine, lanosterol, cupressic acid or its derivatives, agathic acid or its 

derivatives, agathalic acid, betuletol, melliferone, moronic acid, anwuweizonic acid, 

beti.jlonic acid, svringaldehyde, imbricatoloic acid, communic acid, methyl 

isocupressate, tremetone. viscidone or its derivatives, 6-cadinene, ledol, guajol, c-

20 copaene, -selinene, ct-elemene, ealarnenerie, c-muurolene, y-muurolene, 13-eudesmol, 

humulene. bulnesol. or a combination thereof. 

4. The oral composition according to claim 1. wherein the 

flavonoid is apigenin or its derivatives, acacetin. baicalein. chrvsin. luteolin. 

25 tectochrvsin, kaenipfcrol, kaempferide, galangin, isorhamnetin, rharunetin, myricetin, 

fisetin, iutin, pfnobanksin. pinobanksin-3-acetate. pinohanksin-7-methyl eter, 

pinocembrin, sakuranetin, isosakuranetin. quercetin hesperitin, naringin. pinostrobin 

or its derivatives, trihvdroxvmethoxy flavanone. etraxydroxv flavanone, 

tetrahvdroxyflavone. ermanin, ;.5.7-trihydroxv-4 . -Inetho\vflavanol, 5.6.7-trihydroxy-

30 3,4’-dirnethoxvflavone, 3.7-dihydroxy-5-inethoxv–lavanonc, 2,5-dihydroxv-7-

methoxyflavarione, 3-methyiquercetin. X-methvlkaempferol, or a combination thereof. 
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 The oral composition according to claim 1, wherein the 

terpenoid is present in an effective amount of less than about 5 percent by 

weight/volume. 

6. The oral composition according to claim 1, wherein the 

flavonoid is present in an effective amount of less than about 5 percent by 

weight/volume. 

10 7. The oral composition according to claim 1, wherein the 

terpenoid:llavonoid molar ratio is between about 0.1 to about 10; 1. 

8. The oral composition according to claim 1 further comprising a 

cariostatie agent. 

15 

9. The oral composition according to claim I further comprising 

an abrasive agent. a gelling agent, a humectant. a cariostatic agent, a flavoring agent 

or swectcncr, a desensitizing agent, an anti-calculus agdnt, a whitening agent, a 

surfactant. a binding agent, a preservative, an opacit’ying agent, a coloring agent, a 

20 buffering agent, or combinations thereof. 

10. The oral composition according to claim 1, wherein the oral 

composition is a toothpaste or gel, a powder, a solution, a suspension, an emulsion, a 

lozenge, a mucoadhesive vehicle, a tablet, or a gum. 

25 

11. A method of inhibiting the activity of surface-bound 

glucosyltransferase comprising: 

contacting a surface-bound glucosvltransferase with an 

effective amount of a flavonoid or a combination of a flavonoid and a terpenoid, under 

30 conditions effective to inhibit the glucan- form ing activity of the surface-bound 

glucosyltransferase. 

yAk 
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No, Solicitud I nternacional: PCT/US2005/046522 
Fecha de Presentación Internacional:  2005-12-21 

Coma resultado del Examen de Fondo, realizado con fundamerito en el articulo 45 
de la Decision 486 de la ComisiOn de la Comunidad Andina, se comunica: 

1. Documentos estudiados 

DescripciOn: Folios 56 a 86 como se radicô inicialmente. 

Reivindicaciones: Folios 87 a 92 como se radicô inicialmente. 

Prioridad: Folio 1 - US2004 60639331 (2004-12-22) 
US2005 11301098 (2005-12-12) 

2. Objeto de la invención 

Titulo de la solicitud: "Composiciones para el cuidado oral que contienen 
flavonoides y flavanos". 

El problema planteado en esta solicitud es la necesidad de composiciones de 
cuidado oral ütiles para la prevenciOn y tratamiento de inflamaciones 

Para resolver este problema tØcnico la solicitud en estudio proporciona una 
composician que contiene coma compuestos activos flavonoides de anillo B y 
flavanos. 

El objeto de la presente Solicitud se relaciona con la Clasificaciôn Internacional de 
Patentes (Cl P): A61 KS/i 9; A6 1 K8/2 1 A61 P29/00; A6 1Q11 /00; A61 Q 11/02 

3. Excepción a la Patentabilidad (Art 20 D 486 literal (d)) 

El objeto de las reivindicaciones 44- 47 no es patentable de acuerdo con el Art 
citado. 

Primer Articulo 45 - Exp 07-63480 



4. De la Solicitud de Patente 

4.1. Reivindicaciones (Art 30 D 486, Art 22 POT) 

Claridad 
Las reivindicaciones 2, 5, 14, 17, 20, 22, 23, 29, 31, 33 y 38 contienen los 
tØrminos: airededor de, por lo merlos de’; dichos tØrminos son imprecisos por lo 
cual no permite distinguir la invención del estado de  la tØcnica. Se sugiere 
sustituirlo por Un tØrmino preciso 0 Ufl rango concreto. 

ConcisiOn 

Las reivindicaciones 1-3, 12-15, 28, 29, 38, 39 y 43 contienen los tØrminos "agente 
realzador de la biodisponibilidad’, "agente realzador de la eficacia", agente 
realzador de la retención", "agente realzador de estabilidad"; los cuales son 
tØrminos imprecisos y no permiten conocer a que tipo de sustancia qulmica se 
refiere. De igual manera, no permiten hacer una comparación con el estado de la 
tOcnica. Se sugiere modificar dichas reivindicaciones definiendo qulmicamente 
cada uno de los agentes preferidos 

Las Reivindicaciones 4, 10, 16, 19, 20, 24, 27, 30, 34, 37, 41 no son concisas 
porque hacen referencia a una selecciOn de compuestos de diferente tipo y 
naturaleza para diferentes actividades, lo anterior no define la composiciOn 
reivindicada, ni limita el alcance de la invenciOn. Asi mismo no permite hacer una 
comparación con el estado de la tØcnica. 

Se requiere al Solicitante hacer las aclaraciones necesarias. 

5. Determinación del Estado de la TØcnica 

El Estado de la TØcnica se determinó con base en la  Fecha de Presentaciôn de la 
Solicitud de Prioridad (Diciembre 22 de 2004) y se encontraron los siguientes 
documentos que anticipan el objeto de esta solicitud: 

p Fecha de 
Item Documento TItulo 

Publicación 
Formulation of a mixure os free-B-ring 

Noviembre 20 
Dl US200310216481 flavonoids and flavans as a 

de 2003 theraoeutic aQent 

D2 W00247615 Oral composition and use thereof unio e 
2002 

Dl divulga una composición oral para el tratamiento de inflamaciones que 
comprende un flavonoide de anillo B libre y un flavano con excipientes adecuados. 
D2 divulga una composiciOn oral para el tratamiento de gingivitis, placa y caries 
dental que comprende un flavonoide de anillo B libre y un terperioide en un 
vehiculo organolepticamente aceptable. 

6. Anâlisis de Patentabilidad (Art 14 D486) 

6.1.Novedad (Art 16 D486) 

La reivindicaciOn 1 consiste en una composición oral que comprende 
- Un flavonoide de anillo �B libre; 
- Un flavano; y 
- Un agente realzador de la biodisponibilidad para el flavonoide y/o flavano 

Primer Articulo 45 - Exp 07-63480 



C 

Comparación de las caracteristicas tØcnicas esenciales, con las del estado de la 
TØcnica: 

Caracteristicas_esenciales Dl D2 
Composiciór, oral  

- Flavonoide de anillo B libre  
- Flavano - 
- Aaente realzador (excir)iente)Ni 

Las caracteristicas esenciales de la composición de la reivindicación 1 habIan 
sido divulgadas previamente en Dl, el cual enseæa una composición oral 
(folio133) que comprende un: 

- Un flavonoide de anillo �B libre (folio 135, pÆrrafos 0210- 0211, tabla 9, 
reivindicación 1); 

- Un flavano (folio 135, pªrrafos 0210- 0211, tabla 8, reivindicación 1); y 
- Un agente realzador de la biodisponibilidad para el flavonoide y/o flavano 

como es un dextrano (Candex) (folio 133, pªrrafos 0157-0158; folio 135 
pÆrrafo 0211). 

En consecuencia, la reivindicación 1 carece de novedad, segün lo divulgado en el 
documento Dl. 

La reivindicación 12 consiste en una cornposiciôn oral que comprende 
- Un flavonoide de anillo �B libre; 
- Un flavano; 
- Un agente realzador de la biodisponibilidad para el flavonoide y/o flavano; y 
- Un agente antibacteriano no iÆnico 

ComparaciOn de las caracteristicas tØcnicas esenciales, con las del estado de la 
TØcnica: 

CaracterIsticasesenciales DI D2 
Comjosiciónoral    

- Flavonoide de anillo B libre  
- Flavano  

- Agente realzador (excipiente)  
- agente antibacterianonoiônico  

- 

Las caracteristicas esenciales de la composición de  la reivindicaciôn I habian 
sido divulgadas previamente en D2 que divulga una composición oral (folios 137, 
141) comprende: 

- un flavonoide de anillo B libre (reivindicaciones 1, 4 y 6); 
- un flavano (reivindicaciones 1, 3) y 
- un agente activo antibacterial no ionico y anti placa (reivindicaciones 8 y 9) 

dentro de los que se encuentra el triclosan (folio 139, lInea 1) dentro de un 
vehiculo farmacØuticamente aceptable que contiene un agente realzador de 
la biodisponibilidad (reivindicaciOn 2). 

En consecuencia, la reivindicaciôn 12 carece de novedad, segün lo divulgado en el 
documento D2. 

La reivindicación 21 consiste en una composiciôn oral que comprende 
- Un flavonoide de anillo �B libre; 
- Un flavano y 
- Un agente activo para el cuidado oral 
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Comparación de las caracteristicas tØcnicas esenciales, con las del estado de la 
TØcn ica: 

Caractersticas esenciales Dl D2 
Composición oral - -  -’I  

- Flavonoide de anillo B libre : 
Flavano "I 

- aqente activo (anti bacteria no) - 

Las caracteristicas esenciales de la composición de  la reivindicación I habian 
sido divulgadas previamente en D2 que divulga una composicióri oral (folios 137, 
141) comprende: 

- un flavonoide de anillo B libre (reivindicaciones 1, 4 y 6); 
- un flavano (reivindicaciones 1, 3) y 
- un agente activo dentro de los que se encueritran antibacteriales, anti 

placa, balnqueadores, etc (reivindicaciones 8 y 9). 

En consecuencia, la reivindicación 21 carece de novedad, segUn lo divulgado en el 
documento D2. 

La reivindicación 32 consiste en una composiciôn oral que comprende 
- Un flavonoide de anillo �B libre; 
- Un flavano; y 

Un agente active para el cuidado oral que comprende una fuente de ion 
estaæoso. 

Comparaciôn de las caracteristicas tØcnicas esenciales, con las del estado de la 
TØcnica: 

Caracteristicas esenciales Dl D2 
Composición oral  

= Flavoncdede anillo Blibre  

S - Flavano  
- agente active (fuente ion estanoso)  

Las caracteristicas esenciales de la composiciOn de la reivindicación 1 habIan 
sido divulgadas previamente en D2 que divulga una composiciôn oral (folios 137, 
141) comprende.-

-

omprende:-
 un flavonoide de anillo B libre (reivindicaciones 1, 4 y 6); 

- un flavano (reivindicaciones 1, 3) y 
- un agente activo dentro de los que se encuentran anti caries, 

antibacteriales, anti placa, balnqueadores, etc (reivindicaciones 8 y 9) como 
Ic son las fuentes de ion estaæoso ( floruro de estaæo ) (folio 138, linea 
31). 

En consecuencia, la reivindicación 21 carece de novedad, segUn Ia divulgado en el 
documento 02. 

A partir de lo anterior las reivindicaciones independientes 1, 12, 21 y 32 con sus 
reivindicaciones dependientes carecen de novedad. 
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7. Conclusion 

Los requisites de Patentabilidad de la presente Solicitud estÆn afectados asI: 

Item Documento Reivindicaciones Requisito que 
afectadas  afecta______ 

Dl US2003/0216481 1 Novedad - 
D2 W00247615 1, 12, 21, 32, 39 Novedad 

En cumplimiento del artIculo 45 de la Decision 486 de la ComisiOn de la 
Comunidad Andina, se le indica que debe dar respuesta dentro del tØrmino de 60 
dIas contados a partir de a fecha de notificaciôn de la presente comunicaciOn. En 
case de no dar respuesta al presente requerimiento, 0 si a pesar de la respuesta 
subsistieran los impedimentos para la concesiOn, se denegarÆ la patente. 

Notifiquese el presente oficlo conforme a lo dispuesto en el numeral 5.2, literal e), 
del capitulo quinto deltItulo primero de la Circular Unica NO 10 de 2001. 

JOSE LUIS SALAZAR LOPEZ 
Director de Nuevas Creaciones (C) 

El anterior requerimiento fue notificado por fijaciOn en lista, de fecha 

p4I v.- 

CONCEPTO TECNICO 
No.0036 

EXAMINADOR TECNICO 
Côdigo No.202093 
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