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SUpRlNTeNoENrE DE INnUSTRIA V COMERCIC 

E. S. D. 

REP: EXPEDIENTE 05-0574688 

TITULO SOuCTADO "COMPOSICIONES FARMACEUTICAS 

DISPERSABLES" 

SOLICITANTE: PHMACIA & UPJOHN COMPANY 

APODERADO CARLOS REINALDO OLARTE 

TRAMITE: REMISION DE INFORMACION 

JOSE LUIS REYES VILLAMIZAR mayor do edad identificado corilo aparoce al 

pie do mi firma, abogado an ojerciclo, titular do la tarjeta profesional nümero 44655 

del Consejo Superior do la Judicatura, obrando an caidad do apoderado de to 

sociedad GENFAR S.A.  con e prnpO&to do coady.tvar an la decision qua sobre la 

solicitud de patente an reforencia habrÆ de adoptarso proximamente, per est 

escrito me permito remitir information fundamentada quo demuestra quo la 

� solicitud an mention no curnple los requisites do novedad y nvel inventiva 

exigidos per to Decision 486 do 2000, y quo per sIlo, deberia an dospacho 

abs%enerse de concedone at privilegio soIcitado. 

Adems de la defense del ordain juridico vigente on materia de propiedad 

industrial, oP presente oscrito so fundamerita an la necesidad do evitar quo (a 

concesidn de to solicitud vulnere Ja libre compotencia, y restrinja el mercado 

farmacŒutico an per)uicio do os consum}dores colombianos. 

1. PETICION 

Nagar el beneficio patentarlo a Pa salicitud contonida an oP expediento 05-057-888 

per no cuniplir con Ids requisites de patentabiridad a qua Se refieron los articulos 



14 y siguientes de Ia DecisiOn 486 de la Comunidad Aridina de Naciones, y en 

consecuencia, ordenar si archivo del expedients respectivo. 

FUNDAJWENTOS 

2.1. La solicitud colonibiana 05-057-688 carece cuando menos de rival inventivo, 

a Is ruz de loss siguientes argumentos: 

2.1.1. La primera reivinthcacion de Is solicitud colombiana an trÆnhite hace 

referenda a: 

Una condpori fam,aceut,ca gaP comprencio on poftador qua comprende a) 

an acette ant;ØAtico qua as dispersable on aqua e insoluble an etano b) C9,a 

microcristafina, y c) in vehiculo no acuoso farmoceubcamente aceptable, 

teniendo di vehiculo d,spersado establemente On Øì can sustanc,a 

antibactedona an can canhdad eftcaz de manera ant,bacteriana" (cursiva rusts 

del teto) 

Sin perjuicio de Is existencia de reivindicaciones dependientes, as necesarlo 

concluir quo la reivindioaciOn primers an cuel an caso de set concedida 

cubriria, sin determinarlas, T000S LOS COMPUESTOS QUE SEAN 

ANTIBACTERIANOS, EN PRESENCIA DE EXCIPIENTES CON LAS 

CARACTERISTICAS ANTES MENCIONADAS Es aI comes edemas de set 

indeterminada, Is reivindicacian primers carece do claridad an tanto pretends 

emperor Un nUmero indefinido de compuestas, sin mencionar siquiera sus 

nombres especificos a incluir sue fOrmuas quimicas. 

Asi mismo y con los mismos argumentos tenidos en orients anteriormente, as 

importante Ilamar Is atenciOn del Despacho an cuanto a Is redacciOn de las 

reivindicaciones 2, 3, 5 y 7 entire otras. 

2.12. Se pretende obtained patente pairs una forma de presentación de una(s) 

sustancia(s) conocida(s). 

Sc rccucrda quo no set, a Is Luz del adicuLo 30 do Ia DecisiOn 486 de 2000, silo al tenor del ManuaL do 
1:aanien is Is ()ticiiia [’Lropea Or ’atentes, Pane C. capitulo ii, aparwdo 44.1 An, 84, pOgina 2& 

Ii do Tin cs ir E.-: aIn i Flat ion all he European Patent Office - Pub’ isEted by FM, l999). ci readier, d, 
,1,,,d,d dobe Cu n p Li rse tanto an Las ro lviii dicac jones i di vidualni ertte consideradae corn, cii Østas CO 00 I] 

nd o. { Scg n I red ucc i On here :111 Ea i or). No reaD Ita do red ho en care case NC U Bar 11 lndetei’n j nec i Oil 

thin do c I arid ad do La priniera y njs in portante to i viii dicac On coIl bate en all dependcnc ias. 



Sin perjuicia del argumento anterior as oportuna recorder qua un principle active 

conocido - carente, per deniM, de protecciOn patentaria on Colombia -no puede 

8cr patontado a postedori por of simple hecho de mostrarlo supuestamente baja 

una’forma diversa de presentación  an especial cansiderando qua el solicitante 

no prueba qua dicha forma constituya, desde of punto de vista del efeoto 

terapeutico a ain comercial de Is composiciOn, avance alguno frente al arte 

canocido 

Es oportuno mencionar an este punto lo dicho per GOmoz Segade1 a cuyo tenor 

Sel inventor dabs reunir los meritos qua Is permitan atribuirse una patents, SOlO Si 

Ia invenciOn fruto la su investipaciOn y desarrollo creativo constituve un salto 

cualitatvo an Ja ejaboracion do ha rapid tecnica actividad intelectual minima quo 

Is permitira qua su invention no sea evidente (no obvia) del estado de Is tecnica. 

All pion, Si as aceptara Is discutibie tesis segUn is cual todo aquello quo no 

hays sido revelado textualmente an una publicaciOn es nuevo y presumiendo 

qua Ceftiofur y otros activists an las formulaciones expuestas no hubiesen all 

reveladas an tales conscience as oportuno recorder qua Is Novedad  an materia 

de palentes quimicas y farmacØuticas no solo esta dada par Is no-comprensiôn 

textual an el estado do It tecnica all quo supers evaluar, an forma 

41 
concomitants, ci cumplimiento del requisite de Nivel Inventive En efecto, Si bien 

an el resto do los sectores recnicos Østa es Is exigencia -Ia novedad- qua debe 

cumplir Is invenciOn para seguir adelante an of examen de patentabilidad no 

ocurre Ia misnia an el sector quimico farniaceutico. En este sector lo 

verdaderamente importante as quo esa sustancia comprendida a no an el estado 

de In tecnica tango una utilidad qua no eats comprendida an of estado de Is 

tecnica (novedad) ni results de una manera evidente del estado de Is tecnica 

(actividad inventiva)3 

Es evidente qua Is simple presentacion de una tomposicion distinta de Un oblate 

conocido no cumple los requisites caliticados de Novi y Nivel Inventive que 

Ciiado en Ia Interprclaciati Prejudicial 109-1 P.2000. 

El N ucvo Marco Legal I de ]as Patentes Qu in i cas y Farniacut icas. Mill I Lobato Garcia- Minn. Ld. 
Civitas, Madrd, 1994. PÆgina 116  



deberian aplicarse a Its solicitudes de patente score farniacos, en especial 

cuando Se tramitan an palsies an vias de desarrollo 

Es det case reiisar sharp de quØ nianera la cornprsioOn farmacerAbca an loans de 

suspension eatable lisica y quimicamente pretendida carece do nveI inventive. Es 

rlecesario anctar que 5’ bien as cierto qua una invenciOn puede partir do 

cementos conoodos, no In es nienos quo cuando todos y coca uno de Ins misrflOs 

Se conoce con an%ecjordad, tano per so como en sus propiedades y e%ec%os, 

results obvio pairs una persona versions en a materia combinar las ensenanzas de 

las anterioridades y derivar el objeto pretendido. 

Saba do sours ci Despacho all as sustancias antibacerianas pertenec%entes at 

grupo do cetalosporinas, an particular squall conocidos con los nombres 

genericos de Ceftiofur, cetalexina, cefadroxilo, oefazohna, entre otros y sus sales 

tarmaceuficamente aceptables, son ampliamente conocidos y ban side 

profusarnente revelados en Is iiteratura j an ecnçMados  an to industria 

farmaceutica internacional. Es Un hecho igualmente notorio que at ser conocidos 

los principles scarves an cuestiOn - an especial cuando are conocimiento tiene 

was de quince arios - es obvio conocer las propiedades y caracteristicas que lea 

son prnpias, ncluyendo aquellas relacionadas, entre otros aspectas, con su 

solubilidad y estabilidad. No hace falta ser Un experto an to materia para saber que 

on presence de eventuates problemas de disoluciOn y estabilidad, existen an Ia 

ciencia y aiTh en el mercado farmacØutico mundal soluciones disponibles, que no 

solo ban side ernp!eadas sabre los familia de fÆrmacos que as eniplea an esta 

solicitud, sino an formulaciones que contienen farmacos de indicaciones y 

mecanismos de accian diversos. Tambien as Un hecho notorio quo antes do Is 

feoha do prioridad as conocen an el estate de Is tØcnioa formuJaciones do 

suspensiones clue emprean Its principles activos en cuostiOn (Ceftiofur 

Clorhidrato-entre otros), y que contienen ademas, aceite de semillas de algodOn. 

Es asi come Is patente americans US 4,902,683 titulada Crystalline cephalosporin 

bydrobalide salts" y publicada el 20 de febrero de 1990 ademØs de revelar a Is 

sustancia Cefliofur y sus sales farmaceuticamente aceptables (clorhidrato, sodica, 

entre otras) �tal come to hope Is reivindicaciOn 4 de Is solicitud colombiana an 

traniite-, Permits ver claramente que all prJncipio active 0 sus sales pueden 

estar presentes on distintos tipos de composiciofles farmaceuticas. veamos: 
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Lzain-

pies ot stgabLe desae only ffinine anacovdisncc. with 
this invention are rai carnsie3 orally administer.d 
liquid preparations in sutabic liquid vehicles, SerIIC 
prcpI,ri,ionc in si.sitishJe !pisirI vehodeq In’ inrnimpcc,r,hr 
and ir.Ervenous admUiistncioa, suppositorics and scenic 
dry preparations for the ex,nnporneou preparation 
(mlxiii j mt inijrot.obte 
dpreptyratti,tv. on a ,titabtc Uxasi ’�tück. SuLtabt $iLd 

trarions, Carr,ere and ,tfiicles include Netectabic oLs 
di’vsattyIaootamide. diethyIfon, mice, ethyl lr.laTe, 
ethyl carhouatc. aopropvl aayristatc, ethanol, polyo, 
ion exanipic. glycerol. propylerse glvcoi. liquid polyoth- - 
vleie drcII, and the like. Any solid prtparaticms Or 

La anterior permits demostrar Oune, carece at menos de nivel inveritvo �1 pretender 

proteger una forma a camposiciOn farmaceutica qua contenga coma principio 

activo a Is sustancia Cefliofur, presto qua como lo obserjamos, dicho active, 

puede estar presente an forma de tabletas, capsules, liquidos, etc. 

1ambiØn, Wcha sustancia antibacteriana puede set fannulada an composciones 

coma suspensiones ya sea de administraciOn oral o parenteral: 

EXAMPLE 
Oral Suspeaaioo 

One LhousajId cc oratin fot’ oral 
it, contairing in each 5  c. drar 5 to And on  oforys 
elite tcfrioæjr hydroebloriSe is prepnnd from the 
foIloing typeset and mounts or iugrethaila. 
C:ftiotir hydrochloridc (cryitSline)  5 to 3 forks. 
i3onroic Acid nr Sorbic Acid: I gil. 
Sucroat 650 tons 
Sodvm Car ymethytcltutr,sc, Low Visuaicy; I to 

n few 
Flavors (e., US? cherry, Orunge) qa. 
Sodium Chloride (0.5 to :0 mg/mI.): 0S 0 10 gn,s. 
Hydrochloric Acid. Rgcnt Grad.: çs. sdjnt pH to 
�vx- 10 

fltbtlLed Waier: 4 1 to L)J a. 
The s.diujn arboxymcthy]cdllu]ow, hcf[201c acid. 

sicrae appropriate flavors and sodienu chloride are 
disp.TSed ii, aitriac winner to make 650 mIs of solu 

[lit Ltttlolur III ric is at k rrc 4 kIEe 
synip nEil uniformly disrribured. The re,]cing sinpen 
spon 1* colloid jaWled I, a uriforn cuilsisteiLcy. Suit. 
rest aner a addr! to bring volume to 91)) cc, 110cc Cs-
ary plc ndjuatcd oneshythoch:orEc acid to about 

pH). St’Dlcient water is added to make to)) cc. 

EXAMPLE 6 

Sterile l’arcorcml Swpcnuion 

Sterile VehidePAM I 

PEG: S TO 120 gii 
R.iyl Alcohol, or: 9A in. 
Ucnzoic Acid : 1.0 an  
Po’idoue I to 10 gina. 
Soditin, Cbjonide Foe Crtais, aeggeat Giade 9 gm 
Hydrochloric Acid. Reagent Greek q.a edibsi pill 

approximately: 3.0 
50% Solution Sodium Udroxide q.o adjust p1: 
Water for I rij�vtion qs adjust: li cc, 

Pan IT 

Ceftiettr hydreathrourt caynarde, LII to Ira) golt 
Vehicle Part 14.s. adjust: 1W) cc. 



EXAMPLE U 

Hole npC4ntws PrernenL Su3pe0ion A U 

Sterik Vh,cic-Pait 

Polvcthy]cne ( lycol 331P 1111:5 ,o U0 lot 
Ill yl Py rrotidone; I to 10 gIns. 
QaLresi t,CE) marl rvl gEuna picbliniunl ch orI e Ii. 

10 2.0 9n1. 
Sod U n Chlund . Fi.c Cn�tIt Reagetti C rMiO: 0 5 L, 

10 gt,,c. 

10% Sc,] lion Hvdronhlor,o Add q  14jut pH to 
ppron.. 3.0 

511% SoIntinu Sodium Hydroxide to, to adjust pH to 
Opprot.. 3.�i 

At  for I ujec! it,’1 It, djttst to, I (Ui Co. 

r. II hThont 
FIf!r hdtUkIod 0.0! 1.5 

II) in 
IM 

Incluso, exislen suspensiones parenterales no acuosas de Ceftiofur Clorhidrato 

rnicronizado It quo entre sus excipientes Se encuentra el aceite de semillas de 

algodOn tal como Se ye representado en et ejempto 13 do la US 4902683 tantas 

veces niencioriada y, que de cierta manera resultan muy similares 0 bastante 

aproximdas a las formulaciones definidas en la parte descriptiva de la solicitud 

colombiana en tramite desyirtuando una vez mÆs el nivel inventivo de la misma, 

yearn Os: 

Us 4.902683 

EXAMPLE U 

S Ic dc Nonquous Ia it, Liera I Smsi 

Crystu]liii., .!E’:L,IT lEyelrchIoiid niiIlcd Of 

Chlorobu:unol Anhydrous 5.25 tim, 

Re,nvl Alcohol q 25 gm. 
Corn OJI uS? t.s. udjust: lW cc. 
Or 

I q.s odst: l(X) cc. 

CO 06-057488 EQIJIVALENTE A LA WO 04/060.345 



E’tamthe I 

1014J A suspejiion to be administered by inframammary infusion for tnthient 

rulfor prevention of Iactan cow ruastitis was prepared having the following 

compositon: 

ctthofir hvthochIoue mwrornzedY 12.5 mg)mI 

Tabmlit’ M-1944C8 50 mglml 

microcrystalline wax NP 70 mg/ml 

cottOilseod Gil NI? 

Eamele4 

01581 A &uspe’lsion to be administered by intamammary infusion for travimint 

and/or prevention of dry cow masthe was prepared having the thlloscdng composition: 

ceftiofur hydrochloride (microiiizcd) 50mghtil 

LabrafilTM M-1944CS SOmgImi 

microcrystalline wax NP 70mgImI 

a,ttonseed oil ?W qs 

Par all parts, Is US 5736,151 titulada"ANTIBIOTIC OIL SUSPENSIONS 

publicada of 7 do abril de 1998 revels suspensiones oleosas de fÆrmacos activos 

coma Ceftiotur Clorttidrato y flue incluyen pequeflas cantidades de aqua. 0 flue 

hace que asses susponsiones tengan una mejorada resusperidibilidad Lys quo so  �

requests de menos agitacion antes de Is dosificacian), par ends tengan una 

mejorada estabilidad fisica 

Man adelante describe an Is columns 5 que Is composition farmacØutica 

comprende: 

a) Un fârmaco que puede  set un antibiotics came spectinomicina 0 una 

cefalosporina como ce1iofur clarhidrato 

b) on aceite biocompatible coma aceite do canola, aceite de maiz, aceite do 

semillas be algodon, aceite de oliva, aceite be sesanlO, aceite do soya, 

aceite de coco, aceite do girasol, entre otros, preferiblemente aceite de 

seniiIlas de algodÆn, y 

c) aqua presente an cantidades entre 025 y 220% do 10 camposicion, mÆs 

preferiblemente entre 0,30 y 0,50% do Is composiciOn. 

d) Mamas puede contener uno a mas excipientes tarmaceuticamente 

aceptables. 



Como vemos, estas suspensiones oleosas its Cefliofur Clorhidrato estÆn 

acompanadas entre otros e,rcipientes de aceite de semillas de alpodÆn, Ia qua 

hace qua de cierta manse resulten muy similares o bastante aproxiniadas a las 

formulacionos definidas on Is parte descriptive de to soPicitud colombiana an 

trÆmjle desvirtuando nuevamente el rival inventive de Is misma. 

Adicinnalmente an Ia misma columns 5 sel%ala algunos de Ins distintos farmacos 

quo pueden ser formulados on one suspension como Is descrfta haste el momento 

y qua coincided con agunos de los activos senalados an Is reivindicaciOn 3 do Is 

solicitud colornbiana en trÆmite, Veanlos: 

� Lnia nh ic: I nay i,t fog no Iatcd 1,II p", l tn 1 the 
f.ccnr jnvenhion j,cI’jcI the fnI!ovipp cj* IIrisn:Iti rts: 
lint gcacraliou "tiodur, rrfadrox 1 cepbalni it. 

cc1!n I: Secotid generation (refad nr, cefuroxirne. 
eefc,Teraip. cefarirnuclole, cefosilin. celcntcid. cctrncta&,ICF 
and Third generation (ce1Lwxir,.. ccfüprrazaixt. afrrozil, 
cCJWHIAIIC. c efotax im.. c fir. i tx one cCfii h 1.. 
cctpodoximc). 

More bien, Si as tiene en cuenta qua segon el solicitante Is sopicitud cojombiana 

en tramae presenta ’ventalas sorprendentes" (comi((as tuera del texto) our, 

respecto at arte anterior a saber y entre otras: Is estabilidad quimica y fisica, la 

eficacia contra one variedad amp(a de bbfecciosos, cÆpda 

dispersabilidad, es del caso hater notar qua si ben as cierto qua to patente 

americana US 5,736,151 tantas veces mencionadas nose refiere con exactftud a 

Is misma composciOn farmaceutica revelada an Is soPicitud an trarnite, at deslaca 

sus ventajas (quo coiriciden con as propuestas an Is soticitud actual) puesto qua a 

In largo de todo el documento enfatiza an qua ias suspensiones aPR reveladas 

tienen una mejorada resuspendibilidad (ya qua se requiere do memos agitacion 

antes de Is dosifioaciOn), par once poseen one me crabs estabilidad f.sica y 

permite qua el producto pueda ser almacenado DOF dears tiernoo (mayor tiempo 

de vida-media) porque el fÆrmaco en ci producto no se asentarÆ y no se 

corn pa Clara - 

De igual manera, revela qua Ceftiofur Clorhidrato tiene on amplio espectro its 

empleo contra bacterias gram-positives 
y 

gram-negalivas, veamos: 



Jet,IIpr ij.i0u uf III, p.room hiv, nib,’ Which ron1iiiii 
celiiolur In&cxhloiie as its .clive inflcJiL’nt. is vsttt as 
it antibiotic to core  hacretiat reactions ot animals. 50d1 as 

liverock and 1wsjluy. Cefllotijr hy&othlori�le ist a broad 
spcanIcn ccphalosrorio antibiotic scIve goinst grntfl-- 
Positive and aIn-ocgativc baelcæn. Including bats 
Iael1lmnaw-pre4I,cing sflis. Eur anUul it is elkctive in 
swbne aginct a vriety if d&castL ucb as dinhea. pRe-
noni.a (Aciiitnbacffitn pZce4mrnr4moac, &sec.rtita 
urglucida. SutmaneDu thoteraeiaic and Stnproc:ocnt suis 

n�pte 2) asIni .tible gaiti> coleritos; avian pnecnnonia 
fnRrO[>tal huttIn&phih.si and Mack  mosessol and is 
effccrevc in c.,citc against a vnic  of dirascs stifli as 
11,01l dianbea pnonloIIia and rial

40 Luego, en ]as corumnas 11 Is 12 describe detalladamente Is estabjlidad quimica 

vidameda the las formulaciones all p!anteadas, veamos: 

B. (iIcTheal Stability and Shcif-lffc 
ihc slabihiy of sL’pCii$iOns, and tdtamMely their sbdf-

life. ate bn5ed an both thcinicl and p1)5ica1 ttal,iliiv, flic 
clwnli<31] 111hens  ;"a"ced to Inale, Ill the preduc doea 
not frcome Sabial during u,c. The chea.ied ,li,hiliiy of 
the cIrIni formulation (Ic non -watci-addtd to’mulaion) 
is bt tL stated oxtensivek lot exaniple shown a 136k 

the stability reactant 3 yonss k,r 3 diff&rcni t*tcI,ca of the 
nut cit 5UsPefli0It. 

TaIlLh 2 

CIb..,I S[tti!y f � 33 ral Chat. act Seas,,el 
Athti  W.I. AMd Sol sos 2r 

Cdal MUMM

 

Tas mow,s less  I., r. 

. ti ’Nilill $5 S33 
3 ’04j,13 N94-1,6 411 304 

41 107 NSIIJZ Me £U. 
U ).t 1. Li.. so.Z 30.3 octal 

It! – 1.4 48.5–0,7 4L! –Li.9 

4ej – I2 at  10 .6 4.Z –23 

SC �t  .L I 0.5 4Q5 t an 45 03 

4i.IIy itic lutt: uL icat todal Al allow c4 vi Al 
Iql, IF potency during their shtlt-Jite. lalite 2 ,Iiow the 
cuircot s,Istn,iun ix elt&,tically £tabit even out to more 
yoist wh:n toted 4 woiu ttm*Vttui is. 

’Tim eltemic:u! ontrial tal nor been asesed hit as bag 
vllt U,e itrmuladou if the v(ie!It invlJIAY] cuJ1lzir,iIrn 
:Id,litdflttil[ w,irr. qboS a in Table 3 is the compnasoti 01 twO 
Imtclle. U!iII tvcre LIxado Id Cl te5ll y OXCePI 1,91 IN, ntottnt ci 
will C ad,tvl. Sin’ ilady. all 4 shows another conwariso,t 
4 tw’.i hgthr that only v.ricd La wax, content. 



TABLE 3 

If Ctm(I coaddy of  r.afcft4 wilt, union, ait 

im g t e lkcI t sJ(12d &Sthi’ 

11oal r,t I) 40. tn.l Lol 110.1V lJ foo 

102 -05 1cZ.2 1 0-2 

2 103.2 C.4 (Lu! .P. of 
4 k1t. tflj (033 !l.3 
6 I01*C4 lOO £0.2 

TABLE 4 

(qo aciifl(k( coal Ih F T? lialloo od, rL Wl 
tat wh. - SoN.’25 

______ of_btI–.aJJddeviion 

Tff, nlw(ih toF P 10 IS we wsrl 1,,4 of of 57f end tdtti 

of, + Oi V33A t34 

2 ll-& – 11 )L!3j 9-1 
.1 He  – 0.’ 105.4 aS 

Boll, TaMes landat show the sOsp2nsioIl to he chemically 
so(hIe No diffe(eoi2e Was obscrved in chemical stability 
evc,t with hs’gI sstta content laus Lenin’, to what may be 
F[vo’l Th, Amitma, Of water lid IN advenely allot the 
ehcTnical stnhulitv of the mullftwom additional all 
data which was Obtained at acceknttd Icwçcrattilcs slows 
no difference in slibiity wit lughier enter comical. 

C-] 

En cuanto a la estabilidad fisica (asociada a la redispersabilidad 0 

resuspendibilidad) tenemos que en III columna 12 Se rev&a: 

C: iiv3ieol Slmbility 
")I,,, it 6Tabiljrv is j list as iIlIpofhIlnt IIIchemical qahil iv. 

U lhe peciduct dc, not rcsijspcnd ntkqualoly when shalsci,, 
(P will 1W loci .... L,  th i,completc resuspension 

,lien die k en. ON munwi doc,s re o,s,vnl will Ii culloodont. 

TIlL OCCUfl bccaiy dag counties at the t!o(Iom of the vial 
pi cv itcüi the collect concentration of the suspension hno 

If I lh flri(I,,fl i ,.io’d ii n fl,iPnIt.11ifln 

siniFcaatly loss Jica the Indicted coacenatiint. doses 
r’itovnI ,a!j,li he vial contain, Less l’lc4Lnc( could become 
st’pzrpotcat This hapjitIIt when further agiiistion removes 
long 1:OmU the Iotto.n of the container Mid if it dispertcd in 

di- snsauor volLime Of rnitiiL 



ft 111 hrrn fta,nd thAL Alailditinn cr wjtttr lghtcm,l thc 
esu £9CII4MN lit V Characteristics of Mc ouspcusimn. A w 
iv v jo,divad for monitcciig rewspersladilkis, is to Use 

0-second mechn{tl liah assay. lit 0th rest, a vial l’ 
shaken for 10 seconds using a meta,icM thus A saitple is 
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A the ama from jiese tablin, shows. the urevdesed water 
� content irrirovcd resuspendahPirv. Th? foimulatioc w[th 

highcr water couKe.nlfllk,0s writ LIIflrt IL) bc ilituxuail - 
OO. of Labs and had len, zu r vial ari ahiuty (le  tJghter - 

sta"dar’ dt’riaIion). 

En consecuencia, siendo las formulaciones del tipo suspensions! un tips de 

formulacion amplianiente utilizado y reconocido en Is formulacian de 

ceflosporinas entre ellos Ceftiofur y otros principios activos, y siendo conocidas 

doodle 1998 multiples ventajas como las describes anteriormente, queda claro qua 

pretender coroner privilegio sobre Is compo&cion planteada en Is solicitud 

colornbiana en trÆrnite no represents de ninguna manera avance sorprendente 0 

pueds Ilegar a demostrar al mends nivel inventivo, ya que dicho tipo de 

forrnulaciones Se encuentran ampliaments reconocidas en el estado del ade, 

ademas, resultania en una simple aplicaciOn de loss respectivos ensayOs de 

pretormulac’On y formulacion due permitan Ilegar a obtener una formulacion de 

Ceftiofur con otros excipientes due permits qua el farmaco -sensible a Ia 

oxidaciOn- sea estable quimica y fisicamente y logre Is liberaoion del mismo de 



forma adecuada y an Un tiempo adecuado para qua ejerza SU aocion 

farm a cc log i Ca. 

2.1.3. Obviedad do III combinacion de Jades las caracteristicas para derivar 

of objeto reivindicado. 

Rasta an este punto con formular one pregunta final: çoriocienda las 

caracteristicas, propiedades y, or Se quiere, dificultades intrinsecas do los 

compuastos y/o formulaciones qua as emplean an III solicitud, conociendo las 

propiedades mejaiadas quo otrecen as formulaciones revoladas an Is US 

� 5736151 (tenidas en cuenta en el numeral anterior), conociendo  Is existencia 

empleo extondido do los excipientes mencionados, conoóendo  Is existencia do 

composiciones farmaceuticas an forma de suspensiones oleosas quimica y 

fisicamente eatables y qua aromas contionen Cofliofur Clorhidrato, Lno resultaria 

obvio para una persona medanamente vessels en III materia deriver una soFuciOn 

come Is qua Se pretends en Ia solicitud qua nos ocupa? 

La respuesta puede obtenerse coniparando el problems tØcnico quo oases 

resolvorse, el arts mÆs cercano, y Is soluciOn propuesta. A nuestro juicio, aijn Si an 

gracia de discusiOn no existiera una revelaciOn textual del oblate reivindicado, Ia 

cierto as quo la combinación de las ensenanzas del arts anterior y de los principios 

generales de quImica farniaceutica y formulaciOn, permiten, sin duds, denver el 

objeto reivindicado, qua carece par complete de over inventive. 

Par Wtimo, considero oportuno treat a colaciOn dos decisiones recente$ de Is SIC 

sabre solicitudes de patente relacionadas con formas farmaceuticas, coma sigue: 

En primer lugar, Is Resolucian 10279 de 22/03/2002, proferida an of tramite del 

expedients 97-034-775 relacionado can composiciones farmaceuticas orales do 

Valsartan. En ese case, Is SIC encomia an el examen de fondo qua dicho principio 

activo, al igual qua an este caso, ya era conocido an las formas de dosificaciOn all 

pretendidas, y negO Is solicitud POR FALTA DE NOVEDAD, sun sin existir una 

revePacion anterior dentica. Dijo entonces Is SIC: 

Con ostas composiciones (las enconrradas en his anterioriciades) Se demuestra 

quo at compuesto no as nuevo, qua las composiciones qua contienen Va!svtØn 

tarnpOco son nuovas y quo if hecho qIJe to cantidad S principle activo sea 

superior of 35% tambien era conocido para Is fecha do presentaciOn de Ia 



solicitud, pass, so reitere, diches composiclones son ampliamente conocidas en 

el estado do ía tØcnica a tel punto que Se distrwuian en concentraciones rIo 

80mg ó 160 mg ’0 que indica Ia total fasts do novedsd do to presents soSIcitud. 

(Parentesis explicativo Isere del texto). 

De igual manera, an el examen de fando practicado a In solicitud 98-57677-A, 

office 15972 de 06/11/2002, duo to SIC vie as tormulaciortes parertterales de 

Oxcarbazepina aliT pretendidas, an tanto habian side reveladas par via general an 

una publicaoiOri anterior a la prioridad carecian do novedad, al paso que an Is 

evaluaciOn do rival inventive atirma: 

...) pars or caso quo nos ocupa, conociendo las propiedados de los elementos 

oropuestos pare constituir Is formulacion fan’naceutica, (Integrade pot 

Oxcarbazepina, on solvents basado en ague y glucose pars adnünlsttacion 

parenlerai) as derive de manors evidente of enSSYQ, amplementacion y final 

apflcaciOn de esłs agentes, puesto quo Os do ospelarse an conveniencia.’ 

(ParØntesis erpilcativo y subrayado ft,en do! texto). 

2.1$. Las reivindicaciones 13 a 16 revelan Un procedimiento de tratamiento 0 

prevenoion do una infection bacteriana mediante In administraciôn do una 

composiciOn come la revelada an las reivindicaciones 1 a ID. 

Como as bien sabido per ese Despacho, el hecho do pretender In obtenciOn del 

benoticio patentario sabre uses, rine con In dispuesto an el articulo 14 de Is 

DecisiOn 486 de 2000, que limita el otorgamiento de patente a los PRODUCTOS Y 

ROCEDlMlENTOS que cumpran, edemas. con Ins requisites de novedad, nivel 

inventive y apricacion industrial, do igual manera, el pretender protecciOn sabre 

mØtodos teraeuticos, Se encuentra expresamente prohibido segOn to dispuesto 

en el arlioulo 20-dde In Decision. 

Es del case recorder an este Punta quo an el proceso de discusion y aprobaciOn 

de In Decision mencionada, an el cual lave un determinante papel esa entidad, Se 

acardO dar cumplimiento plena a In disparate an el articulo 27.1 de ACIDIC, an el 

seated de admitir el privilegio do patente solo pare Ins PRODUCTOS Y 

PROCEDIMIENTOS que cumplan as previsiones anotadas. Lo anterior as mil 

pare demostrar que is Clara y reiterada posiciOn de Is SIC frente a este tema Se 

he fundamentado an el espiritu y Is letra de Is Decision Andina 486 y del Acuerdo 



TRIPS! sin qua oxistan en este esso argumentos para modkficar su hasta share 

cuniphda aplicaciOn. 

Mi las cosas, la pretension del solicitante de obtener privilegio sore METODOS 

DE TRATAMIENTO y USO as inaceptable a a luz del ordenamiento subregional 

andino, no solo por 5cr un metodo terapeutico, sine porque Ins compuestos all 

mencionados, entre sIlos Ceftiofur, ya habian sido utilizados con anterioridad a Is 

presentacion de In solicitud colombiana an tramite, do acuerdo con la US 

4902683 y US 5736151 -entre otras-, para estados do infecciOn bacteriana 

manifestada an forma de mastitis. En conclusion, y con fundamento en Ins 

� argumentos expuestos a Ic largo del presents escrito, respetuosamente reitero to 

solicitud pare qua su despacho Se abstenga do conceder el privilegio do patente 

solicitado, y ordene on consecuencia of arohivo del oxpedionte respectivo. 

Ill. PRIJEBAS 

Ruego que so tengan como tales, sin perjuicio do las quo puedan presentarse al 

vencimiento de Ia prOrroga solicitada, y de aquellas qua el Despacho considere 

oficiosamente, las siguierites: 

La patents americans US 4,902683 titulada ’Crystalline cephalosporin 

hydrohalide salts’ y publicada el 20 de febrero de 1990. 

La patente americana US 5,736,151 titulada ’ANTrBloTlC OIL 

SUSPENSIONS! y publicada of 7 de abril de 1998. 

IV. NOTIFICACIONES 

El suscrito y ml poderdanto rocibiremos notificaciones an la secretaria do su 

Despacho o en ml oficina localizada an la Carrera 17 No. 88-23, Oficina 205, Fax 

(1) 621.25.42 do esta ciudad. 

Seæor Superintende 

JOSÉ LU S ES VILLAMIZAR 
CC. 79152.473 do Usaquen 

T.P.A. 44.655 del C.S.J. 
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AN10101IC OIL SUSPLNSIONS RN. Hiattad 
Phmwal (ci 

nao OJ 6taIts jc]n 
The leeent invenUo pTovides to, .ovei pharmacautical 

at atha dnszl. More pt1inflly. the lesent (Spana). highs 
thveathn providla for novel mrnOOa. sasit M Oil {Clzbowaxe,) I 
anspeasioas. ofthe risen of thbgs known p8aieaiaa. ylene sad 
Most Nthcnla* the preteas mvenUo provides for novel (ched above) 
oil lope n Si on of he nephaloeporia, nafeiafns sodium diloild 
Lycisodaledde. wtildn hs iseprovad prnçaiias, 0mb as well as suIfatc 
ry%(osl aabtht1: cLe. resulPendaWlilfl above) at cage 

BACXCIROI:ND OF THE INVENTION 

TN foltowine nyc references; W. I. Ilipti olal. J. Iota and ydrQ 
Swkrtdck HPtt Rn. K p .eI.vrerIi M A. rn.,n 

I 
ahoveiaInn, 

Sattot. Fa.. 
pc 

301  
SuinnsthFannaceDos 

pp. fli_t85; r. �_ this!. L. Kemnen ann a. S. 
Levisses, Ths,cccjsInsi Saapcnsi000 is The Thnq � 

Thdnarnal Phe,saosei. E&. L. Lachana H, A, 
tjth,eman and I. L. K!!, 1986. Lca AMI F(tigcr. an 
fla!adelpMs, IN  p. 47-5llI; and S  ThhibI and Ct 

hodca.D is Systems, ut Modes,, pa ,vntcessc5 ’JltIIti 
Edition Revited and Expanded Pd, OS Ranker and C- T 
rthodes. 1996. Marcel Dsker New York. NY pp 
SaG -319; ale pencral toebook ditcusnious on suspensions 
and the tcnaenlatjoa of phye.onlly stable sapeneanna. Rem- - 

states at page 313 the major thallnnge with dryci- - 
a gsod enpensina it nhtaininp pbysicnl sttt; mac 

three major pe&tleni areon asenniated ath suspensions are 
(I) adaqimnre dispersion Cd the reitirlas in dte vehiols. (2) an 
settling of Jar disraed partidea, and (3) catop of thaa 
padiden ift the sediment so as to resist rSispetsinn 
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The Pifad efWatsto,Fdeokioe 
of Suspensions in Nonpolar Media 

� /,tts,frce Sofassce. 1967.25;490-4d 
In, akta-thaitiaa. carbon blacd, 

flarent or siEfate Jo 
p-ylsos. n.htptapse, cyrtohexcoc 
different anansinla of mtfaflasls do 
6-2-ethytheql sulfouncesnat4 p<s 
sole )Alitamcsjats dwaicrad 
I’ll than 490 ppm. Ibear tnaarr 
physical stability. ;:th potrnlisi an 
aitiosnis or added doter. lowry 
adding water .oy nor result is of 
they toted no tied whea adding 
bailout sulfa. in ryolohexane 
pjlyoxyethyh]s roeylpheooj nhe 
fonnalisea of aissrable coDondal dia 
aideal to these sysusuth in excess 
IIII- as dacumetets atot,e. Lb 
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tugs, whirleanc aiuophysscslly static (Lc�. rentlpendow) 
Attct,pts to solve Lids Imidall, hove not focused on the 
ad lies of water to such usspc,sstoas, ansi Jo fic wd 

serdaIol have lautlu away fuom its ace, 

r’tFOaM AnON DIflDSljlE 

EXtS’JZ1 faa S soles (ceobr hy*osnddt) 
is noicaily ,ssoitntcd in the US. as a ready-to-use oil 
ruspeinion product an the treabnctsicantrol of swine bee. 

In ’trial respiratory disease The Jagreshants of Ibis clurearly 
markesed fc.,tulthoe are had III, No wslre is a4dsd to 
Its fotmulation, but its Jogrethants my contain a small 
a,mfltr of wfou. Au wild ice dune;ibad forther below, This 
ioriuwalion of redO odor hytodtloridc baa several 

It dieudaatsgas, such an poor physical stability (La. - 
no50ap a d a brnty 

Published aa’tidss. suds at the foLlowing. dai,rntrate the 
offer clu of CF2iELfi hicolk Ssispcosioo as a VOL. 
erinasy ubiotio: Ceftiesiur Hy&ilocide� a New Bread- - 
Sl)ccllurn Ceplalesprelit; flinkill Against L,dsred-- 
Haemhilus e euuiq of Grewint Swine.  and 
’Ebutivenasn of CenloM flydrorUt. a r,irw Buoid 
Spacrnim Cephalospons. in Tusaffiatist of (oLibacillosis in 
Neonatal Sodoe’ Proceedings If the doornonIodd Np Vet-

25 .iiaa,r III., lush ro.otess. Pi,, II T5l55ltO. BrAuji- n,,. 

- 

PhasnI. SrL VOL 7(101) :cZ5 1976), cyaluttfu Inethrds 
for sts,ffisiu1 ceftioftr hv&ochloqiderxder suds uuea-

lessonS (is. o dos fodmnlntion cotaialning 3% Lecithin coated III=sottamoL or hyoxldr pensions to 
rug rcnse� NAXCI!L’EX(CENEL@ Sterile Powder toeftiofur 

’Opt 
odium) I’d" custeatly marketed throntlsout the world for 

ion e the tcatmdsr/control of bovine and swine tactual rcspfra-- 

IelesL4 rate, tory diseases. Theprrsdoet otata be usronstituted With tecile 

abcs, on, water bcree it it injected into the animal. 

was also Acme elsa,. Ch-yscrsliins Cryisnlceporla Ilytobalide sails. 
US Pat- No. 4S02,013. 20 Feb. Le, discloses n’ysrathne 

to c011oidal 4d hydsorhioride end hyduotcoziffie miss of the eaphalsepena 

It the anut eeftioaur. puoceCten for their maleWfartxo sod 

maths was pharmneeuiicth coo,posicioas therref. None of the cootso-- 
C. 11 ailions disclosed thereim tend] or sugrut the adqition of 

-- No whore at these rcfereetvs tends or suggest the addS-- 
Lion of Wacex to od suspensions of c.alosposias. curb 11 
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cefiloor hydrcclilthde. Falbermott, the aUoa of water, 
armr&I to the prcacnt ineniioo, rtto]tal in uaexpertad 

aproycemoats in the p&yaciai prc!atee of the auapcaeiou, 
cud, as raystrsL (ability (it., reedsDcedabmy) and hLf-

an wiu be deecuihed luother below. 

SUIeTht&RY OFTI6E U4VGNflOX 
Thu pcsaaau hvcation pauticaJsuiy provijet: 
in an oIl suspension of cefdofuIr by&ecuotids In ae 

dosage (am eons[stb& of an sffrdive Imcmt of ociofsw 
hydreciulorus. a bkcoaapaWile oil tad one oe more aar-- 
maccutucaiiy ao3eptabIo exclplenl, lie improvement dan,- - 
actcrI2a4 by: an amount of "to,,Thidu j. meted t at Thnut 
025% to about 2th20% of the autrenama: redtrubly. the 
’enter Is pescent at about 025% to abost 2.20% of die 
aaspcasion; mere pefsb4y, the uI 5 ttsnt at about 
030% to akit 0.75% of the suurnsina; most prekt,bly 
Ito water it present ci *OIIL 0300 to about th50 f the 
suspension. 

e�oa 

HCtJIaN v

51 Ocilt 

0 0 ji 
45 N 

r 

C�NH 

to refen& 
TIM couai1xa.!tQu may gun eonbiiu one or mole pbirma- - 

coudraily acceptable exeipientt. stick as Pluosphthpo.a and 55 
xbjtsn receonlente. 
This composition may be as lnjecusble oil suspension. 
in geiicrcl. the peuoot iarnton tO\es in dl slJen_ 

aloe of Sn IbCtle uk.uH ,etairh also contains added wa=. 
thiis which may be formulated in the suupeaeicu nfthe so 

preuat (aveneica include the foll0tu ceplt,lospaui,as: 
Filet 81 aeration (cufi iofar octadroxil. cephalexia, 
cefazolin); Second generation (ccfaslor. ceæt,oliiae, 
coibtoten. cefanundoth, cefoxinia, ceto*tl. ctetaceAt 
and Thed geutrasion (C fuicoabuc, cefcçensone. esltrozil. 63 
coftazidImo. coin tax into. ctftsiae oat. scAb lean, 
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asadwateit The W000mpatibli oil Is Coniposed csacntiuily of livestock and pcqfl3,. CoftIoftlr hythochiotide is aInScad 
oiØyeenided  which en long chain fatty said esla & sptctsum cephakoporin andhktic uthve against gram-- 
gytoI, or mixtures of nigwcexidni and fany acidh,. positive and gzm-negative teeteija. including bets-- 
1)*otey, diliydrossy. monohydroxy or even polyhy&oxy lsctanssseproducing steams. For animals, it is eledivn in 
avdqpcudds may be substituted for the glyceroL Thu oils 5 swIne against a variety of diseases, Such as dimaihea, pnea-- 
may he of cgetablo. animal or synthetic origin preerred monla (ActfnobocfI/ias plropeeuwniae, Pesseure/Ia 
oils include canola1 orl coltonseed. olive. peanut. sesame, MhandundS. Sobeotsd/n cho/ernesa/s and Shvpiacocuau sail 
soybean. eafflewei coconut. sunflower. eodpath2. mc capo- type 2). Manny asiInd gaato entalios; avisa pneumonia 
sully prefearesi nit is acutw,,a oil. (swa2 hnemth,u) and Macen diceasee; and is 

The o,.c nkaiis,n ofthr cflaloaporin In the tonnfflauion aWestivc in mule agates a variety of diseacas veIl en 

of thepearalt invention may icy between ab,ut 1mg/nil to bovIne disitca. pncunsoeia and usastitis. 
son mg/let. Prefmclsld for ceftiofos hydrocbioeide. ft cots. The effeclhe amount of this antThiotir to be siund will vary 
renaution is about 50 rag/mi. In general, the iint lijniton dep2odang on - specie, age neal/os waght of the aon4 
thee neenesdiosia detennmncdbywltsnthe oil coaw.ositlon being teesaed. It could vary besaeeen abeut 0.1 and ICO 

bonnet lot, isccuu Lo ’a,,yu, Is 
mg/kg. For eanieple. wben nesting swme basrainl renpira-- 

The suspension of the present invention may sian cont.ie toly disease (swine heclermal pneumonia. SB?). the dose 
siher phanalacelillcully, nmsx1lahla esdpients normally ntayrangebctwccn aboumi smds pnp/k vcn onor daily for 
Included in tush S.Spannions. for enawie, suspondi ng liTce consecutive days. 
aprnt, rrscrs,ativet, wetting agents or thiroolnithg agesits. Mao. the coaccatratiol If  oilcoiaposstionweil depend 
if deeiae& Supendmn1 aaeuts. aich as gums (e.g.. ,," ad, on had peeler to be frcstc4 and the deuu of .nthiodc 
csnegcena,. sodium algisate and ilagacanth), cdilulosle S rcqiiiicd, For example. ashes aending SRF at a dose of 3 
(e.g.. Sodium caiboxynscthylceuuloss, t’sicretaulns np/kg, n 50 inWmL scaceanatmot asItition is prafemeal. One 
cellulose. and hydres.slethylseilaloe}. and clays (tg.. hen- �njectioe of LO tlLwmprovldetherequtreaicompreidon for 
loeilca,id oni]oidalisntgnesiumuIuieinun) maybe included. earth 22-37 pound biy weight, 
flts lives,

 
If us methyl and prtpyl perches. hen,.yI ,s The rout of edzuid*sdoa iNclude on! and porenteral. 

� atoshs,h diloruhulunol and thimerceal any be added. w.t and, as siabosianeosas and imtisinnacaalaaYmeprefacd route 
in livestock is Iowevee sing agents auth as aniotic (cs, deousale sndisans and of ad=ithfrthos subcutaneous. 

sodium luaryl a sal fate) and d,ohm, (polysorbates other parcaLerul routes of adasinistraujon, Ian inframusetlir. 
p,tyoxanser& 0ctoxynnl-9) isccractsnts may hr suacd be used. 
Thidcrneia, such as gelntm. natiarnl gains and ua]isulosa a, rLnmoamorr. those skilled in the ace Would know 110w to 
derivatives (s,tet sa lIiosr lisred above as suependiu1 agents) formulate the conaositbn of tha present invend on. using 

saay be added 31,f6,xl oca as ejauts and rtoaphutc hoff- phanisacest,uslty areaptabie excipienra. nrc appctçdsce 
ering agents. may be included. as woo as osmotic agent,. salt daw0e fusana. ’The tass %nit dosage form’ refers to 
such as sodium eblodde and nrannitol. Fe. oral uuspettisssss. physically diacete units nimble at unitasy dosages for 
additional agematu many he used, such as the following: as nsaiamtahsa esubects. aash unit containing us the essential 
devoting agents. na/earners (cg.. inannm1t4. auo,, s)ti- snpedsentnprednieununrdunnius, of Inc drug of this 
tot and dristose). colorants and &agrnscot essliotissly6 for imsvenioc with the required pherxnarrvdcul moans which 
the formulntiota of the prrsrnl imvtndon, excipienis uuccan adapt said ingredient for uyattnaie adanini aeration. ExanipLas 
eoebilaa uaicnnoksue (which aasay be a sodas a welting agent) of such dosage forms include osul foranuintiuns, such as 
and fllespholip’n (which may be usetl as a dispersanl) may IS tablets or sapotimn. or gerentetal foumulalione. curls as 
be adden. injectable oxspeuuioa’. 

S 

4’ 
5(5 oy eaerence uscan. 

Isa the pleaent invenllcn. the addilisa of waler to the 
ternoftr hydredalonide suspension causes the particles to 
IlotelsIase end sonic in the anspeesion, resulting in an 
iseFroved and rhaumarttalically nsfl5sl eiaspeusmoia. TIde 
enhanced aecculalion (ic., aggregation) othucaved when 
adding saeali u.moaats ofwarsr to ceftiotbu oil aespensions 
assaIls In a suspension that retuapends mole easily. The 

ma ovedprtçeties of the suspemsine of the present maven -
tins iS 6iathea detailed in mL41PLE 2 below. 

TILe currently marketed formulation of ctftiofur 
hydroclilnaldo. howe as EXCLNELfi Stlie Siaepcadosa, 
coeflalna the following Lsgrolicnss per niL: 

C4b’he gd edameelued 50 san 
60 Pb was Ivan ibslthini 010 ni 

seaman nsttei SF Lit, ass 
Ceanesasa at NP a.ds as na I at 

is No water is sdtd to this fotin.aleffon; however, water 
may be present in itt other ingredients e.g., balk cnftio far 
hydredilorIda and o000nseed oil) end/or daae to environ-
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lace’s1 coadittona. As cateetitly manuthusd ansi ,eaW  On, VIUSCçUYflON N nw frildedetRi 
total tumut of water sbith baa been metasated to being EODZMflNTS 
present a this fonsuIuon raoges hornahovto.lve tnO.2% 

(whkll is about Ito 1 mg of water pet tel of fomutstiog). JNOoOJPLJM I 

A ccftlo&r hydrncMo2tde (nerntutt4oe of the g.acst tefoolu, Byohle(jdc on Suspension�Water 
ie,ecneion has the filiowing ingredients Added (5 L Batch) 

The in gre4IlanEt listed In te*te 1 tie scctred 

rotator MCI eclesejed 5l a. OF 
TArns I 

wee, fee assa ’IF Natp 
CeeaOs,FINI eneaab to asia I suL R55Ildi5 LaSSh 

� � - - , 

easecswat s.etther assut,. 5 citsst. Ho susie.the4 0.55 kg. Song 
0.1 t 

St ijtçtzlaat diffcp,nee Lttwreo the iome2latht of the landau oseesunda. t’ 05e Istug 
presett nventioa tad the fnrrsislalleos that is etiteady WItti f a1055 USP 0.25 1.5 

rsarketed a that watet is added to the foswadttion of dot  
tn5L q.s.totne 

preteat igveadoaiu addition to that which ,,deaf be 20 �Ba aanaus ratti e.teusti unit Ii. tomskso ths ecI�. 
platent, as noted shove. Assuming the cusrenty aswketod Asswfltt l(M% erikiofts HCI with 3.2% wts the 
foonulation contains absvt 2.0 Jug of water per nci ci 

potent of 
weight aecopatlag hr the lId. MW If ccffloftr ’dcl it 

fosmulotien (which is the tIpper limit with has beta SCOA 
identified as noted ubove), the amount or water whirl, is The requited weighs or volume ofoil it lace, a 25 
added to –taia the stuspeatlop of the pretest inveotlon 

placed gitat 
or trainlese Heel vessel. (See Table I for the ml.at, 

ranges from about 0.5 to about 200 m5 of waler per tel ef requirti for 05 Lbatth.) Fcta 4 Lbtteh. 45 Loftettonseed 
founulflion: PNIINIY about 0.5 IF about 20 mg of watt, 00 is d5td ad begin li’s 04 1 tt’sttd Most  100’ 0 and 
pet inn coreaseorenis ngac; mote P"fetv lda 0 b thtaessheo1 amtcant oiThotiotpoa feeders’) I, added ned 

ehopt 4.5 mg of waterper nsa o(fosmsalaioa Os adds; .,o adored uaw disso Foss . NO thur equirs fur the Phoapho-- 

preferably. ebout 1 EQ about 3 tOg of water per 
Upon flecithin) as disenave depends On the tattlItratilce. 

the bttds. forusuittiots is added 
ttiioctng. sad ttse of It rttalIy digoolocs withita 1 
W thI minutes. The oil osntahtieg the Fhotphotipcn is that 

ThUO. ma igsuIl0n frastejitti on of the pretest invention 
hIve 

rcInl. Ones cooled the sorbiten moaooleooe it Is and 
OW a Iotd amount of tester of about 0.15% to uboet 35mixed. 
20.20% (which in about 2.5 to about 202.0 tea of water for 

Neal the ecrtjofir ado it added followed West 
If I to in a,inttea_ 71,e Iensth of ceisina depends on the 

tel of formulatle.o. Freferebly, the resulting toru,ulatdoita belch *1s, I. sin ant etdspefd of,uixLug. Wttro Is added 
the reteat inventio w( and the tutbetatlon as teisaf fee E to flO csituns. 

about 0.25% to about 2 20s (which is about 2.5 to about The otutptosiop Lu sIteS I, the otigitul i,uaaufarturing 

22.0 n of waler prr ill of fouasulatioe). Mae profcrably 
° 

vetett as tong us mixing tonthIuct to keep he mug sun-
i 

t ’s Net into tu5tn ’sa! filitod it will haves total aaaaottei If I’M of about 0.30% to uboet 
uduls gtandasd 

eqeipenent. The iaos arc flea dosedwith 
0.75% (sutich 111113 0 go about 7.5 Mat of wntcc per of 

a goppel, rapped, 
t*osxett tad kttea. 

offornuuJaooal. MoutpueferoU it will have a total alm,uut 
of water of about 0.30% to about 0.50% (waldi is about 3.0 EXAMPLE 2 42 
to about 5.0 mg of water per tel of formulation). 

Sur(sain(ngty and onesspectrdl>s the addition Of 
Couupeuissa of the oJrreet Marketed FotmhJiu&a 

amount of water resells Os a egftlofut hytG–tetide rearmu- 
ceolsofur B3 ratio SM Fonuutatlono of the 

Present luveatloc 
lation with nthttantialiy ire4not,cd prepatlm as done A. Renasapeadabllity or IffmosId ,Stibtli0, 
ta,ented below. 50 Oae of the moat itnaoetaat dlffctentes observed bewoot 

A Not refliofitr hydrothtcedde fennulsion or the the Ibtouladolts .sas the pleater phyckal ilabiliny or runes’ 
preoia invention ba, the following logredlenis; pent whoa watst was 1445 to din femautulion. 

Shown in FIG, 
lie 

a II of retustiendabiJity roiapat’ed an 
the soadat content of vatious taftioftar HO atuptntioas. 

It Is clear from this hgiee Chat ad the attn nontrot cetneor Hot ° tat iecttaee&, @fl ersnnion sos peefitfi tenet. tan reset-- 
rIu2Jstlteithtn)

 
CUIMF peadability of aespcnsIeana coth lower water oontent wau 

&tunnonssoer an a, tie POCf os. at beet. utuabte. It eta 004115W the nt content 
WI itlete US? 

, 

tens unaeased that tonulelently mere reuuspendsble suspea 

eden? gnasntiautth Iota "’ ac
 
Malted . More specific III lability corn 

elsat telases. If eateass .toy the eater coutcat of the tuapeatiog, Alt these differenss 
help esplala why treater physical stability was obeened 

The unexpected ditFereacos lathe toperdes nftiucse iwo 11 when adding water First, semanIation voltnint were 
tnt,mutathsee tue ozu,uen.std it, ISNAlfflaisid 2 below. Ireat.., tad the e,dimentatleas r,tes f.", .1’. ... 
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TABU 3 

co&00n ofce3000 ttdIafPso floosal 11b Do doot 

P�I 4 � 95 Iot – aa 

eD 1340 L&C fD.03– � 

0 003.2–0.5 I1u10 
00 2 103.OtOA tOM 10.3 

laM lot 10311 0.3 
C W3i –04 1154 – tU 

op rat Warn obecrved cothen afCtoja0 aiad]iI 11.1.11ol Idh ?lltllt Wool 
Aito- ilocrailatlon waa toad with patlicic - data. ot 25 C 

ls–g measured roatielac were oaec as the water conS 
test of tha peadon thotonord. P.thameore. p atiiecu-

.o d ]a0 – aa.nda95 iadea 

goaplo wcrc rokas showing thcpatticic1 Cattendiag to t0,rc rota. =t eel F (0.144 � ee Ml 0(043% *l s&) 
alger float. 

FloaUy. throb23 diffeenlicea were noted when addIng S l%jtQS 

water to the roaulatioa. The rheology. or fl,w 4 
254 t I I 
1cd.110.’ 

20–2 –052 
105.4–005 

thoraeteristico. changld room Newtonian to gon-Neasoaieo 6 005.5 –0.5 100.9 – Cl 2, 
41a1 mI. l. tee .11 .1 

,tthff inaicote I soncture wit lornied it the watos-auded 
esaspensiont. This added In1w, again ndicatcs a 
Jatod 2y5tem witach iiII have Emproted rest peadahility. 

Sn stimusry, all of the dfffanaceso found between th 
sutpeailoat With sod withc,,r nuitleol weler ndEete thai 
ptayeirtl eoabfi* wm be better wltJi the waros-adda– for 
oeoal of jot 
B. Chooakel Stability and Shell-life 

The etabuity of usipen000no. aug ’ultimately their shelf. 
� ate based cii bash lblIddidd and physfena at.biJitj The 
ds003ical Sen blJit3 is 05313 sf4 to insole that tt, product dots 
not become aabpotnnt du–itig 0130. The *1031 atabuiry of 
the cr011321 formulatIon (ic. noa-weter.tddcd fotmtalatlos) 
has basil atedie4 cxIctsiveI) Poe eaanrt. shown in P4N5 
11e the s0nbWt though Symssfor 3 different batcMt o(thes 
oJItcatc laapeasjol 

-------------.-.-. 
tth Its C�.a sluHl sCat) esL Co3144 W5 

£aw1oI 
the snull osborne of llq.aid. 0149euesioa 

The coercot (srmulatioa (it no water added) needs to be 

w,a. t .5at2a,ia 1h,dx1,.,vdcftnW Isp WN secoads. before it becomet foUy 
rcsasyeldod as showo ta Table 5: 

rose, useaste La.A tIC 
3D 

0 03.5 –0.7 55.t –05 5)3–35 TA3LB 
S 4–4 – 2.3 tIM – U 454 –054 

444–03 Pheseal 14.04000 e 50 L Cefeafeottlol Sa03ar ih Na 
49.1 – 09 SOle t.3 50.0 –03 .4ai�0_ VCtot tkttOhee aetad or 

Is 44.5–1.4 4t5   D7 lsj–0S 
24 465 –4.2 0210, 49.2 – 2.5 53 ____3!fe59 Fy Rtaaef0sueswds 
54 49.1 – 0.5 .95t" 454.1(07 

Tote sash. InIA 1.5 Mt C 

Uuaslly pliattanusautictol gojaicts ate allowed 0) doerasr 0 00-02 IC 10 

1O,% iii ceAeucy dasriSg their ahetlife. 1ble 2 e6osu thg 
5 53_tA :0_Ol 20_SO 

unreal soaspeasico it cheauimlly stable even out to fwae to 
72 pa 

12 9)-tO 73.50 7240 
yours when atoretl at rulatit tenweraugos. It 40-40 3) 92 

The theonicnl stability has act bon aatcased It, as long 24 62 4040 

Witt the foramibado.a or the Ireveac inwention contaitiog 24 CS 40-7) in 

add cataule, Shown sToMa lietheconpaiiaonofn,o 
batches Stat were made idealirafly exctpt It, th 4aatof 95 has bcen mood that the addison of water lsZ4utovot the 
Waler added. Sisth&ly, TaMe 4 015)9/s enathor coa5sao rc2dtpe20dabity dsaactesdsit05 Of W &tiscasios. .4 natal-- 

of t9n hatches that oaiy vaded In aster coatant. tl,v method for rsoaitodng roeuapesdsbliily 11 to sue a 
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L0-stnd meebathcal oh.ke assay. In this IutL a Sl Is 7.TheAproveatofrIafm6whatnthewsletfsaddsd 
shaken for IC Sccoof using a Liledlanfril ertAasirçleis loan amo t,,Wchielb)ut0.Z toth?lot20mgd’xeper 
removed from the sLIsponsioa 2 m below the ilquid’air pg of et. 
tht&face and ’sseyed for the It of lPsg Sbowa in �ThokeFouofd7lulCwMisaddSd ThNes 6 and 7 below I, halehee proalcal by ts1 inaamouotwbichi4tet I b

 ’Wet 
5.5 tnpofWit meihode exc–pt for he clout ofwater; 

ti a 
9Thebwovemom ofclaim R w].ereintha wate,is a*d TABLE 6 loans atwmthhsees I to 1,,0 mgofWet. still 

oaeta,s afehFk.!do6m, sfTe11w–hnieae4 Wse of compolio.i. 
n �. Ioeee.g askssso. Thsl II it A phsomacessoslclaroltom S me t dasage fsror, 

which compriats DfhE C aId.d i.#O. 
aj * -, 

roe.. ne.4 Ll 0 1020% lout ouIo lot C 07-59% *57 b) 4bcmpnible It and 
"I 06 –5 C) watt, which ía itat *oaf (L15c t lOUt 20.20% 
72–40 04–L ofthecoaositjon. 

4 450? 55–2 1l.1heo?ntitlon ofeLeim IO9harelnthewatcris 49 3 9 –1 
i*sant it about 025% to abOsJL 220% ol the COnipesielon. 

12 Tile n,np1ssitiosn of claim II wtaln the water it 
so proleat at shout 0.30% Is abliat 0.15% of the copsmon 

TABL2 I IS The nanosiUoo of claim 12 wherein the ’easer 11 
aat at shout 0.30% to ahsui 0.50% o–the campselffon. C*re57=s ofFbnk Onhile ef1ao Bsethoe OaOU VJ. 34. mc 1,1p,dt If etthan 10 atharals the *llg is ac C�oo � a 10-050- Mafa. ta0 1. 

aetibiotLe. 
25 15 The tou,lUon of claim 14 otherelo the antihiotic is 

specdnomymia. r,, sths Sal F - ’ ’a 16. The conçositio. of aiJm to winere the dotog is a 
& 19 104 – I cerhalospoæa. 
2 5fr21 00052 17, n. eoatçothioLn ofef&im £d,therciaa It died is Ste 6 10141 
6 *1 0 V 95 11 E cerdonoc hydoccIuotide of rofabuJa I 

If, the ahia fron% thase tables show r. tile luereased Water 
coolent iorjvoved ceauepoadability. The fomss,lntioot With 
rnuc water conctnntlons cre doter to the thoraeticaa 
400% oflahal aMbadlesl Is It vSaiabiliW 0* lJhieo 
atatadord devialiss 0 

ERr DESC]aFflON OF TOTE DRAWING 
FlO. 1111 plot ofrcslss1woadnhffity ocnsred loathe water 

0101001 of vnaiooa ceMoftor HCL suspensiojas. 
We claim: 
I. h aol SI IlItMet of ceftiofllr hy&xhlnmlcl in nail 

dot kwae o3*s&ieg eof aft omosan of hofur 
hydrocmt a biocompsiible oIl end tea or more phar-- 
maceistically streptsble ext*icoti. the I msoeanent low -
actethad 

or 

as alnoassat of We, ,ohid, is peetent at shout O5% It 
abetS 20.20% of the cnspansioh. 

� 2. The improwonect of dais,, 1 wherein the flat is 
plCacet at about 025% to abut, 220% of the auçunolon. 

3. mc prOVemcnt of clam 2 whciehn the WaIts is 
rqeuent at lost 0.30% to shout 0.75% of the sospeIasioa. 

4 The lmpto}emula of claim 3 *laeteip the water is 
fsoeehl at sheet 030% to about 0.30% of the suspenriso. 

S. It a pballnseesatleal coreosldna conlaiaja6 Oeftiisfuo 
bydrochltuidc. tile iloptovelnt Charette?izeel h1,: 

the addition of water. 
6mb iDW!ovemenIofdaLS wherein the wataris added 

in so amount which is about 05 to about it flag of wuo 
pee It of eomreitien. 

Iit

 

DC I 

is  The cottUosidon of claim Il whetein to celtioftu, 
hydroddoddc - paatide size ofkssthan to oorasos aId 
is woecat at a oojiceafltloa of oboes W 012 "d of 
eatUolatIno. 

19 The complsifioa of It  li tatharein tha oil a 
eeledcd from the groUp oseshng of; omacla oil. coin oil. 
cotonaoed oil, olive oil. peanut oil, sae,Ine oIl. aoybran tati, 
anmower Is  rocoatat oil. mnfiower to and peim oil. 
It The compssithaa of claim 19 whereto the oil Is 

cot000oted oil. 
21. The ItIed,difid. of daunt!, wbkt foot her asmnpdscs 

I" oe mote phoam eetlrail a hI0 oscipiruft. 
22 The tasition of claIm 21 wh eras the escipiaets 

W, ladthi– and sorhithas m0050leaint 
33. Thecomposiioa ofolalla I’ whetein the compasitlon 

Ia an lajeotable oil itsepeasioa. 

* 4 * * 
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and to astdis it’ sbq,trphastceIsro& opus-- 
CRYSTALUIIE CEPHALOSFORIN asions. and phsrmaoevtjcal oompogtiota thereor 

HYTmOHAUDE SALTS The sa:t foeni.ss and purirsoatioc prowss of this in 

This is a nontinuatton of U.S. parent applirgelon Ser. 
veatiot comprasa 

5 (a) eati]as the N_tityLaino cephalospoeLti (3) wath 
No 51 tied Au. 11. PS6 now stationary real a souqasion ccnisieng a watt-mjaoswe or5asic soaot 
is a soUd patent application See. .it as neatone. ttttahydrofurst, sentonitils, or 
No 464.651 med Oct. 25, ISA sow abandoaS. 

methyl ethyl ketos* prefeishly acetone, ,= and 
fin Orn a io N ’o hydrogen halLdr wlch as at beat eloichion,etricaIy 

-. en) ee equi4erst to the at of the N4dtylamL"o ctphalo-- 

,do salt form or a ceprsaLoepoain antibiotic said to I ipOtlSS (3) 

rrooeas for preçoring the crystalline cephialceporin by  @1 beatætg the ejxture fropa step (a) to a te.anpenature 

droehioride sent eebttai’tislly fret of ijnpuidns, and and for a time eufrioisaat to e–Tcust deityds3n 

plaaraaaceutical compositloa and methods Of We there- IS (0) detreasing the concentratIon of the water miadblf 
br.organic solvent it that aqueous phase of the misture 

BACItOROIRJD OF THE INVENTION 
trot’ tep @) to efleot fortaaattot of the oryst&liiae ceph-- 

I I, idrO,e&t. i.11 (I). f., sarmaI bs esidine to 

(0 drtsg she wathed cqttellite oaphalspone by-- 

drolialide salt from step ON, 
IT, ceplaalosporin hydrohihide asit (I) can also be 

OBJECTS OF THE INVENTION 

It is an obicet of the invention to psCeide 5 users] 
crystalLine salt tons, of the atove new ceobaloscorin 

M p!5n(Y ory re It w’ DETAIL1ID DESCRIPTION OF THE 
ing phani,aceutical foemniation composition do,ae INVENTION E. thersot � 

II AS another object c4 this invernion to pro41 a This I onuionprovidea a cryawltine form oft capha. 
proctas for Pointerssteal He abovi cephalo- Pospohu antibiotic sees hydrohalids alt (ten attached 
aporin cottapound ...Is crystalline hydroltalide eels torn STItUCTURE yeaborort ofpornanla I where Xis ohio-
to obtaln site cephslosparth hydrobalids isle it a degree 55 dde or bromide. As a matter of economics ’hr hydro-- 
of puuiticadon wbiob it not possible when the Ni chloride selt is prefarred. aithoogh the hydrobronside 
plants solid fona]s ofthe oryhalospont sue otwnesl sad salt can he rade and tied in a alinilar nssnner. As iedL-- 
processed cotta above he cephalosporits antibiodc can he named 

It Li another object of Ibis iaavenlion to provide phar- by tither of two above aLfiereut nomenclature systemt. 
macmatical compositions containing the new cryatellisac he 

Some persons prefer he start formal CHEMICAL 
ceflicfcr hydrohalids seat of this mvention. 

ABSTRACTS syssens wlarrby the compound 11 named 
SCMMARY OF THE IN%TNTJDN as de,ivsrive ofa bioyci& ring system. Some prefer 

This invention provides a crystallite hydrohalide asit the simpler crphenf d’S syscam nomenclaIut 

(I) of efuna. 63 Thtt crystalline hydrochLoride salt of tInCture (I) 

yimino)aoetnidoi-[(fur-2-ylcarbinyt)tbiomdhyl]-B- whnre x is cmoridn has the following any powder 

oc_S- Tell -abioloj&2.tIoct- all .t.carboxyIio diffraction pattern what orystauizod front water-ace-

acid (2), Cediofur, 11 1 Form whib is eskr tj siolare, acne. 
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eahibira barren shelf stabifity shcn It Is separated, 
wssJIed and dried. 

�ste-e.!� d.sI=,st,The new hydrecbloride salt (I) has lower repeated
A 

alubility thao the aodium salt () sad the free acid (2), 
55.4 44.2 5 and is better adapted for niakkg con tro]ltd release 

73 L11 pharmacetitical dosa3e fortIationa such as oral sp’d 26 Per 
se age parnuteaul suspensions seppoaitory and tablet dosse 

7 69 L79 to sass 
01, 43. L The new hydrhloride sit (I) promar,esacceptable 
fir 3LL it phasascesstiosl dlsparsions in water for injection end in 

21 231 
pharmaceutical vegeisbic oils. Due to thIs property, the 

I hydroemorida salt (l)cao be fonsatilated hate extetaapo-
4.57 n.H raucous(liquid and area powder mixed just prior to 
123 11;sdn,iatrariO.a) liquid srsperSiOna by the eddition of an 

IS aqineosa or an oily salable to the Its roobloride salt (I) 
11 1 
at I powder, just most to dosing the patiettL Qeal and Stibeit- - 

taneotie etudise its mice with ausovs and oil dispersions 
OI 

is ’s or both the hydrcchloride (I) and the sodium salt (4) 
141 indloate that the hydrochloride (I) is bioequivalent to 

Irte sish ,sIatn, iu,,.fty w5 m A wue an .eees aannsl 20 the sodium salt (4), However, we have fonatd that the 
0nittaitino hydrochloride salt (I) 111 1, made a’ mote 

The $alt may contain 5 to 2.5 eqmvalcuis ofhydro- pure form, as easier and bras exptnsive to manufacture 

25 controlled release phariesceubical doaae ronavIsuots 
An be made with it (I) that arc not readily adaptable to 
the sodium At (4). 

Due in the lower aoLubihity, of it, cetlioflir hydro-- 
chloride, its rats of ditoludon is slower. As a result 

JO absorption is leaa and Shut various cotitrolled release 
rortanlasion(s) can be foraavjated. 

The coutolled release pareitteral suspension (see 
Eaamptra 12 and 14 below) can be gisren oncs every 2 
to a days as opposed or bring I’reu daily with other, 

35 formislacions. 
Tb: insertion how to ,it, it and how to its ir art 

further exemplified by the follosetag detailed easseplea 
which are sot intended to be Iinddng. In theta ease- - 
pies. i F.Mrsen" it a knowe Corns of polysiayltsyrroli-- 

40 done usod in plaaiaacy. ’Quatseaia is a brand name 
for .nysistyl pmma-picolitium olalotide fle corn It 
glycerol monosmedia gal end cottonseed oil glycerol 
nionoattarate gel tratethis are deaot*ed in U.S. Pat. 
No. 4,O349t. ’Suppoche  refers to a tread tame or a 

45 sdts of nsistnrea of saturated &yceridea or Cit to C is. 
fatty acids wbeceig ass known in phanany as ecipiente 
for use in serious suppository and other phariesreuticI 
formulations and are described its product bulletins of 
Gets roses Eatabuasment SA, Paris. Frsace $9 Ave 

50 are Eicuard-Vaillset! Suppocee AM" is said to have 
I melting point of35 C. to 36r C, FEO40 and FEC-- 
StICO are sell known ptaantaaouiatical eaoipient Co. 
based spos ineyearyeacts, &ycot Oaraaua wax by the 
phariaccurical Cotta, thereof defmed in the National 

55 Pormalary (N). 
The improved hydrohalide salt manganese pisdfica-

ties process of the rnveat,00 is adaptable to end can be 
used with a propoted large scale process for mautig the 
cephalospesin com1asitnd irteif. 

9 The N-ttlyl cepheloepoda derivative (3) winch is the 
prefetTed starting material is prepared by acylation of 
the lavenstramang 7-asnino pterursor 3 .cephena-4-car-
boxylic and nucleus compound eitb the Nltityl-2-
amino-I, 3-thiszol4-y1-2.1ethoxyia,ino acetic and by 

65 acylation soerhode welt biosan to tlaoae skilled in he 
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suitable vieeosity, incrnaing agents can be suhatituted standing. the mixture is flliertd to pants the crystaft 
I" sodium CMc. tine ceftiofur hydrochloride IL from the liquid mother 

The pharmaceutical dom3e unit foxnn of the coni ]iqeor. The filtered wit ’Al are washed with 4 m1. 
pounds of Who iuweatLoit IM prepared in aseordunc. of 20% acetone in wetor V/V nilxtuue. Then the salt 

Ih the preceding gruccal dcacæption to provide from 5 urst4s are ieashed ith 10 niL. of water. The washed 
about I ni to about 5W who Of the basendel active ceodoEr hydrcchloddc salt crysttls use dried be ic 
iavediost per dotage unit form, which as aforeeath otay hours in a vacuum Oven At 40’ C. The yield of cefliofur 
be in the form of a semisolid or sot, topical oral or hydrochloride ealt crystals a 0.30g. for 67% obtusicaL 
rectal preparation, aliqu;d oral preparation, an an.ato  yield. 

drypreparationa for exiemporanen re2ousritution to a EXAMPLE 3 
liquId lojeasbic preparadue. The amount of the educi Derritylation of N.triryl.ceftiofur and Crystallization of 
ttal active tng,edtetat provtded 11 the phracastinsl Ceftioftar Hydrochloride Salt Usiag Toluene Estraction 
dotage unit forms a that amount eufficient to obtain of Acetone 
antibiotic effects within the aforesaid effective non. 15 
mdc range. Exptesatd otherwise, when used xystemi- To a tb-necked, rotmd-bottom 250 ml. flatk is 

calty, an amount of the essential active ingediest Is charged 14.3 it of Nttitylated ceftisrur free atid (3), 9 
provided to a recipient Within a range trout about 0.2 he  or acetotie 2.4 IT of ooitccntvated hydrocbLotic 
Mg AS to about 10 nii of body weight of the no asia 91 Or  of waten Ths resulting mixture is 
recipient 20 heated to refluL Then 10 ml ninm of acetone is added 

Preremsed dusn5es for moat applications are 0.2 to die vs precipitate preacsbly trityl alcohop. 
Mg AS cc 5.0 mi of body wei3ht. IS a topical While ha attuue is still hot pro C  60 to  of tolu-- 
WinwhO ointment fossasitsitosi the ucnTtzatioia uS 
lie active lngrsdicnt may be I90-20%, preferably 

Sea -May in a carrier, such as a pharmaceutical cream 23 

The site s I Phadaysacstatical doaege unit fore of the60 
compounds in phaumacaulical WmmlM. arc prefera- - 
bly adapted (or systemic adtnhaLstmarion to obtain antibi-- 
otic effecta compriaistg an cltcetive. non.tozic oiiOustit 10 
or the Formula I ealt. 

Thirther, t ho invention relates to methods of uhinining 
antibiotic cirects in maammsI5 For cuami humans and 
valuable tearus.blooded animals such as dogs, cats 
horsut and other corsuterdally valuable aitimalt, by 25 
admissistering e>ntcmically to the a’attuaals the afore-- 
said pharmaceutical dosage tinita forms supplying an 
clii noitsoxic anv,uuni for antibiotic effects. 

The it, settion is Further illustrated by the following 
dels]ted cxamplcs. A second crop can be obtained by filtering mother 

EXAMPLE I liquor nitrate. The resulting nsniofisr hydrothluride 

A slurry of 0.7 If of cetuofur as its free Add 1 7 di crystalline product, Lots g., is watbed wirh water. The 

of acetone and Q35 ml. of water is made no  To dust ,to yield is iS. 1%. 

slurry is added 0.24 sal. or 37.7% hydrochlosir acid 45 EXAMPLE 4 
ealuruon. The resulting acidified pme becontee a solo 
ta  own, a avututa, and men cryatsxlieation If the 
cetiiofur hydrochloride salt Segins sinthln 2 or 3 mci-- 
sires. An additiouai ml. of Acetone ire added to thin 
theslurry. The slurry mixture isadured for to toinutes at SB 
20 C. and to,, filtered and On fiLtered hydrochloride 
not crystalt are washed with acetone. no ceftinfur 
hydrochloride salt crystals are then dded for Wki 
a vacuum Oven. The red If the ceftinfur hydrooblo 
dde salt crystals Is 0.d3 p.. for an s4% chemical yield. 55 

EXAMPLE 2 

A slu try oftl.73. ofceftloflir Sob addiu 11.5 ml of 
acetone and 6.9 mi. of water is made up. To this slurry 
there is added 0.27 ml. of yl. 7% hydrochloric acid 60 
solution, and the avxturc is warmed to 53’ C. The cefti- - 
ofler free acid is in solution. To this warmed solution a 
35 C. temperature ’i’t., of 13.2 nil of toluene and 
1.2 nil, of water is atidcd wide stirring. The liquid ph,

- 

ses are allowed so anpatats, old the tsppsr orgasic layer 65 
discarded, lisa lower a9uturo layer ta cooled to IS’ 

C. after seeding with previolit crystsllthr ceftioflir by.  
drochloride, tad allowed to stand for two honre. After 
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Posdone; Ito IC gras. 
MPLE Sodium Chloride. P., Cr]e Reage& in needed: 9 

j 
Oral Suspension gml 

ant thosnd Co. or ian aqaeous suspension for An HydrooMoric Acid, Reagent Grade Is  Adjust pH in 

us cocirebuff its each 5cc done 5 Irs 300mg. ofcrye. approx- 3.0 

tautne ocftio6a hydroohiodde is prepsr�d from its 50% Solution Sodium Hydroxide Is  adjust pI4: 

foilos’tg types of end asasounis or ingredients. Watec for iajcctiou q.S. adjust; 100) ort 

Ceftiofur hydrocmoride (crystalline); S to 300 gmu. part ii 
ei,noic And or Sorbic Acid: I gut. 

ccfur hydroch]oridr, Oryetsihiae  10 to 100 guy. Srdet 650 gmt. 
Sodium Caiboxymerhyt IIaloa, Low Viscoelty: I to Vehicle Pert I be  adjust: l or. 

20 Put. DIRECTIONS 
Fa,oee (e3, US? cherry, Orasga) q.s. 
Sodium Chloride (0.5 to brag/mi.)’ as to ID gs. 15 

PIA I 

Hydrochlodc Aoid Reajent Grade; q . adjust pM by An of the ingredients are disiohed in water and the 
approx. 3.0 vehicle sterilized by firnatlon. 

miesetred Water; q.s. to 100) cc, 
The odiuri carboxymsthylczueflosa, bennoic acid. Pitt It 

bi appropriate flavoes and sodiwn chloride are 20 Areplically add sterile cryseelline ccfljofur in eijJlil. 
disputed in eulticient ’earcr to make 3) nile. of Al’- but vehicle to seako coil mis. Stir the ponskme and 
ion. The x&o&sc htlmchlca& A sthssid tnta the through osslirsid ridfl We seIfortn oonaisteocy. Add 
ssp unt6 uniformly distributed. The resulting euspen- 

I,, 
sufficleor vehicle to ’Al toy isIsr 

don is colboic easilhid Lo h uthforna corclstrnoy. suffi-
cient water B added to tthig volume tc,900 cc. lfneces- 25 EXAMPLE S 
eary ph  is adje2tad with hydroch:oric acid to about scertje Parenteral dinners,
pHI. Sunburnt anter it Added[ to asake II cc. 

Sterile Vehicle_Part I 
EXAMPLE 6 

PEG 33S0 NF 5 cc 120 gras. 
Sterile Parenterel Suspension so Bissyl Alcohol: 1.1 gems. 

Sterile V,hicle.Fart I Bennoic Addi 11.2 to 2.0 gme 
PIyeschunce80 on Food Grad,: Ito S gust. 

P!O S to 120 gms. Sodiuni deride Fine Crystals Reagent : 0.5 to to gang. ]i Alcohol, or: 93 gin, Hydrochloric Acid, Reagent Grade be, adjuss pH to 
:  fleazoic Acid 1.0 gin. 35 3.0 

Fo’done I to to My epprox.; 
50% Solution Sodium Hydroxide q . adjeast pH: 

Sodium Chloride Fine Crysests, Reagent Grade: p 111 watcr for Injection be. adlUtti 10(0 Co. Hydrochiorin Acid, Reagent Grado q.,. adjust pM to 
eppronimately: 3  Part It 

50% Solution Sodit.’m Hydroxide q.s. adj nat pH: 40 CUftLOfCT hydroohloride. cryatalliur; I to 100 gnu. Water for Injection adjust: I OYI cc. 
Vehicle For I q . adjust: lOG) cc. 

Part II DIRECTIONS 
Coftiorur hydroemoride, crystaLline: 1.0 to tCo gene. 

Part I Vehicle Patti q. adjust t000 cc. 45 
Alt of dir ingredients are di$wlvs Let watcr and pM 

DtR!CTtONS adjusted to approninaetely 3.0, and the vehicle ecesilLeed 
Pan I by 01t4auon. 

Allot the ingrcdiceits Is dhiuld Lu ntrr and pH Part IT 
adjusted to ahaut 2.6 to 2 .2 preferably about 3.0. The 0 
scistulo storilirid by r.lt’arion and uitd as Part II Aseptically add sterile cryttaline ceftioflir hydro-- 

chloride in etjf&ieitt ,,ehie.it Prom Fart I to make NO 
Part It usia. Stir the suspension and pass through a roiloid it 

AtepticalLy add sterile crystalline ceftiofur hydro- to a eanifurus consistency. Add sufficient vehicLe to 

chloride in eufilcient vehicle from Pert Ito make 900 55 make LCCO mte. 
uth. Stir the suspension and coltoid mill the suweoeioo EXAMpLE 9 
to a uniform cousL,ttticy. Add eufftoient vehicle to 
but Ito eats. SteriLe Esteenporaneous Parauternl Suspension 

(Acueoua) 
EXAMPLE 7 0 Sterile Vehicle.Pant I 

Sterile Parentanl Suspensioc 
Oruryl Alcohol or: 9.5 gres. or 

Sterile Vehicle-Part I Urtizoic Aoid 0.2 to 2.0 gsa. 
Polysorbare B0 N .: 0.1 to to gnus. Carboxymethytccllulose Sodium USP: 1.0 to 20.0 gins. 
Sodium Cetboxymarlayloellulose low viscosiey: 2 to 206$ low viscosity or arty outer VtsccnLLy: 

gsa. inducing agent; 
Benryl AlcohoL; 9.1 grtas. Sodium Chtorije Fine Crystals. Reagent Grade; 0.5 to 
Denroic Acids 0.2 to 2.0 gene. ID gent. 
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Hydiochiosic Acid, Reagent Grade q.a. adjust PH to 20% Solution Hydrochiotto Acid or adjust pH to 
approx. 3.0 appros.; 3.0 

Water for lejection 50% Soltation Sodium Hydroxide 45. to adjust pH to 
sppros: 2.0 

Water for Injection qs adjust to L L1 cc. 
A ss p., V 

ss.s c.y.SIs erUato, l!ys(Ohja.,ds 0.05 I 5.5 ai 
. Partit AsoarlaetvIsl 

&..iI .0sS5a. twou, h5dresd, 1.01 Ta 1.5 a. 
0 (a5IS a, aj resjasd) ja 155 

DIRECTIONS I0 at and way 

Part I 

All or the ingredients are dissolved in water, and pH DIRECTIONS 
adjusted to approximately 2  to 3.2. preferably about 15 Port 
3.0. Vehicle sieriliasd by llltration and peckaged sos 
appropriate gls vials. All of She ingredients arc dissolved in water, and pH 

adjusted to approplrtatoly 2,6 to 3.2. prcftrsbly about 
Pan II 3.0. Vernon sierilized by rIltralico and packaged In 

Strrik oryxtalline ooniorar hydroWoddo it pack- So 
appropriate glass tak 

aged aseptically in sterile vials or crystalline teluiofur 
SIM II hydrochloride is fsrst packaged sad the final cot-- 

thincr(a) stotihised by Cobalt dO irradiation. Sterile crystalline ceftiofur hydauchiodde is pack-- 
aged aseptically in sterile vials or crystalline Cal 

0 15 hydrochloride I first package4 and the nasa con- - 
Senile Etemporaneosn Partoteral Suspension sainetco are stedlized by Cobalt do irradiation. 

Sterile Vehicle Port I EXAJdPLE 12 
Medlylparaban! 1.00 2.7 gms. Sterile Nosaqiaeous Paretteral Suspension 
Propylparabens a i to 0.5 Sm. 
Povidone Ito 10 gms. 50 Crystalline csftiorar hydrochloride (milled or micron- - :  

Sodiuce Chloride Fine Crystals Reagent Grader 0.5 to tzed) I to Ito g,as. 

20 gins. ChLorobistsnd Anhydroas-prsaen’sti"e: 5.25 gras. 

20 Solution Hive rocWool sold it adj ass PH to or. 

approx.; 3.0 Fes,zyl Alcoholt P.25 gtn. 

50b Solution Sodium Hydroxide q.s. adjust pH 
15 Corn Oil Olycsryl Monuatsasstc Gd 

Witter for Injeetiosi q . edjuat: t2 coo. Or 
Cottonseed DLI Olyorayl Maxonarat, ad: F.  adjust 

Pi ri Aiwatrovial DIRECTIONS 

Sffle ayTssiI.. r.sl sssi.onbkn4e rest to 15 an 10 Pruservadve is dissolved in sufficaestt oily gel to only 
115 Ta in el aloe isl Ito cc Crystal odiofur hydrochloride is added, 

and the sIlepeosiost is colloid mUsed to a uniform consIs- - 
tency. Add aufliciest dal to make IXO mix. Alka pack-

DIRECTIONS agitsl into glass viala, the suspension is stari,zed by 
Part I 

4’ Cobalt (0 irradiation or by any other suitable method. 

Meiliylpstsbcn and propylparaben are dissolved io EXAMPLE 13 
boiling water. Then Al of the ingredients dissoLved in Sterile Arab utoss ?arenlersL Suspension 
water, and PH adjusted so approtisealely 26 to 3.2. 
preterably about 3.0. Vehicle sterilized by ifitration and 50 Crystalline criboftar hydrochloride (milled or mioaon-- 
packaged I appropriate glass ,as. iced); It, ICC sass. 

cmorobutsnol Anhydrous; 52$ gma. 
Part It or 

Sterile crystalline odbofur hydrochloride is pock- Bearyl AIrohol: 1.25 Sol 
aged aseptically in sterile vials or crysialline ceftiofur ,s Corn Oil US? .s. adjsat: I toO to  
hyd rochioriTle Lx flout packaged ad the thaI son- Or 
raiser(s) shall to sterilized by Col Hollywood Coitonseed oil us. Ml boor cc. 

EXAMPLE II DIRECTIONS 

EalemporaneoTas Parsateral Suaponsion (Aqueous) on Preservative is dissjlvsd in saffirient oil to snake IX 

Stcrile Vehicle-Part I 
cc. Crystalline ceftic�Sr hydrochloride it added, end the  
xaspousim culloish sullIed tos uniforms, consistency to 

Polyethylene Olycol 3350 NF: 5 to 110 gttss. break the aggregates. Add ssatrtciett smotant of If to 
Polyqityl Pyrroldono: Ito so gnu. snake IXO mIs. Stir and package isso glass vials. fle 
Quatresio fi mydaryl ganama picolinium chloride: 0.1 55 suspension can he sterilized by Cobalt (0 Produced or 

to In gsse sterile crystalline eaftiofur hydrochloride oss, keel 
Sodium Chloride, Fine Cryatalt Res5emsr Grads! 0.5 to to sterile ,ebscle and manufactured following aseptic 

In gms. prooadure(O. 
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EXAMPLE 4 EXAMPLE Id 

Stank E’tempor,neoce Parenteral Suspensioc Suppositories 
(Noestutousc Gs)-Cottrooed Release Foleyessfollost FoemulEjon for a 2  M. euppository 000tsiltin6 62.5 

tog. of talline crftktr hydrocHorids is gLVe(I. 
All Itands Wands Flow I lbe Howi any size suppository it be manufactured 

Bessyl Akehel- 9.0 Se9 25 saw al any amoust oroerciorur hydrochloride and appro-
- pdaie amo4ts of excipiemes at the mane ratio as loUt-

5.011 $.25 gre- to Ni below. 
Ores OIL Olssewl Mssec,reM. GI 

yeanyboys has obutotu M �CamSe Osu Itos an is Ss 12 
Pant’ In pan 
Coalodtar cbfns syd,anbu*ds I In ’tIn 9.1 CeysasLasee reffluho hdCa:bIndde 0755gm. 
Caused Sr altet41 IrerLtd Cr 

is PE&40) 144 at. 

prnBaloN S 

Part I DIRECTIONS 

Preservative is dissolved in sufficient gel, and the gel 
20 

Mceaurc at 14.4 and. orP2O-4 and place itt a coo-
is mied unto visit escapticaily asia the aissealed. These tamer suitable for healuag. Add 9 gias, of PEO,i(SX) 
vials with be packaged with the vials of Pert II WE corn- Mal point 140’ Of to the PEG-lOil solution and 
ps2t’on pa�kage. melt over a hot ..it, bath spprozimately two minur 

25 or midl there is a clear solution. 
Ps!i II Add crysralline cerdolt hydrochloride sad hour mail 

� 

0.01 so ’.0 say of urystaulice ceftio(ur hydrocmorida 
or sterilized crystalline ceftiofor hydrooMoeidt Is pack- 

disperted. Pour the mis julIo rite soold And let tat. Chill 
the mold. Remove suppoiliodes after they IN up 15-30 

aged in a sterile glass seaL sod the vials staled, If the minutes at room temperature. Sterile suppositories cea 
crystalline ceftiofur hydrochloride is 000-sterile, thai so bemassufactured with stedlr raw maLeSJS and observ-
The packaged vials will be ,tmilised by Cobaft 60 irradi- IN aseptic conditions disduig manufacturing......  be 
atuno ntetilired by Cc*aLt 60 irradiation. 

Prior to dosing appropriate sozovets or Part I diLseut 
LOSE be added to Part II sterile powder sad shaken until EXAMPI IT 

homogeneous. 21 SsjpposLtoe,e1 

EXAMPLE 15 - Suppositories can also be ousnuractured from excipi-

Stetle Extemporaneous Parenteral Suspension IIIsuch as cocoa butler. Suppociro me AIM. Sup-- 
rSup-p�re ASz, and Suppocire AT, Suppocire EST 11111 

NEAMEALLEMA) poclre CT brand or Or to C us_sat aced fatty acid glyc 
So40 

eridea. 
aMk V.51st, rreu I i Formula for a2 ges. suppository Insionsi 62.5 mg. 

AIma]7 . srasis 9.5 to 9.25 ga of cryaLdIne ceftiofiar hydrochloride is given1 how-- 
ever, any size suppository onbe manufactured using 

s.3 51 1.75 C! any desired ajuousiut or crsrai]iite ceftiofur hyd rooble-
on,, OiL USP qe ’s. tee o,. 45 

ride, cud npprOpriste sn)ouot of ctoipent. 
Ceasehot 05. UW I.  S. steoss. 
Pan II Ice VbI, 
CsyoslLiq. csLiunrur kydeasibside, 92 a Iill  

TS staC 12 
(suited 554 eleturlsed) C0uaULue steufus hyd,euhIu,da t.71 LEE 

- 50 Issues as cimsuiCadi list. 
seceanirs AM Sr AS, I AT. El Cr CT 25.25 am. 

SPeril 

Prrscrvativc is dissolved in the Of  and the relation DIRECTIONS 
sterilized by filtration. The sterile solution is filled into 55 
I a_nd the vials stated. These vials will be packaged Weugh the Suppocire TM dilusat 50 A conrainer smt 

edlh the vials or Part II sa companion package. able for heating. Melt (45’ C. lcnsperaoise) over a hot 
water bath for approuimstcly two minutes or until there 

Part II is & ctesr solulion (mineowave oven can also be used 
0.5 to 1.0 gre. of oryntalline teftiofur hydrochloride so instead of the water bath). Sterilize by Iattralion. Add 

Or sterilized cu)ataluitie ceftiofur hydrochloride is pack. sterile cr)staJlin. cerliofur hydrochloride sr.d stir unlil 
bined in a stanle glass vial and the vaid, ceded if he dispersed- Pour the 11 into Itiecold mold. After nvo to 
crystalline caftiofar hydrochloride is non-sterile. be. rose m.notess the surplus of the casting is eliminated by 
the packaged vials sxi]t be sterilized by Cobalt faa irradi scr4pin The temperature and tIme or cooling must be 
Itn. 65 governoul according to the type or formula. The circu-- 

Prior to dosing appropriate amdunrs of AT I diLisent lating corn or should cools in cotilsut u’irh all faces of 
will be added to Pert It steak powder end behow until the mold. Releste Front the mold must be gentlE Sterile 
uniformly rotted. Ill orics 0515 be manufactured wirh sterile raw 
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mawriajs and cbonrv[ng asatic conditions duage toen-- 
ufaotarth, or ca be eterilLos by Cobalt 60 irradiatton-

EXANI?LE It 
CnpsnJ 

thee thooaa1d n.?o-pkcc hard gdatiit raps4üeS for 
- 

oral be. each containing 50 ga. ac ot ilvity or crystal  -
Line ccIiofll hydrochloride ec prepared &o the 
following types and aioanIn or mnterªie! 

im 
Cry lll lbefe[ hydEEhJedde (50 

Coemdbite Qtbba Wa fi 
�xbs]a wa 
Tele aiTe �. 

16 
ECeMFLE I? 

Table Is 

One lhornnd compracd thbkls for oral us each 
contsinin an amonnt Ifuivafeet to 30 mge cryntalline 
ctftioiur hydrochloride can be prepared using the roe-
lowing: 
CepfT hydbIllohat cryttnllrae: 50 gals. 
Lactose: 375 than. 

’° Corn Starch: 65 gmt. 
Madnealan) Steajate; 10 one. 

The thgriaats are Lhorouglaly mixed and s]eggtd. 
Theslugs are broken down by rooHmg throegb Orson. 
The rosv]td,g austere a then colbprt,sed into thblecs 

5 Different seagth tablets can bc prepared by agpropri- - 
ale changes in the anounts of ceftiorijr hydrochloride 
and the ecipienta. 

SIitUCUJRE SHEET 

F11 
n,ahll) 

0 
IIW.W1N 

tc 
b N � I NO 

cc" 

Ftn,saIa (21 

C_OH 

HN 

NO 

131 

COH 

EC_ 

(HT

 J 

C- C -NH 
11 it 
NO 

0C110 

. if 
CONa 

SIN 

S tO 

cc"5 

alnasra, adrmamb 
�cw5�s.u.,.aH, 5asshIy. *6 h.,,,ns.sIk p,aeei. 65 !hen5hI M  a ! *]Ieae,. V/ claim Dye, [,a.r0a 
WIN’ h5dshldde I. A cepheicyporin hydrolasilde compound or the . 

forryttala 
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-continued 
0 (I) 

c�OH 
sc1 

HXJ0N 

where X Is chtodde or brode, wrnch coaip–es he 
11 11 steps or 
HO 
I lG (5) treating the N-t!ityIsio cephalcapor com-

OCHt pound or the bn],]]ta 

¶uH fl 

whm X t thIori* or bromtd 
2. A oompoisitd acoorditig to claim I where X is 

chiodde. 
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Seæor 
SUPERINTENDENTE DE INDUSTRIA V COMERCIO 
E. S. D. 

Ref. PODER ESPECIAL 
EXPEDIENTE 05-051 
TItu 10: ’tOM POSIt I ON ES FARMAC EUTICAS DI SPE RSABL ES’. 
GACETA No. 557 N.P. 653 
SOLICITANTE: PHARMACIA & UPJOHN COMPANY 
APODERADO CARLOS REINALDO OLNTE GARCIA 
TRAMITE: REMlSlN DE INFORMACIÔN 

MARIO MOLMJO MORALES, mayor do edad, identificado comb aparece at pie de Is 
firma, obrando an nonibro y representacion legal de GENFAR SA., sodedad comercial 
organizada y existerite conforme a las byes colornbianas, can dornicilio y sede principal 
an Bogota. DC., hechos quo constan an el certiticadD de existencia y representaciôn 
legal qua Se anexa a este docurnento  par este escrito confiero poder especial, ampllo 
suf’dente a os Docores josE LUIS REVES VILLAMIZAR yja JUM PABLO REYES 
VILLAMIZAR, mayores de edad, y veojnos de Bogota, dentificados conic aparece at pie 
de sus firmas, abogados on ejerddo, pare qua an sombre y representacion de esta 
sootedad presenten ante esa entidad peliciones, escritos de remisLOn $ informaoion y an 
general adelanten las gesuones qua estinien .necesarias Para eviler to concesion de Is 
solicitud de Patents indicada an Is referenda. 

Los apoderados quedan facultados pars ejercer Jos fàcultades conferLdas par el articulo 
70 del CRC, on especial pare desistir, conciliar, iransigir, sustituir, reasumir, presenter 
recursos, 851 como pare realizar lodas las demos gestiones inberentes at presents 
man dato. 

Seæor Superintendents, 

0 MORALES 
C .No19. e ogota 

Acoptamos, 

JOSE L IS R S VILLAMIZAR 
CC. No. 2473 do Usaquen 
T PA. No. 44655 del C. S. J. 

JUAN PABLO REVES VILLAMIZAR 
CC. 80.419.709 de Usaquen 
1.P.A. No. 92. 169 de( CS.J. 

q. 

O 



stno pasoIarn I. 
Af 

111,111.1 Fa C. do C. No.’ gOQnÔ 
rrocosio’mI No - 

flE. 

08 JUL. 

U 

40 



CANARA SE COMERCIO DEL CAUCA 

/ 

SEDE PRINCIPAL 

Fecha 20080509 Flora Certificado 09:44:27 jL?3 
Operacion: 01C04060901708C04060 PAGINA No. 1 

*** * * * * * * * * * * * * * * * * * * ** * * * * * *** *************** * * * ********* 

* * ****** * * * * * * * * * * * ** ** ** * * * * * * * * * * **************** * ** 
* * * * * * * * * * 

CERTIFICADO BE EXISTENCIA Y REPRSENTACION LEGAL 0 INSCIFCION DR 
DOCUMENTOS, 
LA CAMAPA DE COMERCIO DEL CAUCA CON FUNDAMENTO EN LAS 
I4ATRICULAS B INSCRIPCIONES DEL REGISTRO MERCANTIL, 

CERTIFICA 

NOMBRE GENFAR SA 
SOCIECAID VIGILADA POE SUPERINTENDENCIA BE SOCIEDADES SEGUN OFICIO 
6201604 CE ABRIL 30 DE 1998 
N.I,T, :0811001644-1 

,IRECCION COMERCIAL: PARQUE INDUSTRIAL CAUCADESA KM 43 VIA FANAMERICANA 

OMICILIC : VILLA RICA 
TELEFONO COMERCU%L: 3905400 
CIRECCION DE NOTIFICACION JUDICIAL : PARQUE INDUSTRIAL CAUCADESA 

KM 43 VIA PANAMERICANA 
NUNICIPIO JUDICIAL: VILLA RICA 
E-MAIL: jooren0@genfar.com 
TELEFONO NOTIFICATION JUDICIAL: 3905400 

CERTIFICA 

MATRICULA NO. 00049488 
FECHA SE MATRICULA EN ESTA CAMABA: 19 SE DICTEMBRE DR 199’ 
RENOVO EL ADO 2008 EL 28 DE MARZO SE 2008 

CERTIFICA 

CONSTITUCION r ONE FOR ESCRITURA PUBLICA NO. 0007839 BE NOTARIA 

SEXTA BE BOGOTA DEL 17 CE DICIEMBRE BE 1997 INSCRITA EL 19 SE 
ICIEMBRE BE 1997 BAJO EL NtThIERO 00011974 DEL LIBRO IS, SE 

CONSTITUYO LA PERSONA JURIDICA: GENFAR S.A. 

DUE POR ESCRITURA PUBLICA NO. 0002326 SE NOTARIA SEXTA CE BOGOTA 

D.C. DEL 26 CE MARZO CE 2007 INSCRITA EL 13 BE APRIL DE 2007 

BAJO EL NtThERO 00022695 DEL LIBRO IN, LA SOCIEDAID CN4BIO SO 

N0MBRE BE GENFAR S.A. FOR EL SE C.I. GENFAR S.A. 

QUE POR ESCRITURA PUBLICA NO. 0003471 CE NOTARIA SEXTA BE BOGOTA 

D.C. DEL 7 SE MAYO BE 2007 INSCRITA EL 14 DE MAYO CS 2007 BAJa 

EL NUFIERO 00022834 DEL LIBRO IX, LA SOCIEDAD OdIElO StJ NOMBRE CE 

C.I. GENFAR S.A. POP EL SE t GENFAR S.A. 

*** CONTINUA *** 
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CERTIFICADO DE EXISTENCIA I REPRESENTACION LEGAL PAGINA No. 2 
Fecha 20080609 Dora 09:4427 Operacion: 01C04060901108004060 

CERTIFICA 

QUE FOR ESCRITURA PUBLICA NO. 0001019 DE NOTARIA SEXTA CE BOGOTA 
DEL 23 CE FEBRERO CE 1999 INSCRITA EL 2  D MARZO PE 1999 BAaO 
EL NrJI1ERO 00013641 DEL LIBRO IS, LA PERSONA JURICICA REPORTO 
CP,1BIO DE DOMICILIO CE LA CIUDAD CE SANTANDER CE QUILICHAO A 

VILLA RICA 

CERTIFICA 

QUE POR ESCRITURA PUBLICA NO. 0001019 DE NOTARIA SEXTA DE BOGOTA 
DEL 23 DE FEBRERO CE 1999 INSCRITA EL 2 CE MARZO CE 1999 BAUD 
EL NUMERO 00013641 DEL LIBRO IS, LA PERSONA UMIDICA REPOR7O 
CAMBIO CE DOMICILIO DR LA CIUDAD DE SANTANDER CE QUILICHAO A 

VILLA RICA 

CERTIFICA 

QUE POR ESCRITURA PUBLICA NO. 0001019 CE NOTARIA SEXTA US BOGOTA 
DEL 23 DE FEBRERO Dr 1999 INSCRITA EL 02 DE MAR20 OS 1999 SAID 
EL NUMERO 00013641 DEL LIBRO IN LA PERSONA JURIDICA REPORTS 
CAMBIO CE DOMICILIO CE LA CIUDAD CE SANTANDER CE QUILICHAO A 

VILLA RICA 

CERTIFICA 

QUE ROD ESCRITURA PUBLICA NO, 0000004 DR NOTARIA 13 CE BOGOTA 
D.C. DEL 3 DE ENERO CE 2008 INSCRITA EL 23 CE ENDED CE 2008 
BAUD EL NUMERO 00023751 DEL LIBRO IN  LA PERSONA JURIDICA 
REGISTER FUSION EN EL COAL INFORI4A FUSION PER ABSORCION. 
ABSORBENTS: GENFAR S. A. ABSORBIDAt LABORATORIOS GENflICOS 
FARNACEUTICOS S.A. 

CERTIFICA 

REFORMS: 
DOCUMENTO FECHA ORIGEN CIUDAD INSCRIPCION FECHA 
0001019 1999/02/23 NOTARIA SEXTA CE BOGOTA 00013641 1999/03/02 
0000004 2008/01/03 NOTARIA 73 BOG 00023751 2008/01/23 
0003336 1998/05/26 NOTARIA SEXTA CE BOGOTA 00012675 1998/06/18 
0005827 1998/08/27 NOTARIA SEXTA CE BOGOTA 00012899 1998/09/11 
0002198 1999/04/21 NOTARIA SEXTA CE BOGOTA 00013824 1999/04/29 
0003616 2002/08/08 NOTARIA SEXTA CE BOGOTA 00017568 2002/08/28 
0005919 2002/12/05 NOTARIA SEXTA BOG 00011864 2002/12/30 

*** CONTINUA *** 



GENFAR S.A. 

CERTIFIOWO DE EXISTENCIA V REPRESNTACION LEGAL PAGINA No. 3 
Pecha 20080609 Hora 09:44:27 Operac–on: 01C04060901708C04060 

* * * * * * * ***** 
* * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * * 

0003401 2003/07/31 NOTARIA SEGUNDA BOG 00018528 2003/08/12 
0002326 2007/03/26 NOTARIA SEXTA BOG 00022695 2007/04/13 
0003471 2007/05/07 NOTARIA SEXTA BOG 00022834 2007/05/14 
0006090 2007/08/08 NOTARIA SEXTA BOG 00023175 2007/08/13 
0000104 2008/02/14 REPRESENTACTON LEGALVIL 00023950 2008/03/12 
0008400 1998/12/07 NOTARIA SEXTA DE BOGOTA 00013204 1998/12/16 
0005618 1999/09/15 NOTARIA SEXTA CE BOGOTA 00014632 1999/09/21 
0007103 1999/11/23 NOTARIA SEXTA DE BOGOTA 00014817 1999/12/02 
0007927 1999/12/29 NOTARIA SEXTA CE BOGOTA 00014972 2000/01/04 
0005722 2000/11/10 NOTARIA SEXTA BE BOGOTA 00015960 2000/11/27 

CERTTFTCA 

VIGENCIA: QUE LA PERSONA JtJRICICA NO BE HALLA DISUELTA. CUUACTON 
BASIC, EL 16 DR DICIEMBRE CE 2047 - 

CERTIFICA 

OBJETO SOCIAL: 1. LA ELABORACION, PROCUCCION, TRANSFORPCION, 
COMPRA, VENTA, ENAJENACTON, TMPORTACION, EXPORTACION, 
DTSTRIBUCTON V EN GENERa COMERCIALIZACION CE TRAUMAS V MATERIAS 
QUTMTCAS NECESARTAS PAPA LA ELABORACTON CE PRODUCTOS 
FARMACEUTICOS V FARMOQUUIICOS DROGAS CE DEC HUMNO Y 
VETERINARIO, EN GENERAL BOB DERIVADOS V COSMETICOS. 2- LA 
ELABORATION, PRODUCTION, TRANSFOm4ACION COMPRAVENTA 
ENAJENACION, TMPORTACION, EXPORTACION, CISTRTBUCION V EN GENERAL 
COMERCTALIZACTON CE LOS PRODUCTOS IN EL ;UNTO PRIMERO DESCRITOS, 
V CE AQUELLOS APROPTADOS PARA ENVASARLOS, ENVOLVERLOS, Y/O 
EMPACARLOS. 3 LA PrPRESENTACTON V AGENCIAMIENTO BE CARPS 

NACIONALES 0 EXTRMUERAS QUE SE DEDIQUEN A ACTIVIDADES IGUALES 0 
COMPLEMENTARIAS A LAS DESCRITAS EN LOS PUNTOS PRTMERO V SEGUNDO 
ANTERIORES. 4 LA INVERSION A CUALQUTER TITULO IN ACCTONES, 
CUOTAS, FORCES CE INTERES V DERECHOS EN OTRAS SOCIEDADES 0 
EMPRESAS CUALOCIERA QUE SEA SO NATUPALEZA, FOSSE, 13 OBJETO 
SOCIAL, BIEN CON EL PRIMP DR REVENDERLAS 0 PERCIBIR LAS 

SILIDADES 0 VAWRIZACIONES BE LA EMPRESA A LA COAL BE 

QUIERAN; ACTIVIDADES ESTAS QUE EN NINGUN EVENTO CONSTITUIRAN 
0 IMPLICARAN OPERACIONES DR INTERMEDIACION BURSATIL. 5- LA 

EXPLOTACION AGROPECUARIA 0 FORESTAL, PUDIENDO ADQUIRIR 0 VENDER 

SEMOVIENTES 0 EQUIPOS AGRICOLAS V IN PIN CODE LO RELACIONADO CON 

LA AGRICULTURE V LA GANADERIA. IN CESARROLLO DEL OBJETO SOCIAL 

ANTES ENUNCIADO, LA SOCIEDAD PODRA PROMOVER V FUNCAR 
ESTABLECTMTENTOS, ALMACENES, FABRICAS, DEPOSITOS 0 AGENCIAS; 

PODRA ADEW&S ADQUIRIR CUALQUTER TTTULO SODA CLASS CE BIENES 

MUDDLES 0 INMOEBLES, ARRENCARLOS ENAJENARLOS 0 CRAVARLOS V 

*** CONTINUA 
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OErWAR S.A. 

CERTIFICADO DE EXISTENCIA V REPRESENTACION LEGAL PATINA MC. 4 
Fecha 2000609 Eon 0944:27 Operacion; 01C04060901708C04060 

DARLOS EN GARANTIA DR SUS PROPIAS OBLIGACIONES; EXPLOTAR 
MARCAS, NOMBRES COMERCIALES, PATENTEE, flNENCIONES 0 CUALQUIER 
OTRO BIEN INCORPORAL, SIEMPRE QUE SEAN APICES AL OBJETO 
PRINCIPAL. GIRAR, ACEPTAX, ENDOSAR COBRAR V PAGAR TODA CLASE 
DE TITULOS VALORES, PARTICIPAR EN LICITACIONES PURLICAS, 
PRIVADAS V TAMBIEN CONTRATAR DIRECTAMENTE; PODRA CELEPRAR EL 
CONTRATO DE MUTUO, SEGURO, TRANSPORTS, TURNIPS EN 
PARTICIPACION, CONTRATOS DR CUALQUIER INDOLES CON ENTIDADES 
EAXCARIAS V FINANCIERAS, REALIZAR TODA CLASS DE OPERACIONES CON 
TITULOS VALORES, PRESTAR ASESORIAS EN GENERAL V CELEERAR TODD 
ACTO 0 CONTRATO OUR BE RELATIONS CON EL OBJETO SOCIAL 
PRINCIPAL. PABAGRAFO: IS CONTRARIO AL OBJETO SOCIAL, 
GANTIZAR, RESPALDAR, FIAR 0 AVALAR DEUDAS V 

/ 

0 
OBLIGACIONES DE PERSONAS NATURALES 0 JURIDICAS DISTINTAS DE 

AOUELLAS 

PERSONAS CON QUIEN COMERCIALIZA GENFAR S.A. TENOR LA I 

CALIDAD OR MATRIZ, FILIAL, StIBSIDIARIA 0 VINCULADA 
ECONOMICN4ENTE, 0 SEA PROPIETARIA CE ACCIONES 0 CUOTAS. LA 
SOCIEDAD COMO CONFORHNTE DEL GRtJPO EMPRESARIAL GENFAR PODRA 
DAR V RECIBIR PRESTAMOS CE LAS DEWS COMPANIAS QUE HACEN PARTS 
DEL GRUPO, ASIMISMO, PODIA OTORGAR LAS OARANTIAS V 
CONTRAGARANTIAS OUR SEAN NECESAFIAS BIRN SEA PAPA RESPALDAR A 
LA MISMA SOCIEDAD 0 PAPA LAS OTRAS 

CERTIFICA 

** CAPITAL AUTORIZADO ** 

VALOR ;$12,001,000,000.00 
NO. DR ACCIONES:12,001,000.00 
VALOR NOMINAL :$1,000.00 

** CAPITAL SUSCRITO ** 

VALOR $8,418,090,000.00 
NO. CE ACCIONES:8,418,050.00 
VALOR NOMINAL $1,000.00 

** CAPITAL PAGADO ** 

VALOR ;$8,418,090,000,00 
NO. DE ACCIONES:8,418,O90.00 
VALOR NOMINAL :$1,000.00 

CERTIFICA 

QUE POE DOCUMENTO PRIVADO DEL 22 DE FEBRERO CE 2001 INSCRITA EL 
6 DR MARZO CE 2001 BAJO EL NUMERO 00075935 DEL LIBRA 11, SE 

INSCRIBIO 
CONSTITUTION PRENDA 

** CONTINUA *** 



GENFAR S.A 

CERTIFICADO CE EXISTENCIA Y REPRESENTACIOM LEGAL PAGINA No. S 
Fecha 20080609 flora 09;44:27 Operacion: 01004060901708C04060 

* * * * * * * * * * ** * * * * * * * ** * * * * * * * * * * * * * * * * * * 

CERTrFICA 

** JUNTA DIRECTIVA: PRINCIPAL(ES) ** 

OUR POR ACTA NO. 0000047 DE ASffBLEA CE ACCIONISTAS DEL 18 DI 

MARZO DE 2005 INSCRITA EL 29 OS ASRIL CE 2005 BAJO EL NUMERO 
00020220 DEL LIBRO IN FUE(RON) NOMBRADO(S): 

NOMBRE IDENTIFICACION 

MIEMBRO CE JUNTA DIRECTION TITULAR 
GARCIA BORRERO JUAN MANUEL C,C,00079152415 

MIEMBRO CE JUNTA DIRECTIVA TITULAR 
CAXO RODRIGUEZ JOSE VICENTE C.C.00019084476 

CE JUNTA DIRECTIVA TITULAR .TEMBRO 
CARO PAZOS JOSE VICENTE C.C.0009949522 

MIEMBRO JUNTA DIRECTIVA TITULAR 
CRUZ AGUIRRE JOSE MANUEL C.C.00011063784 

** JUNTA DIRECTIVA: SUPLENTE(S) ** 

ONE POE ACTA NO. 0000047 DR ASAMBLEA CE ACCIONISTAS DEL 18 CE 
MARZO DR 2005 INSCRITA EL 29 CE ABRIL CE 2005 BAJO EL NUMERO 
00020220 DEL LIBRO IN FUE(RON) NOSRADO(S: 

NOMBRE IDENTIFICATION 

SUPLENTE CE MIEMBRO DE JUNTA DIRECTIVA 
CRUZ GRATA RONALD JOSE C.C,00080091075 

SUPLENTE CE MIEMBRO IS JUNTA DIRECTIVA 
PAZOS MESA GLORIA AMANDA CC,0004104009 

SUPLENTE DE MIEMBRO CE JUNTA DIRECTIVA, 
CARO PAZOS SONIA ALEXANDRA C.C.00052250181 

CE MIEMBRO CE JUNTA DIRECTIVA SUPLENTE 
CRUZ GRATA GEISSLER MANUEL C.C.00079942132 

CERTIFICA 

** NOMBRAMIENTOS ** 

DUE POP ESCRITURA PUBLICA NO, 0007829 CE NOTARIA SIXTh CE BOGOTA 

DEL 17 CE CICIEMBRE IS 1997 INSCRITA EL 19 CE DICIEMBRUI CE 1997 

BAJO EL NUMERO 00011974 DEL LIBRO IX FUE(RON) nop?mRAnos) 

CONTINUA *** 



GENFAR S.A. 

CERTIFICASO LIE EXISTENCIA V REPRESENTATION LEGAL PAGINA No. 6 
Fecha 20080609 Nora 09:44:27 Operacion: 01C04060901708C04060 

NOMBRE IDENTIFICATION 

MARIO MOLANO MORALES C, C, 00019086654 
QUE PAR ACTA NO. 0000132 DE JUNTA DIRECTIVA DEL 22 CE SEPTIEMERE 
DE 2004 INSCRITA EL 1 05 DICIEMBRE SE 2004 BAJO EL NUNERO 
00019849 DEL LIBRO IN FUE(RON) NOMBRADO(S): 

NOMBRE IDENTIFICATION 

PRIMER SUPLENTE DEL PRESIDENTS 
HECTOR MAClAS CHATS C.C.00017193071 

SEGUNDO SUPLENTE DEL PRESIDENTS 
CARO RODRIGUEZ JOSE VICENTE C.C.00019084476 

TERCER SUPLENTE DEL PRESIDENTS 
CARLOS MARIO HERNANDEZ MIJNOZ C.C.00019266964 

CERTIFICA 

ORGANOS DIRECTIVES: AS?,J4BLEA GENERAL, JUNTA DIRECTIVA, 
PRESIDENTS 
FUNCIONES SE LA ASAMBLEA: SON FUNCIONES DE LA ASAMBLEA GENERAL 
SE ACCIONISTAS: 1- ESTUDIAR V APROBAR LAS REFOS SE LOS 
ESTATUTOS. 2- CONSIDERAR LOS INFORMES DE LOS ADMIMISTRADORES V 
DEL PRESIDENTS SOBER EL ESTATE) SE LOS NEGOCIOS SOCIALES V EL 
INFORME DEL REVISOR FISCAL. 3- EXAMINAR V APROBAR 0 IMPROBAR 
LOS BALANCES CE FIN DE EJERCICTO V LAS CUENTAS OUR CEBEN RENDIR 
LOS ADMINISTRADORES 4- DISPONER SE LAS UTILIDADES SOCIALES 
CONFORMS A LOS ESTATUTOS V A LAS LEVES. 5- CONSTITUIR E 
INCREMENTAL LAS RESERVAS A ODE HAVA LUGAR. 6- FIJAR EL MONTO 
DEL DIVIDENDOS AST COMO LA FORCE, V PLAZOS AN QUE SE PAGARA. 7 
NOMBRAR V REMOVER A LOS MIEMBROS SE LA JUNTA DIRECTIVA V EL 
REVISOR FISCAL CON SUS RESPECTIVOS SUPLENTES I PIJARLES SUS 
ASIGNACIONES, 8- NOMBRAR AL LIQUIDATOR DE LA SOCIEDAD. 9 - 
ORDENAR LAS ACCIONES QUE CORRESPONDAN CONTRA LOS 
ADMINISIRADORES, FUNCIONARIOS, DIRECTIVOS I EL REVISOR FISCAL. 
10 DECRETAR LA FRISIAN SE BONOS I TITULOS REFRESENTATIVOS 
SE OBLIGACIONES. 11- CELEGAR EN LA JUNTA DIRECTIVA 0 EN 
LA PRESIDENCIA AQUELLAS FUNCIONES CUVA DELEGATION NO ESTE 
PROHIBIDA POR LA LEY. 12- ADOPTAR LAS MEDICAS QUE RECLAME EL 
CUIIPLIMIENTO SE LOS ESTATUTOS V EL INTERES COMUN SE LOS 
ASOCIADOS ....................... 
FUNCIONES CE LA JUNTA; SON FUNCIONES SE LA JUNTA: 1- CAR SU 
PROPIO REGLMIENTO V HACER LOS REGEAMENTOS INTERNOS DR LA 

** CONTINUA *** 
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CERTIFICALO SE EXISTENCIA V REPRESENTACION LEGAL PAGINA No. 7 
Fecha 20080609 bra : 09:44:27 Operacion; 0J.004060901706C04060 

I 

SOCIEDAD. 2- COOPERAR CON EL PRESIDENTS EN LA ADMINISTRACION V 
DIRECCION DR LOS NEGOCTOS SOCIALES. 3- ELEGIR CARS, PRO AL 
PRESIDENTE CE LA SOCISDAD V ETOARLE LA REMONERACION RESPECTIVA. 
4- DISPONER CUANDO LO CONSIDERS OPORTUNO, LA FORI1ACTON DE 
COMITES CONSULTIVOS 0 TECNICOS, TNIEGRADOS FOR EL NUMERO SE 
MIEMBROS QUE DETERMINE PAPA QUE ASESOREN Al PRESIDENTS IN 
DETERP4TNADOS AStJNTOS - 5- PROPONER A LA ASAMBLEA GENERAL DE 
ACCIONISTAS LAS REFORcS QUE .IUZGUE CONVENIENTE INTROSUCIR A LOS 
ESTATUTOS. 6- AUTORIZAR AL PRESIDENTS SE LA COMFANIA FARA LA 
CELEBRACION CE TODO ACtO 0 CONTRATO CUVA CUANTIA EXCEDA SE CUATRO 
MIL (4000 SALARIOS MINIMOS MENSUALES VIGENTES. 7 - ASESORAR 
AL PRESIDENTE EN PELACION CON LAS ACCIONES .TUDICIALES QUE 
DEBAR INICIARSE 0 PROSEGUIRSE. 8 - CONVOCAR A LA ASA1BLEA 
GENERAL DR ACCIONISTAS A SESIONES EXTRAORVINARIAS SIEMENS 
QUE LO CREA CONVENIENTE V CUANDO LO SOLICITS UN NUMERO 
CE ACCIONISTAS QUE REPRESENTS LA CUARTA PARTE DR LAS 

SCCIONES SUSCRITAS, 9- CAR SU VOTO CONSULTIVO CUANDO LA 
SANELEA LO PICA 0 CtJANDO La DETERI4INEN Los ESTATtJTOS. 10 - 

DECIDER SOBRE LAS EXCUSAS 0 LICENCIAS CE LOS EMPLEADOS 

NOMBRADOS FOR LA ASmIRLEA GENERAL V LLAP’IAE A LOS SUBLIMES 
RESPECTIVOS. 11 - EXANINAP CUANDO La TENGA A BIEN 
DIRECTANENTE, 0 POE MEDIC CE NSA COMISIOL LOS LIBROS, 
CUENTAS DOCUMENTOS V CAJA CE LA SOCIEDAt. 12 - APROBAR LA 

ADQUISICION SE OTRAS EMPRESAS 0 PROPOSER A LA ASANBLEA SO 
INCORPORACION 0 FUSION A OTRA SOCIEDAD. 13 - ESTABLECER 
SUCURSMES 0 AGENdAS DENTRO 0 MESA DEL PATS. 14 - REGLAMENTAR 
LA COLOCACION SE ACCIONES ORDINARIAS OUR LA SOCIEDAD TENGA EN 
RESERVA, is- INTERPRETAR LAS DISPOSICIONES CE LOS ESTATUTOS 

OUR CIEREN LUGAR A DUDAS V FIJAR SO SENTIDO MIENTRAS SE REUNE 

LA PROXIMA ASANBLEA PARA SOMETERLE LA CUESTION - 16 - CREAR LOS 

CARGOS QUE SEAN NECESARIOS PAPA LA MARINA CE LA EMPRESA V 

FIJAR SOS RESPECTIVAS ASIGNACIONES. V 17- CUIDAR DEL ESTRICTO 

CUMPLIMIENTO CE CODAS LAS DISPOSICIONES CONSIGNALAS IN ESTOS 

ESTATUTOS V CE LAS QUE SE DICTEN SARA EL BUEN 

SUNCIONAMIENTO CE LA EMPRESA 
EPRESENTACION LEGAL LA REPRESENTACION LEGAL ESTARA IN CABEZA 

DEL PRESIDENTS, QUIEN TENDRA A SO CARGO LA ADMINISTRACION V 

GESTION SE LOS NEGOCIOS SOCTALES CON SUJECION A LA LEY VA ESTOP 

ESTATUTOS V LOS REGLMIENTOS V RESOLUCIONES SE LA ASAMBLEA 

GENERAL DR ACCIONISTAS V LA JUNTA DIRrCTIVA 
FACULTADES DEL PRESIDENTS i BOB SUPLENTES: EL PRESIDENTS 

EJERCEPA LAS FUNCIONES PROFIAS SE SU CARGO V EN ESPECIAL LAS 

SIGUIENTES: 1- REPRESENTAR A LA SOCIEDAD JUDICIAL V 

*** CONTINUA *** 
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CERTIFICADO CE EXISTENCIA V REPRESENTACION LEGM PAGINA No. 8 
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EXTPAJUDICIALMENE, ANTE LOS ASOCIADOS, ANTE TERCRAOS V ANTE 
TOLD CLASS SE AUTORIDADES JUDICIALES V ADMINtSTRATIVOS. 2 - 
EJECUTAR LOS ACUERDOS V RESOLUCIONES BE LA ASA1SLEA GENERAL V DE 
LA JUNTA DIRECTIVA, 3- REALIZED 0 CELEBRAR CCNTRATOS 0 ACTED 
ONE TIENDAX A LLENAR LOS FINES CE LA SOCIEDAD CON LAS 
LIMITACIONES PREVISTAS EN ESTOS ESTATUTOS, V SIEMPRE QUE SC 
CUANTIA NO EXCEDA CE CUATRO MTh (4.000) SALARIOS MINIMOS LEGALES 
MENSUALES, LIQUIDADOS AL DIA EN QUE BE REALICE LA OperaciNn V 
CUANDO EXCEDA BE DICHA SUMA BE REQUERIRA AUTORIZACION PREVIA BE 
LA JUNTA DIRECTIVA. PAFAGRAFO PRIMERO. CUANDO SE TRAIN CE 
EMPRESTITOS QUE NO SOBREPASEN LA CUANTIA ANTES SELADA, EL 
PRESIDENTS CE LA COMPANTA PODRA OTORGAB LAS GARANTIAS OUR SEAN 
NECESARIAS. PARAGRAFO SEGUNDO. EL PRESIDENTE BE LA SOCIEDAD, ESTA 
FACULTADO SARA VENDER V EXPORTAR LOS PRODUCTOS QUE CONSTITUYAN 
EL OBJSTO DR LA SOCIRDAD; AST COMO PARA PARTICIPAR EN OFERTAS 
V LICITACIONES SIN LIMITACTON LAGUNA, EN RELACION A LA CUANTIA 
DEL ACTO 0 CONTRATO .4 

- PRESENTED CONJUNIAMENTE CON LA 
JUNTA DIRECTIVA, SI FUERE EL CASO, LOS INFOEJIES V 
DOCUMENTOS SE OUR TRATA EL ARTICULO CUATROCIENTOS CUAXENTA V 
SEIS (446) DEL CODICO DEL COMERCTO. 5- NOMBRAR V REMOVER LOS 
EMPLEADOS SE LA SOCIEDAD, OLIn DESIGNACTON 0 REMOCION NO 
CORRESPONDA A LA ASAMBLEA V SOLICITED A LA JUNTA LA 
FIJACION BE LAS RESPECTIVAS ASTGNACTONES. 6 - DELEGAR 
DETERMINADAS FUNCIONES PROPIAS CE SC CARGO V DENTRO DE LOS 
LIMITER SENALADOS EN LOS ESTATUTOS. 7- CONSTITUIR LOS 
APODEPADOS JUDICIALES V EXTRAJUDICIALES QUE OBF.NDO A SUS 
ORDENES JUSGUE NECESARIOS V DELEGARLES LAS ATRISUCIONES 
OUR CONSPIRED PERTTNENTES, SIEMPRE QUE TALES FACULTADES 
SEAN COMPATIBLES CON LA NATURALEZA BE SO CARGO V LAS 
LIMITACIONES CE SUS PROPIAS ATRIBUCIONES, 8- CONNOTES A LA 
JUNTA DIRECTIVA V LA ASAI’mLEA GENERAL DR ACCIO2flSTAS. 9 - 
CUIDAR BE LA RECAUDACTON E INVERSION CE LOS FONCOS CE LA 
EMPRESA. 10 - VELAR TORQUE TODOS LOS EMPLEADOS BE LA 
SOCTEDAD CUMPLAN ESTRICTPMENTE CON SUS DEBERES, V 11 - 
EJERCER LAS DEMAS FUNCIONES QUE DELEGUE LA ASM’IBLEA GENERAL V 
LA JUNTA DIRECTIVA. 

QUE EL CIA 27 CE OCTETERE CE 2004, BAJO INSCRIPCION NO, 659 DEL 
LIBRO V, SE INSCRIBIO UN LA CAM&RA SE COMERCIO LA ESCRITURA NRO, 
5682 CE FECHA OCTUERE 7 CE 2004, DR LA NOTARIA SEXTA ( Ga 
DEL CIRCULO CE BOGOTA D.C., rCOMPARECIO CON MINUTA (E-MAIL) 
EL SENOR MARIO MOLANO MORALES, IDENTTFICADO CON CEDILLA CE 
CTUDADANIA NO- 19.086.654 BE BOGOTA, QUIEN MANIFESTO: PRIMERO. 

*** CONTINUA i** 
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QUE OBRA EN ESTE INSIRENTO, IN EU CONDITION DE 
REPRESENTANTE LEGAL CE LA SOCIEDAD GEUFAR S. A. SOCIEDAD 
COLOMBThNA IDENTIFICADA CON NIT, 817. 001, 64 4- 1, CON 
MATRICULA NO. 49488, CONSTITUICA MEDIANTE ESCRITURA PUBLICA 
NUMERO 7839 DE LA NOnFIA SEPTA (5 ,) DEL CIRCULO CE BOGOTA 
D.C. DEL 17 DE DICIEMBRE CE 1.997, CALIDAD QUE ACREDITA MECIANTE 
EL CERTIFICADO DE CONSTITUCION V GERENCIA EXPEDIDO FOR LA 

CP4APJ, BE COMERCtO DEL CAUCA, OIL SB PROTOCOLIZA. SRGUNtO 005 
COMO REPRESENTANTE LEGAL DE LA SOCIEDAD, MEIDIANTE EL PRESENCE 
ACTO VIENE A OTORGAR PODER GENERAL AL DOCTOR JESUS ENRIQUE 
CABRERA ROJAS, IDENTIFICADO CON LA CEDULA DE CIUDADANIA NO, 
19.111.955 CE BOGOTA D.C., PORTADOR DE LA TARJETA PROFESIONAL CE 
ABOGADO NO. 16.742 DEL CONSEJO SUPERIOR DE LA JUDICATURA, PAPA 

QUE A NOMBRE CE LA SOCIEDAD REALICE LOS SIGUIENTES ACTOR: 3 - 
FIRMAR TODP–S LAS DECLAXACIONES DR IMPUESTOS, BIEN SEA LA DE 

IMPUESTO DE RECTA, IMPUESTO AL VALOR AGREGADO IVA, RETENCIONES 

EN LA FUENTE 0 CE IMPUESTO DR INDUSTRIA COMERCIO AVISOS V 

ABLEROS. 4- REPRESENTAP A LA SOCIEDAD ANTE CUALQUIER kUTORIDAD 
, 

E ORDEN NATIONAL, DEPARTAI1ENTAL 0 MUNICIPAL, RESPECTO IN LOS 

IMPUESTOS OUR SEAN CE CARGO 0 RESPONSABILIDAD CE LA SOCIEDAD, VA 

SEA PARA EJECUTAR TRO!ITES, INTERPONER RECURSOS, NOTIFICARSE PS 
ACTOS ADMINISTRATIVOS, ETC, V EN GENERAL, SARA EJECUTAR COLA 

CLASE CE ACTUACIONES NECESARIAS PARA LA SOCIEDAD SIEMPRE ESTE 
ADECUADMENTE REPRESENTADA EN TODO LO RELACIONADO CON IMPUESTOS 

NACIONALES, DEPARTJ’IENTALES 0 MUNICIPALES QUE CE CUALQUIER FORMA 

BE ENCUENTREN A CARGO DE 0 CE RESPONSABILIDAD CE LA MISMA 

CERTIFICA 

** REVISOR FISCAL: ** 

ONE FOR ACTA NO. 0000047 DE ASAMBLEA CE ACCIONISTAS DEL 18 RE 

MARCO CE 2005 , INSCRITA EL 29 CE APRIL CE 2005 BAJO EL NUMERO 

00020221 DL LIBRO IN FUE(RON) NOMSRADO(S): 

NOMBRE IDENTIFICACION 

REVISOR FISCAL 
CPBRRfl DELGADO V PAaDO LTDA CAEAThEL?A LTDA N.I.T.003OO5O195 

OUR FOR DOCUMENTO PRIVADO NO. 0000000 DR REVISOR FISCAL DEL 1 DE 

FEBRERO DE 2001 INSCRITA EL 22 DR FEBRERO DE 2001 BAJO EL 

NUMERO 00016208 DEL LIBEL IN FUE(RON) NOMBR.ZDO(S) 

NOMBRE IDENTIFICATION 

*** CONTINUA *** 
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REVISOR FISCAL PRINCIPAL 
REINA VIRGINIA PARDO CE C. C,C,00051671496 

DUE POE DOCUMENTS PRIVADO NO, 0000001 SE REPRESENTACION LEGAL DL 
18 CE JUNTO CE 2003 INSCRITA EL 2 CE .Jt.ThIO CE 2003 BAJO EL 
NmIERO 00018395 DEL LIBEL IS UE(RON) NCThRAC0(S): 

NOMBRE IDENTIFICACION 

REVISOR FISCAL SUFLENIE 
NANCY PIDIACHE ALFONSO C.C.00052173939 

CERTIFICA 

QUE EL 12 DE MARZO DE 2009 BAJO EL NRO. 23950 DEL LIRRO IX, SE 
INSCRIBIO EN LA CA1’ARA DR COMERCIC ON D000MENTO PRIVADO DR 
PECHA 14 CE FEBRERO CE 2008 RELATIVO A LA MODIFICATION 
SITUATION DE CONTROL CAMBIO CE MATRIZ V SUBORDINADAS - 
QUE EL 12 CE FEELERS CE 2001 BAJO EL MAO. 16164 DEL LIBRO IX -
SE INSCRIBIO EN LA CMIAFA DR COMERCr0 UN SOOmIENTO PRIVADO CE 
FECHA 23 CE ENERO CE 2001, RELATIVO A LA MODIFICATION AL 
PRESUPUESTO CE CONTROL EJERCIDO POE LABORATORIOS 
GENERICOS FAR4ACEUTICO9 S.A 
-QUE EL 25 CE MARZO SE 1998, BAJO EL NRC: 1243� DEL LIBRO IX 
- SE INSCRIJ3IO EN LA CANARA DE COMERCIO ON DOCUMENIO 
PRIVADO SE FECHA 13 CE MARZO CE 1998, RELATIVO A LA 
DECLARATION SE DNA SITUATION CE CONTROL EN EL COAL CONSTA - 
MATRIZ: GENFAR S.A --------------------
DOMICILIC:VILLA RICA __ 
NACIONALIDAD:COLOMBIANA .................. 
SUPORDINADA: GENTIAN PERU S.A __ 
-DOMICILIO: LIMA PERU ___________________ 
-NACIONALIDAD PERUANA 
INSCRITA EN LA FICHA NO. 97996 CON PARTIDA ELECTRONICA NO. 

00405752 DEL REGISTRO CE PERSONAS atrnIDICAS CE LA OICINA 
REGISTRAL CE LIMA V CALLO, CON FECHA 16 DR ASRIL CE 1993. 
-OBJETO SOCIAL: DEDICARSE A LA FABRICACION, IMPORTATION, 
EXPORTACION, DESTREBLrCrON V COMERCIALrZACION DR TOCA CLASE 
CE PROCUCTOS FARMACEUTICOS V QUIMICOS, AST MISMO PODRA 
CECICARSE A LA EXPORTATION, REPRESENTATION, DISTRIBUTION V 
COMERCIALIZACION AL FOR MAYOR 0 MENOR CE MATERIAL 
MEDICO QUIRURGICO, TMIBIEN POUND, REALIZAR TODAS LAS 
ACTIVIDADES CONEXAS A LOS OBJECTS NOMBRADOS - 
-StJBORDINADA: LABORATORIOS GENERICOS ECUATORIANOS S.A. 
-GENFAR ECUADOR 

*** CONTINUA *** 
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-DOMICILIO; GUAVAQUIL - 
-NACIONALIDAD: ECUATORIAIqA _ 

REGISTRO MERCANTIL: INSCRITO EN EL REGISTRO 
MERCANTIL DEL CANTON GUAVAOUIL CON EL NO. 17908 EL 8 CE 
SEUTTEMERS CE 1998 
OBJETO SOCIAL; LA IMPORTACION DISTRIBUTION Y yENTA DE 
MEDICAMENTOS PARR ISO fltJJ>VNO V VETERINARIO, MAQUINARIA, 
EQUIPOS V PRODUCTOS MEDICOS, HOSPITMJtRIOS DR 
LASORATORIOS V T000 LO AFTN PARA ESTA ACTIVIDAD _ 
-PRESUPUESTO: LA SOCIEDAO MATRTZ 0 CONTROLANTE ES GENFAR S.A.V 
LA RAZOR QUE CA LUGAR A LA SITUATION DE CONTROL ES EL HECHO DR 
QUE EN LAS SOCIEDADES GENFAR PERU S. A. COMO IN bABOPATORTOS 
GENERICOS FAPI4ACEUTICOS ECUATORIANOS S. A. GENFAR ECUADOR SE 
TtEtE UNA PARTICIPATION DEL 90 % V DEL 10 
RESPECTIVAMENTE _ 

CERTTICA 

ERTIFICA 
SUCURSAL K ES ) 0 AGENdA (S MATRICULADAS ANTE ESTA 
JURISDICTION: NOMBRE CE LA AGENCIA: 
GENFAR S.A. 
MATRICULA: 389872. 
DIRECCTON: M/PARQUE C/VALAR BC 2 V 3 
TELEFONO: 3289359. 
DOMICILIO: BARRANQUILLA. 

CERTTFICA 

QUE LA PERSONA .JURIDICA TIENE MATRICULADOS LOS SIGUIENTES 

ESTABLECIMIENTOS 

NOMBRE GENFAR 
MATRICULA NO. 00049489 
RENOVACION DR LA MATRICULA EL 28 CE MARZO CE 2008 

SLTIMO ANO RENOVADO 2008 

CERTIFICA 

QUE NO FIGURAN INSCRIPCIONES ANTERTORES A LA FECHA DEL PRESENTE 

CERTIFICAPO, OUR MODIFIQUEN TOTAL 0 PARCTALMENTE SO CONTENIDO. 

NOTIFICACION 

*** CONTINUA *** 
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iOS DOCUMUNTOG flu RECISTRO AQUI CBRTIFICADO$ QUELUUc EN F1RJ’ffE 
CINCO DIAS HABILES DESPUSS DE SU INSCRIPCION EN EL LIBRO RES-- 
PECTIVO, STEMPRE V CUANDO NO SE PRESENTE NINGUN RECURSO 
POP LA VIA GUBERNATIVA, 
LA INFOEMACION SOBRE EMBARGOS CE ESTABLECIMIENIOS I/O CONTRATOS 
SUJETOS A REGISTRO, SE SUMINISTRA EN CERTIFICADOS CE MATRICULA" 
o CERT1FZCADOS ESPECIALES", RESPECTIVNENTE. 

VALOR DEL CERTIFICADO $ 3200.00 

DR CONFOfl4TIJAD CON EL ABTICULO 12 DEL DECRETO 2150 DE 1995 
LA PIPIA MECANICA OUR APARECE A CONTINUACTON TIENS PLENA VALIDEZ 
PAEA TODOS LOS EFECTOS LEGAI,ES. 

EL SECRETARTO CE LA CAWtRA DE COMERCID 

de eqI5tos laos 

[I 
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UP E  R I NT N DEN CIA 

DIVISION DE NIJEVAS CREACIONES 

RADICACION EXPEDINTE No. 05-57688 

EL EXTRACTO DE LA F’RESENTE SOLJCITUD DE PATENTE DE INVENCION 

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 557 DE 

FECHA 31 DE OCTUBRE DE 2005 EL TERMINO HABIL SEALADO POR LA 

LEY EXPIRA EL 27 DE ENERO DE 2006 

NOTA: Dentro del plazo de Ids seis (6) meses siuientes a Rartir de Is fecha de publicacion 
an Ia gaceta de Propiedad Industrial, debera solicitar y canceled el examen de 
patentab[lidacl so pena de quo Is solicitud caign an abandons, de acuordo con 1° 
estabrecido en el Artioulo 44 do la DecisiOn 48812000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI  NO X 
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phaimecuticsl compositions 000Latahig one of the, 
salts are proded. 
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Hydrochloric Acid, Reagent Gra.le It,. adjust pH to 20% Solution Hydrochloric Acrid q.a adjust pH to 

approx 3.0 approx.; 3.0 
Water for injection 50% Solution Sodium Hydroxide q.s. to adjust pH to 

SpprO,: 3.0 
5 Water for Injection q.a. adjust to: had cc. Par It New" pee Vial 

s.e,sIo cosuitiee odUore. hy&aehLadde Par CS I.I an  
lGtoltoiU.glaaacat 

. prom 11 A,tasip&?Vt,l 
Sterile stalls sthisfta h,thsewaddt 101 to Ly seas 

10 leawsd 111 tO to 
DIRECTIONS Ito or  sires Si 

Part I 

All of the ittgredient4 are dissolved in water, and pH DIRECTIONS 
adjusted to approximately 2  to 3.2, preferably about 15 part 3.0. Vehicle sterilized by filtration and packagod in 
apptoptiatc PER vials. All of the ingredients are dissolved in water, and pH 

adjutted to approximately 2  to 3.2, preferably about 
Pan II 3.0. Vehicle sterilized by filtration and packaged in 

Sterile crystalline ceftjofur 
hydrochloride La pack- sy appropriate giass VIals. 

� aged aseptically in sterile vials or crystalline ceftioflr 
hydrochloride is first packaged and the find on. Part II 

tamer(s) sterilized by Cobalt 50 Irradiation Sterile crystalline ceftioror hydrochloride is pack 
aged aseptically in stsoni!Lals or crystalline III

 EXAMPLE tO 
hydrochloride is pan packaged and the met on. 

Sterile Exten, poratteous ParenteraL Suspension 
25 

taitter(s) ace sterilized by Cobalt 60 irradIation. 

Sterile Vehicle Fact 2 EXAMPLE 12 
Methylparahett: 1.0 to 2.7 gms. Sterile Nonaqneotss Paxeisteral Suspension 
Prop ylpanben; 0. 1 to 0.5 gm. 
Povidone: I to 10 Ross, 30 Crystallize ceftiorLir hydrochloride (mi Lied or micron-
Sodium Chloride Fine Crystals Reagent Grade: as to tied). I to 00 and, 

w Pro, Chlorobutanol Anhydrous-preservativa: 5.25 Pan, 
20% Solution Hydrochloric acid q.s. adjust pH to as 

approx. 3.0 Bonayl Alcohol: 9.25 grs. 
50% Solution Sodium Mydrotid, q.& adjust pH 31 Corn Oil Glyceryl Monottepraic Gel 
Water for Itijectioo I 

. adjust had cot. or 
Corton,aed ON Glycervl Monoatearate GeL: q.a. adjust 

Ac 11 Aneact pa, Vial DIRECTIONS 

StarsI, o,,s!tlti,a ti; an hd,ethlaHda Oat to I.9 be 
40 Prervati ye is dissot ved in sufficient oily gel to not 

in Ce I Si ol. sires isi BW cc. Cratslline ccftioftj r hydrochloride is added, 
and the suapession is colloid milled to a othforie consis. 
tency. Add auflicient gel to make Hart tola. After pack-- 

DIRECTIONS into glass ,iala, the suspension is sterilized by aginglt
 

�
 

Part I 
45 60 Coba irradiation or by any other suitable method. 

Methylparsban anti propylparaban are aissotved in EXAMPLE U 
boiling wator. Then a]l of the ingredients dissolvctl itt Ste rile Nonaqueous Pareatteral Suspension water. and pH adj acted to approximately 1.6 to 3  
preferably about 3.0. Vehicle sterilized by III ration and 50 Crystalline oaltioflr 

hydxoohlOride (milled or micron-
packaged in appropriate g]aM ,ii als. iced): I to IcC 5trn . 

Chlorobutanol Anhydrous: 5.25 gaas. 
Part It or 

Sterile 11"Whip celLofur 
hydrochloride is pack. Benayl Alcohol  9.25 Has  

Aged aseptically in sterile "isIs or crystaL]Lne celiiofur 55 Corn OIl US? Is  adjust  I X oEr. 
hydrochtoddr is first packaged and the Call con- or 
(,iintr(s) linj be sterilized by Cobalt do irradiation. Cottonsced oil at  5. adj oat Do cc. 

SaMPLE II DIRECTIONS 

Extroiporsutous Parenteral Suapcnsio n (Aqueous2 to Preservative is dissolved in Sufficient oil to rinks E01 

Sterile VeliicLe.Psrt I 
cc. Crystalline ceftiofur hydrochloride is added, and the 
aszpcnson is coucid milled to a oniform consitteisoy to 

Polyethylene Glycol 2350 NP; 5 to 120 geat, break the aggregatss. Add suiftioient amount of oil to 
PolyvInyl ProLidonc: t to 10 gms. make 10)1 ml,. Stir and package into glass vials. The 
Qilatresto 

fi 

ntyrtstyl gamma picolinium chloride: 0.1 65 suspenSion cast be sterilized by Cobalt W irradiation or 
to 2.0 for  sterile crystalline oeltiol\ir 

hydrochloride can be added 
Sodium Chloride. Pine Crystals Reagent Grade: 0.5 to to sterile vehicle and manufactured following aseptic 

10 gms. procidure(s). 
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ZXAMPLE 14 EXAMPLE 6 

Sterile Extomporaneous Parenterat Suspensiou Suppositories 
O4onacueous OeL)-ControLled Release Fonnulatlon Formulation for a 2 gm suppository containing 62.5 

rng of crystalline ceftiofs,r hydrochloride is gien. 
SLams Veside am i Ito, However, any size suppository can be manohctured 
&eyL Alachea rrt,.ea!Lsa 5.0 to 9 2 gas tong any amount of celtiolur hydrochloride and appro-- 

rate amounts of excipiente at the testis ratio 0$ inth 
case, lsal

 
1.0 Or 5.15 one  10 cased below. 

Cuss oil 01cr. )yL M ’estate Gel is. 
GO 

Cea.sd Os 0lyesrL Macteases,. Oel l�e. 
__________________________________________ 

Lusebe 2 Pa,*It lto\qsJ. 
CtystssLiea r star hydeshleeida I ta. Its for  C?vsLsjlits s.tse(as hydtotsIsdds 0 75 As  

(a,LIlM at toerasiusit) (ajLl.d et 
15 P5s4os 14.4 tiL. 

PEG -me 9.6 

DIRECTIONS 

Part I DIRECTIONS 

Preservative is dissolved in sufficient gel  and the gel or Measure out 14.4 ml. of FEG.400 and place in a coo-- 
� 

ls filled Into vials sacepticelly snd the vials sealed. These tamer suitable for heatIng, Add 16 guts. of PEG-bOO 
vials will be packaged with the Mail or part It at corn- (melting point 40 F.) to the PEG-4t soltatioo and 
panion psckago melt over a hot water, bath approsirnately two minutes 

or with there is a clear solution. 
part it Add crystalline ceftiofur hydrochloride and stir until 

0.01 to 1.0 gm or cryatahline ceftiofur hydrochloride dispersed. Pour the mix into the mold aasd let It. Chill 
or sterilized crystalline ceftiofur hydrochloride is pack the mold. Remove suppositories IN, they set IT I5-30 
aged in a steril,. glass vial slid the sials sealed. If the Ill at room temperattoro. Sterile suppositories can 
crystalline ceftiofur hydrochloride anon-sterile, then A be manufactured Amr, sterile raw materials and observ 
the packaged vials will be sterilized by Cobalt 60 irndi- jog aseptic conditions during manufacturing, or can he 
ation sterilized by Cobalt to irradiation. 

Prior to dosing appropriate amounts of Part I dtl neat 
Will be added to Pact tI sterile powder an d shaken ur.tfl EXAMPLE 17 

homogeneore. Is Suppositories 

EXAMPLE IS Suppositories can also be manufactured from excipi-
ente such as ccc os butter, Suppocire TM AM, Sop-

Sttdlc Eztcmporaaueous ParenteraL Suspension 
- 

poctre AS" and Stappoctre AT) SLippectre BT or 5up - 
(Nona Iueoua) 

p 

CT brand of C5 to C 10-saturated fatty acid $lyc ocire 40 eridea. 
P.aril. VahiCie Part I I00) Formula for a 2 gm suppository contalmo g 62.5 mg. 
soat Alteital . prosesstis rol gust, of crystalline ceftiofur hydrochloride is given; how-- 
St ever, any size suppository can be manofactured using 

a 

no. wi 0 15 11- 54as� 
A,-4 

any desired amount or orystahline ceftiofur hydroobloSO  Mal and apprnpriate ml Of excapsent. 
Colpowd Cl, US e I I ace Ca. 
oLO 11 Its \ieJs 
c;y,teales tatsisrea hydehJaae, Sol. IS) gas. I_ct SIr. 1 
(asses If ornaised) 1S t go 

50 cayststLItt "none hydreshlends . 
a. Susetleed) Starts 

Sap]eL,e ASS Cr AS:, C! At a! BT us CT 13. ess. 
Part I 

Preservative is diasolved in the oil, and the solution 
DIRECTIONS 

sterilized by filtration. The sterile soLution is railed into as 
visla and the vials sea] ad. Titese vials will he packaged Weigh the Suppootre Or diluent in a container SuIt 
With the vials of Part II as ootopanion package We for heating. Melt (45 C. temperature) over a hot 

water bath for approamiatety two Al or until there 
Pars II is a clear solution (microwave oven can also be used 

0.5 to 1.0 gas. of crystalline ceftiofur hydrochloride so derelop of the water bath). Steritize by filtration. Add 
or sterilizes crystalline ceftiofur hydrochloride is peck- sterile crystalline ceftioftar hydrochloride and stir until 
aged in a aterile glass vial and the vials sealed, If the diapersed. Pour the mix into the cad mold. After two to 
crystalline ceftiofur hydrochloride is non-sterile then four tnlnoree, the surplus of the casting is eLiminated by 
the packaged vials witi be sterilized by Cobalt to irradi- scraping. The temperature and time Of cooling must be 
silo.,, is governed according to the hype of formula. The csrcu-

Prior to dosing appropriate amounts of Put I diluent doing cold air sltotsU come in contact with all faces of 
Aid be sdded to Part "sterile powder sad shako n until the mold. Release from the mold must be gent tt. Slide 
uniformly riced suppositories can he manufactured with sterile raw 
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[4] CON’fINUOUS PROTEIN FOR THE 
PREPARATION OF SEMISOLID 
DISPERSIONS 
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A &n,ionIhnuoLsS or conhLnlSO(La prdeem for preparlisg 
nilsoIjd diapcnioas is provided wherein 018 ajd Water 

phases are tircWatth from a single IMSJ tlrou2h a 
stem ofmixert s.,d hoogenfzers low  di pIion is 
obtained. 

4 D?l.5zs P6m1rn 



4,299,501 
3 4 

of  the ingrediettts are not soluble ii, either phase. they 
can be suspended in the Loathed cuts isbn. EXAMPLE 2 

Thf7 aqiscocs phase acrlty incladee ebovt Is to  
about 90% by weight or chief and from about tO to L11tiaUn8 Jelly 
abou L 30% by com r carried ts emollients and/or a lejtdisnii 
precers (I yes. Other ingredients which can be present CMC i_,5, not 
At the sq iieous paaw mature anti fusm agents, pttarma- K&t LV .05 

CO ut wet art  par fumos and dye,, for exatti pie. 
Mhytpsrsten 0.15 
Ppylsss Curve 3.7 

em ulal 63cr can be tneluded in the eq ueotje phase to 
GlySS?i C 11.23 

and/or the oil rhase separately or mixed with the two Palasslia act sEts 003Add 
pirate. Eunutsiflcta vsitab%4 for use i ttsc psasecit Pro- 

I an 
wear 7a 89 

case Allude those of he anionic, cattonto and itoatonic 
type,, all of which are well known to those skilled in the 
art. ii Procedure 

Other ingredients which cais be included In either or tie water (at 75 C.) ,it the boric acid are added 
both phuses separately or mixed with the two phase into the main vessel. The mixture is oirculated through 
include film-forming egoists, aswingenly deodorants, the bypass loop untit a solution is Formed. To this sole-

yes, perfume, opaciftera, anti foam agents and sot vents. ion. Kelgin LV is added mid the mixture is circulated 
11w ad totages of the ptessnt rImem, ctei The 20 again utii3l the KeIg3n is comp3etely dissolved. � 

prior art snvetttjo ti, include the eliminaiioit of Annular In the slurry Milk, a slurry of propylene glycol, glyc-- 
,is tanks stash agitation systt elirni nation of transfer ern. Crate and methylparaben is prepared. While the 

ii reqUired for aliens the oil and water pleases, in- mi ’ture is circulated through the homogenizer, the 
created process control and Heater process latitude slurry is transferred to the resin vessel and the tircula-
The letter two advantages are obtainable through soon.. 

21 it,, 11 mattitained until a solution is rormed. During this 
vtston of a eompt CIt man efaetunng process in to a series circulation period, the tempetture of the )ethy, a Avon,- 

of ,it operations which can be easily defined and con- tamed at 70’ to 75 C. until all the solids are in solution. 

t,oiait. The pincass dest7itrA above Is essentithlv a ’riste antauork w At the aid GI the beat cdssset. 
cooled to 30’ to 35’ C. to form the lubricating jelly. 

Sc tit icon tin uou procass, however, the process cal be 30 
made continuou, by adding to the main vessel an EXAMPLE 3 
etxousss of the nix nrc of aqueous and it phases equal 
to the smount of product withdraw,5. 

rltr following examples illustrate how the invention 
% 

as carried into effect but is not meant to be I uniting on Asarirs Pasas 

he invention RICO, it pull be obvious to those Skilled in 
PCdfxt waIsr 738 
gentle Add 02 

The art how ieatiuoa ihensrn cast be made. 01 ft. 

EXAMPLE I 
travel I Sierras. 200 
Pegarel S ot.at. 10 

40 assay adreral oil to 

ts (tr/rs 
AsseonsPh. 

. Procedure 
Its  sea Wall 751 � ’Ilie pegoxyl 7 stearate, peglicol 5 oleate and heavy tesasia Acid 0 45mtrterd ti ate mtae asbe talent melted a,sdiitstsd to aid 

180-F  Hot psarified water (ISO’ F,) is transferred to the Haved r Sirs ’tin An  
real Ill 5 O7cate 3.0 

main vesacl and circolatad through the homogenizer. 
5{ecy Mi artal oil 30 ’The betuoic acid is added to the water sad the ,flisttlre 

is circulated until the teneolu acid is completely due 
solved. The temperattste ofthe soltateon drops to 163- F. 

procedure The oil phase is added to the water phase and the tem-
perature in the main vessel upon completion of the 

The pegoxyl 7 steal_ate, peglicot 5 oleate And heavy addition rises to 167 � P. ’The Iwo phases are circulated 
ttu’tetai oa ate atceed while baIsg melted we bested to through the homogenizer ALL an emulsion is formed. 
off F., Hot pu dried were, (120 P.) is transferred to the I The emulsioti is withdrawn from the circulation system 
main vessel end circulatesi through the homogenizer, through a heat exchanger at a temperature of 10’ F. 
The benzoic acid is 5 dded to the water and the mixture 

. Samples of the product are taken periodically front the 
it ct re u ’at ed until the benroic acid is completal 

y 

djs batch as it passes through the heat exchanger. 
,A ,rd  The tenaperat arc of she toluit ion stays at 120- F. 
’I he Ill phase it added to the water phase and tine tern- 

60 EXAMPLE 4 

F eras are in the ansi n vessel upon completion of the  
addition risea so (23’ P. The two plasset Mt oiieulsted Pr. 

% taAel 
roL-gh the homogen 5cr until an emulsion is formed, oil ships 

’l’he crc ul s,on is "thing" rawn from thee circulation system 65 Mireral Oit 250 
through a heat exchanger at a temperature of 90 F. Mieroatysislam Wss too 
.Ssmpl as of the product are taken pesiodicalt 

y 

from the 
MAN Aicehal 10 
Mined maths Aloahais too 

batch 01 it passes through the heat ... banner soon.. ssaqsialrats 3.0 
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Como resultado del examen de fondo, realizado con fundamento an er articulo45 do 
Is DecisiOn 486 do Is ComisiÆn de Is Coniunidad Andina, sole comunica: 

1. Docurnentos estudiados 

1,1. DescripciOn: Folios: 50 a 87 come so radicO inicialrnente 

1.2. Reivndicaciones: Folios: 88 a 92 come as radica inicialmente 

13 Prioridad: US 60/434985 del 19 de Dicienibro do 2002 
US 101687,986 del 17 de Octubre de 2003 

2. Objeto de a invenciôri 

� Tjtulo ’COMPOSICIONES FARMACEUTICAS DISPERSABLES". 

El objeto de a solicitud do Is presents invericOn consiste an  

� Reivindicaciones I a 10: CamposIcIOn farmacØutIca 

� Reivindloaciones 11 a 12: Articulo do fabricaciOn 

� Reivindicaciones 13  16: Metodo do tratamiento 

El problems planteado or eta sol(cLtud es is necesdad de desarrollar 
composciories farmacØuticas novedosas pars ser usadas an el tratamiento de Is 
mastitis: as cuales rnuestran estabilidad quinlica y/o fisica prolongada. 



Pare resolver este problema tecnico, la solicitud an estudlo proportions una 
composioiori farmaceutica y Un erticulo de fabricaciori. 

El objeto do Is invention detinido anteriorrnente Se clasifico de acuerdo con Is 
IPC: A61 K 9/00 

3. De Ia soJicitud do Patente 

3.1 Reivindicaciones (articulo 30 D 486) 

� La Reivir’dicaciôn 1; no as clara ni concise, porque so relaciona con 
grupos de sustancas y no con Un components especifico. Tenet an 
cuenta quo una composioiOn se debe caracterizar per cada one do Bus 
oomponentes. 

� Las Reivindicaciones 2! 3 5 y 7; las cuales son dependientes de Ia 
reiviridioaciOn 1, adolecen do lafaftadeclaridadyconcisi6ndela misma. 

� Las Reivindicaciones 2 y 3; no estàn soportadas; porque a Unica 
sustancia antibacterlane menciorada an el capitulo descriptive as at 
Ceftofur (cofalosporina de tercera generaciOn). 

La Reivindicacion I: la palabra y10 expresian: ’sustancia antibacteriana’, 
’aceite arifipatico, vebiculo no acuoso’; no son pre&sas, per tanto no 
permiten delimitar la nateria a proteger. 

Per Ia anteriormente exonerate, as precise requerir al interosado pare quo 
seæale al alcance de an invenciOn. 

4. Uriidad do invenciOn (cripple 25 D 468) 

En las raivindicacionas 11 a 12, Se considers quo las partes quo confornian el 
Articulo do fabrcaciOn quo comprende un recipients o dispositivo de distribucion 

40 qua tJene ma pared permeable al oxigeno, y qua contiene an so interior la 
composiciOn no poseen una relaciOri tecnica entire Si! quo las haga 
dependientes. Y qua una pale necesite de la otra pare poder coexistir y set 
consideradas come un solo concepto inventive. Ya qua el Arilculo de fabricacion 
tienen varies gropes inventivos (folio 66 del capitulo descriptive) come 
recipientes y dispositivos (jerIngas), boquilla do oÆnula, el envase, al empaque, 
Its instrucciones, los medics de dosificacion etc. Portal razan Se considera qua 
el Articulo de fabricacion no tiene unidad do invenciOn. 

En consecuencia esta Oficina recomierida qua las reivindicaciories quo no 
guardan unidad do invencion an si mismas Sean elinilnadas del alcance de la 
Fnvenciôn. 

5. ExcepciOn a Is patentabilidad (articulo 20 D486 literal d) 

Las Reivindicaciones 13 a 16, reclaman metodo de tratamiento, y de acuerdo 
con la legislaojon Colombiana, estos no Se consideran pars proteccion per 
patents. 



6. Qeterminacion del Eatable do la Tecnica 

La fecha qua Se he tenido an cuenta Rare determiner el Estada de Is Tecnica as. 

Fecha de presentaoJon do Is solicitud prioritaria: Diciernbre 19 de 2002 

leniendo en cuenta a fecha indicada so consultaron las bases do dates y los 
arobivos con quo cuenta Is enticed con fecha its publicacion anterior y So 
encontraron as siguLentesdocumento%que antcpan el obeto do eMa soicaud; 
aclarando, qua esta busqueda so realize 6nicamente para equalled Peres quo 
parecen ser olaras y/o concisas: 

F N° l�� Documento - Titulo  l Fecha do publicacion I 

Dl 

- 

US 4902,683 

____ - 
CRYSTALLINE CEPLOSPORtW Febrer 2Odei 

. HYDROHALIDE SALTS 1990 
CONTJNUOS PROCESS FOR THE Noviernbre 10 do 

D2 US 4290,501 PREPARATION OF SEMESOLID 
1981 

I DISPERSIONS 

7. AnØlisis do patontabilidad (articulo 14 D486) 

7. 1 Rival inventivo (articulol8 D486) 

Reivindicaciori 1: Composition farniacŁutica 

CARACTERISTICAS ESENCIALES 
- Dl US 4,902683 D2 = US 4,299,501 

� DE LA SDLICITUD COLOMBIANA 
No. 05-057688  

CcrnposiciOn tarmncutica, que 
_____________________ 

Composicion tarmacØutica. quo Composicion arniaceutica, 
oomprer’de comprendo: (dispersion semisOrida)quc 

con, pren de: 

a. Aceite anfipatico a- Aceite anfipatico: (000ite de a- Aceite anfipªlioo 5 ojento do 
mono estearatt, de glicerilo) peglicol) 

b cola microoristairis b. Core microcristauna 
c VhicuIo no acuaso C. VeIiouIo no acuoso (Ceite 

de semilla de argadon) 
d. Susancia antibacteriana d. Sustanoin antibacteriana 

(Ceftiofur) 

Oolun,nasl2ylsdel .. - 

ComoosicOn Farmaceutica 

El estado de Is teonica mas cercano as Dl, ya qua divujga una composiciOn 
farmaceutica estable, pare aplicaciôn via parenteral entre otras; y Is cual as 
utilize conic antibiOtico pars tratar infecciones bacterianas an aniniales. 

La solicitud as diferencia do Dl, an quo Østa, contiene care microcristalina; 
mantras qua Is anterioridad no. 

No hay evidenoia do una ventaja tŒcrlica, par Is presencia de Is care 
rnicrocristajina; ni tampoco hay evidencia, qua Is cornposiciOn tarmaceutica 
reclamada sea miss estable fisica y quimicamente. 



El Problems TŁcriioo Objetivo de esta soliotud es desarrollar composioiones 
¶ercŁuticas alternatives para ser usadas an e t,etamen&o vie Is mastS. 

D2 divulge preparaciones de dispersiones semisolidas, las cuales contienon 
rigredientes coma Ices Is oem micracristalina. 

Pci lal razon, Is soicitud comb esta reivindicada se considers obvia, porqLie 
para Un experto en Is materia qua tongs due desarrallar composioians 
farmaceuticas alternatives y conozca las cornposiciones divulgadas an Dl 
incjuiria la care n,icrocristalina do D2, card obtener Is composicion do Is 
inveflCion. 

For tanto, Is composicion tarn,aceutica reclamada en las reivindicaciones I a 
10, no tiene Nive! lnventvc. 

8. ConclusiOn: 

Los requisitos de patentabiNdad de Ia presonte solicitud so encuentran afectados 
. asi: 

Docurnento N Reivindicationes a(ettadas Roouisi%o que abate 
US 4,902,883 1 a 10 [Nivel Inventivo 

02 I US 4 299 501 1 I a 10 Nivol Inventivo 

En cumplimiento del articulo 45 de Is Decision 486 de Is Comision de Ia 
Coniunidad Andina, Se Is indica quedebedar respuesta dentro del terminode 
assents dies contados a partir vie Is techa do notificacion de Is presents 
cornunicacidn. En caso de no dar respuesta al presente roquerirriiento, 0 Si a 
pesar de Ia respuesta subsistieran los impedimentas pars Is corrosion, se 
denegarØ Is patente. 

Notifiquese ci presente aficlo contormo a Ia dispuesto en el articLjlo 8 do Is 
resoluciOn reglamentaria No 00210 del 15 de enero de 2001, advirtiendo qua 
contra Øl no procode recurso alguno en Is via gubernativa. 

10 

ALFX CARMEN ESPEDES DIE VRGEL 
Jefe de Dvisió/de Nuevas Creaciones 

El anterior )querimiento tue notiticado par fijacion an lista, de fecha 
16. OCT. 2UO 

EXAMINADOR TECNICO 
CEft4CEPTC TEGNICO 1o. 225 Código No. 202060 



Industria y Comercio 
UP ER’ N TEND EN CIA 

REPUBUCA DE COLOMBIA 

SUPERINTENDENCLA 0� INDUSTRIA Y COMERCIC 

RESOLUCION 0 0 9 18 2 
Por Is cual as rilega ma patente de invencion 

Rad. PCT/05-57588 

EL SUPERINTENDENTE DE IPJDUSTRIA Y COMERCIO 
En ejercicio de sus facultodes legares, an especial de las qua Se corifirieron an el articulo 

3. numeral 30 del decrelo 3523 de 2009! 

� 

PRIMERO: Que Is solicitud de patente de nvencOn titulada COMPOSICIONES 
FARMACEUTICAS DlSPRSABLES, qua corresponds a Is solicitud interflacionsl 
PCT1US2003/03508 de fecha 11 do dciembre del 2003, fue radicada an esta 
Superintendence eli 5 dejunio del 2005 bajo er nImero 05-057688 -00000.0000 para que 
so iniciara a lass naoonal an virtud del Tratado de Cooperacion an Malaria de Patentee 
KPCT. 

SEGUNDO; Que efectuado el examen de forma an cuanto a[as requisitos qua debe Periar is 
solicitud y cumplidas las exigencies legales Se ordena publicar S extracto sin qua 86 

hubiern preEentaQ oposiciones par parte de terceros. 

lERCERO: Que el articulo 45 do Is DecisiOn 486 de Is Comision de Is Cornunidad Andina 
ostabrece due : "Si Is aft foe nacionai competonte encontrara qua Is invenciOf, no es 
pstentabe o qua no cumpfe con aiguno do los roquisitos osaboodosen esto DecisOn pan 
Is concesion de iel patente, to notiflcar a) sollcitanto. Este debabbe responders to notificaciOn 
Centro del p/azo de sesenta dies contedos a padir do Is fec/rn de Is notiticaciOn, Este plazo 
podrÆ ser prorrogado par JnO sold yez por tin p8rIodo do (re/me dies ad/ciona/es. (..) & Of 
sodtante no respondera a Is notificadOn dentro def plazo sen&ado, 0 si a pesar de Is 
respuesta subsjstieran los impedimentos pars Is concesiou, Is of/dna nac?onal competente 
danegara Is patente. 

CUARTO Out reaizado el examen be ¶ondo. se requio & soici%ante en los tØcmnos del 
artculo 45 de Is Decision 486 de Is Comisiorl de Is Comunidad Aridina, dare qus presenters 
respuesta alas observaciories de carcter tØcnico vsibles a folios 150 a 156 d& cuaderno 
administrativo, raracionadas con Is patentabilidad 0 cumprimiento de los requisitos 
establecidos por esta Decis6n pam a oonceson de Ia paen%e. Frentea dChO requenmiento 
no hul)o pronunciamiento algunopor pa1edeIsotante par cue] esprocedente negar @1 
privilego do patente solicitado con funthmento sri lo dispuesto an el articuFo 45 de Is 
Decision 486 

Soda Ceniro: Carrara 13 No. 27-00 PiSos 2. 5. 1 y 10 
Sede CAN: Ti 40A No 38-50 Cor,lJtaoy: 5870000 

Fa, 5870284 LIr.ea Cl e000-gloIes 
Web: Nw. sov e’m ii: uonvcdovc 

Boot 0.0 - CoFombla 
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Industria y CornerS 
SUPEINTENOENCPA 

REPUBLICA DE COLOMBIA 

SUPERINTENDENCIA DE INDUSTRIA V COMERCIO 

RESOLUCION C) 91 8 Z 
Per la cual Se nioga una patente do invenciOn 

Rad. PCT/05-57688 

RESUELVE 

ARTICULO PRIMERO: Nagar el privilegio de patente de invenoiOn pars la solicitLid 
carrespondiente a !COMPOSIC ION ES FARMACEUTICAS DISPERSABLES!, qua anted an 
fase nacional an virtud del Tratado de CaoperaoiOn an Materia do Patentes (PCT). 

PR11CULO SEGUNDO: Notaicar personalmente & cantenido de Ia presents at doctor 
Carlos Reinaldo dane Garcia, an sit calidad do apoderado do PHARMACIA & UPJOHN 
COMPANY! o a quierl haga sus veces, entregandole copia de Ia nilisma, advirifØndole que 
contra ella precede el recurso de reposiciOn interpuesto ante el Suparintendente de Industna 

Coniercio, at momenta do Is notificaoiOn o dentro do los 5 Claus hÆbiles sFguientes a ella. 

NOTIFIQUESE V CUMPLASE 
Dada an Bogota, D.C.! a Los 29 FEB. 210 

EL SUPERINTENDENTE DE INDUSTRIA Y COMRCIO (E), 

Doctor 
CARLOS REINALDO OLARTE GARCIA 
ftagonal 34 No. 5-28 
Bogota D.C. 

ARLO MARCENARO JIMENEZ 

SsdeConIroC.rre,a 13N0 17.00 P,sos 2. 5. 7y 10 
Se4e CAN; T. 40A NO. 3B-50 Cojim ,jtsdor: 5870000 

F%. %70284 Ljea c,a0-ICe 
Web: .wst e-mar-!Qi94ka 

e000ug o.c. . CoIombi 


