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josE LUIS REVES VILLAMIZARI mayor de edad, idenlificado como aparece al 

pie de mi firma, aboado an ejercielo, titular de la tareta profesional nümero 44655 

del Consejo Superior de la Judicature, obrando an calidad de apoderado do la 

sociedad LABORATORIC FRANCa COLOMBIANO S.A. - LAFRANCOL S.A., 

dentro dol trarnite do Ja referenda, an ejerdicio do lo dispuesto POF $1 articulo 42 

inciso 20 tie a Oecs3On 486 do 2000, per medjo del presente escrito, procedo a 

susrentar y corripŁernentar a oposiciOo presentada an los siguienles terminus: 

I. COMPLEMENTO PE iNFORMAtION. 

La solicitud colombiana 06-106-506 an trØmite, qua so Were a ia obtoncon tie 



dchos polimorfos y Un metodo de inhibicior, de Is agregacion plaquetaris ON en ci 

tratarniento de episodios ateroscicroticos; carece de los requerimientos 

fundamentales pare otorgÆrsele er benefice de patente de invencion, tal y como as 

puede evidenciar a travØs de los siguientee argumentos:  >

li soijoitud colombana an tramite, especificamonte an sus reivindicaciones I a 

Sc retiere a to formas pctmôrcas B, C y Dde acetato to rnetl 

ciorofenil)-8,7-dihidrotieno[3,2-Clpiridina-5(4H)hidrobromuro; como Os do 

arnplio reconocirniento per este deepacho SI polimorfismo, an los tØrminos do 

a Farmacia Practice de Remington1, es la capacidad de cualquier elemento a 

compuesto do cristalizar an miss de Un sistema cristariflO. 

Mi mismo, an Is literature cientifica said claramente definido qua los sólidos 

pueden existir de acuerdo con so estructura U ordenamiento interne, an formas 

cristalinas 0 amorfas; an las formas amorfas las particulas comporientos no 

pressman one dspo&cion interne ordonada one qua as ericuentran 

distribuidas at sear, mientras qua en las formas cristalinas so presents on 

arreglo interno anderodo y regular de (as part(culas que impiica to apretleojØn 

de formas geometrcas definidas. Dc igual manera, as importante resartar qua 

dicha apariencia cristalina a amorfa depends do factores manipulables coma 

son temperature, presiOn, velocidad de cristalizaciOn, cancantracion do 

saturaciOn, e inclusive, Is influencia do sustancias extranas y campos de fuerza 

exteriores al cristal2. 

Como el tama del polirnorfismo as Un tema ampliamente divuigado y discutido, 

es necesarlo receptor qua el descubrimiento del popimorfismo Como propiedad 

de as entidades qurnk.as as a&ribuye at %armaceu&ico Marlin Ennque Kiaproth 

an 1798, as mismo, Is tosis segn Is cuaJ los mismos erementos qulmicos 

pueden adopter formas solidas diversas - potirnorfos - y nostrar propiedades 

fisicas diferentos, as atribuye a Louis Jacques Thenard (1777-1857) y Jean 

Baptiste Piot (1774-1882), to qua indiscutiblemente demuestra quo el 

oncontrar 0 el atribuir a on compuesto nuevas forrnas polimothcas no as algo 



0 
qua se conoxca reciontemente, as una propiedad inhererite do Is molecule y 

qua esta influencia par at media yes condiciones en at one Se encuenkse. 

De iguat Tanana to caradeciración de dicha  iorma cristaina (pe%rnoro), dada 

por los patrones the difraccion de rayos X an porvo y come consta an ajgunas 

de (as revindicSones de is solicaud coIombana 06-106-606, carets S nivel 

nventvo, pues as bien sabido quo a dftraccon de eyes )( corresponds a una 

tcnica an&itica 01I y rutinaria an Is caradei do lotmas cris%ainas En 

otras palabras, Is caracteHzaciOn heoha de las lormas cristalinas por el 

soticitante, en furanor S sus patrones S difraccion S RX (rnØ%odo de 

identificacion qua data de 1912 4) pernhlte a cualquier persona versada en Is 

� inateria identicitar j caratteTizar thversas vahacionos an Is eslric%ura cristalina 

de uris miniscule . Los resultados do un procedimiento de caracterizaciori por 

difraccion de Rx son one roaniles%acion del comportamienlo natural de una 

molecule, an funcion de las condiciones ambientales y domes variables a qua 

esta sea sometida, iricluyendo desde luego Ia orientacian 0 intensidad de los 

rayos, sin qua dichos resultados constituyan de mothers alguna sports inventivo 

de quien realize in procedimiento S identificaciOn5. 

En conclusion, el roporte do tas tormas polimOrfic$s B, C. y D de acetate de 

moth (+)-S-cc-(2-clotofenil)-6,7-d ihidrotieno[3,2-C]pirid ina-6(4!-l) hidrobromuro 

as Un Iiauazgo previsible y no una invencian, an el sentido qua as una 

propiedad inherente a la materia an su estado solids y dicho reporte as el 

simple encuentro de caracteristicas fisicoquimicas qua ya Se sable podian set 

harladas y que hacen parte de Is prActica rutinaria en el campo farniaceutico. 

Ahora bien, as importante tambiØn destacar 10 revelado en Is patente 

americans US 4,847,285, titulada "Dextro-rotatory enanuomer of methyl alpha-

5 (4,5,6,7-tetrabydro (3,2-c) thieno pyridyl) (2-chlorophenyl)-acotate and the 

pharmaceutical compositions containing t y publicada el 11 de Julio de 1989; 

an este documento Se revelan las formas enantiomericas dextrorotatorias de 

Yr The Science and Practta of Phaviccui 20t Edion, Ptadepa, 9k USA, 
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Clopidogrel y do sus sales, cuya actividad farniacologica as a inhibiciOn de Is 

agregaciOn plaquetaria. 

MM especificamente as refiere a as formas enantiomericas dextrorotatocias do 

methyl alpha-5 (4,5,6,7-letrahydro (32-c) thieno pyridyl) (2-chlorophenyfl-

acetate hidrogenosulfato, taurocoPato e bromhidrato, obtenidas do maflera 

on enconaP madame Is reaccOn de on acidic sabre one base an sohjdari an 

on sol,ento adecuado y posterior precipitacjOn espontÆnea 0 Puego de Is 

adicion do on no-solvente. 

En Is ocltimna 6, lines 64 a Is columns 7 lines 13, vemos qua Se describe 

� claramente Is farina de obtencion del bromhidrato de Clopidogrel 

dextiorotatoria qua corresponde a: 

empirical fomMüa ci6H60NO2aHBr 

t,’°+59i3  (c-i2.09 5/100 m] aeth noD. 

Sicamparamos a antehor con In descrito an cualquiera de las reivindicaciones 

de Is solicitud colombiana an tramite tenemos qLie Is mtsma crOce de 

novedad ya quo Se esta fronts a Is misma sustancia, as decir, an los dos casos 

as revels Is forma dextro-rotatoria de methyl alpha -5 (4,5.6,7-tetrahydro (3.2-c) 

thieno pyddyl) (2-chlocophenyI-acetate hydrobrornide (US 4,847,265)0 acelato 

de m eti I(+)-( S )-aJfa - (2-c To rofe n i 0-6,7 -di hid rote no [3,2-c] p1 rid Tna-5-(41-I) 

bromhidrato (CO 06-106-506). 

More, si Is supuesta novedad estÆ dada an qua Is solicitud colombiana as 

refiere a las formas ft C y D, as del caso hacar notar no solo lo expuesto a 

haves de todo at escrito sino que, a anterloridad mencionada tiene on punto 

de fusion pars el Brombidrato do Cropidogrel do 140°C, puilto de fus4n 

identico o qua se encuentra dentro der rango propuesto an las roivindicaciones 

5 a 12 do Is solicitud an tramite (140-1430C Forma By 138-1480C Forma C), lo 

qua Ilevarla a pensar we Se trata des nhisma sustancIa, ndepenthenternen%e 

de Is nomenclatura qua se le hays dodo a dicha forma polimOrfica. 0 Se 



As! mismo, as importanto resaltar qua Is solicitud an tramite no resalta al efecto 

inesperado a sobresa)iente de tales poilmorfos denim de one formulacIOn con 

respecto a las formas ya existentes an at estado del arte, y Si asi Ic hiciera, es 

del caso tracer notar que, care cualquier persona medianamente versada an Is 

rosters y Squalls quo as dedica a IS fabricaciOn de medicamentos, to etapa de 

preformulacion as un estadio critico del desarrollo do un medicamanto ya qua 

an esta etapa as definen las propiedades fisicoqulmicas del farmaco fronts a 

Ins excipientes y al proceso de fabricacOn, par tanft, el control o el 

conocimiento de Is naturaleza cristalina del farmaco as fundamental ya qua 

como Se sabe de manera amplia an Ia literatura ciontifica, los polimorfos 

� suelen presenter diferencias an sus parametros fisicoquimicos Y 

evidententertte, I& eleccian de (a forma cristalina 0 polirnorfica debera ester 

dada par Is biodisponibilidad y p01 aquella quo termodinamicamerite sea mÆs 

eatable pare qua or durante las etapas del proceso or durarite el 

almacenaniiento Se den cambios no deseables-

> En adiciOn a los argumentos anteriores, puede argumentarse ademas qua Is 

obtencion de dicha sal de clopidogrel, tampoco represents do ninguna manera 

on motvo suficien%s como pare soIcitar protectiOn ante Is ay de Patentee, 

arrestor qua Is formacion de sales as un recurso quo as ampliamente 

reconocido an Is industrial farmaceutica y qua as aplica sabre diversos 

� compuestos, ya sea pare modificar sus caracteristicas de astabiNdad duranta el 

proceso do producciOn, de estabilidad an Is formulacion, de solubilidad, de 

biodsponibiIidad 0 de cualquier otro tipo de consideraciones biofarmaceuticas 

quo deban ser tenidas an cuentas para asegurar Is efectividad y seguridad del 

medicamenlo. 

En otras palabras  Is solicitud Colombians on trÆrnite puede reducirse a Is 

formulacion do una sal do clopidogrel, para aplicarse an Is prevenciOn de 

eventos ateroscIerOticcs argurnanto de Is invencion quo tambien puede 

desvirtuarse a’, como cualquier persona medianamente veisada an Is rnateria 

reconoce, debido a su actividad antiagregaria sabre las plaquotas (debido a 
A. .-(4A, ,,.. � 



trastornos cardiovasculares relacionadas. Prueba de esto as Is ampjia 

cantidad do informaciOn de caractor cientffico° quo domuestra  In aplicación do 

clopidogreJ en este tipo do trastorno, veamos una pequena muestra: 

+ Clopidogrel Antiplatelet Activity Is Independent Of Age And Presence 

Of Atherosclerosis’. 

Abstract: The phamiacodynamic and pharmacokinetlo effects of clopidogrel 75 mg 
taken once daily in the morning before breakfast for 10 days were compared among 
three groups: 12 healthy young subjects, 10 healthy elderly subjects (>65 years) and 
10 otherwise healthy elderly subjects with atherosclerosis, manifested by intermittent 
claudication. Platelet aggregation induced by 5 microM of ADP was measured in 
plasma samples taken at screening, 2 hours after dosing on day I to day 9; 2, 5, and 
24 hours after dosing on day 10; and on alternate days until day 24. The inhibition of 

� platelet aggregation was expressed as the percent reduction in maximum platelet 
aggregation with respect to baseline. The bleediAg time was measured at screening, 
hours after dosing on day 10, and on day 18. Plasma concentrations of 8R26334, the 
main circulating metabolite of clopidogrel, were determined before dosing on day I to 
day 10 and at regular Intervals over 72 hours after dosing on day 10. Inhibition of 
platelet aggregation appeared 2 hours after the first dose, became significant after the 
second dose, and progressed to a steady-state value of 55 to 57% by day 7 in the 
three groups, with no statistically significant difference between groups. A moderate, 
statistically significant prolongation of bleeding time of similar extent (prolongation 
factor of 1.5 to 1.6) was found on day 10 in the three groups. The pharmacodynamic 
parameters generally returned to baseur’e withk 8 days after treatment. Based on 
AUC(0-24th) values, drug exposures were very similar for the two groups of elderly 
subjects but approximately Was that for the young group. The phamiacodynamic 
effects of clopidogrel were comparable in all thre�. groups. 

+ Acute Antithrombotic Effect Of A Front-Loaded Regimen Of 

Clopidogrel In Patients With Atherosclerosis On Aspirin8. 

Abstract: There is a need for a rapid antithmmbotic effect after the administration of 
antiplatelet drugs in the setting of acute coronary syndromes and percutaneous 
inten,entions. Clopidogrel, a new thienopyridine derivative, is an efficient anliplatelet 
agent. However, the standard regimen of clopidogrel (75 mg/d) requires 2 to 3 days 
before significant sntithrombotic effects. Patients with stable annual disease on chronic 
aspirin therapy (n520) were treated with copidogrel either with a front-loaded regimen, 
300 mg the first day and 75 mg/d the next 7 days, or with a standard regimen, 75 mgld 
for 8 days. Blood thrombogenicity was assessed by quantification of platelet-thrombus 
formation in an ex vivo pefusion chamber, by ALP-Induced platelet aggregation, and 
by ADP-induced #brinogen binding. At 2 hours, mean total thrombus area with the 
standard regimen was not significantly reduced. In contrast, at 2 hours) the mean total 
thrombus area with the front-loaded regimen was significantly decreased by 23.168 5% 

hftp:/AwAN slash . unal.edu.co:2OsalmuselservpevMusePeer 
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versus baseline (P0.05). ADP-induced platelet aggregation (with 5 and 10 mmol/L) 
was also significantly (P0.05) reduced with the front loadedregimen at 2 hours. with 
the mean platelet aggregation being 82264.4% and 81.864.5%, respectively, versus 
baseline. Similarly) flow cytonjetry demonstrated a significant decrease (P0.05) in the 
ADP-induced fibrinogen biding (with 0.12 and 0  mmol/L) at 2 hours in this front-
loaded regimen group (36.162.0% and 53.269.3%). I/i’ith the standard regimen, platelet 
activity was not significantly reduced at 2 hours. Our data suggest that a front loaded 
regimen of clopidogrs added Is aspkn achieves a significant anVt hyornbotic effect at 2 
lieu’s in patients with known atherosclerotic disease on chronic aspirin therapy This 
provides a rationale for using front-loaded clopiuiogrel in combination with aspirin in 
percutaneous Corona’y interventions. 

� Clopidogrel: 1-lemorheological Effects In Subjects With Subclinical 

Atherosc is roe is9. 

Abstract: The usefulness of Clopidogrei as inhibitor of platelet aggregation has been 
demonstrated, but its effect on heinoreological parameters, such as whole blood 
viscosity at low and high shear rate, red cell aggregation and deformability indexes, 
filterability rate and deforrnabilitty of red blood cells has not been studied. This study 
revealed that, in subjects with impaired blood theology and ultrasound evidence of 
atherosclerosis, 3-weeks treatment with clopidogrel (75 mg daily) improved blood 
viscosity at high shear rate and other hemorheological parameters, including red cell 
filterability rates and dynamic red cell deformability index (pot 01 for all), without any 
unwanted side effect. Blood viscosity at low shear rate and red cell aggregation index 
improved after only 1-week treatment, and the reductions were mantained after box 
and three weeks (pcaOl). These results indicate that, similarly to another 
Thienopyndine such as ticlopidine, Clopidogrel may have a positive influence on 
several hemotheological parameters) thus exerting its protection not only through 
inhibition of platelet function, but also through changes in the hemorheological profile. 

Mi mismo an el FDA Electronic Orange Book Se puede apreciar qua Se ban 

aprobado formulaciones farmaceuticas de clopidogrel an su fornia de sal 

Bisulfato10, veamos: 

Search results from the OB Fix" table for query on 020839. 

Active Ingredient: CL.OPIDOGREL BISULFATE 
Dosage Form;Rcute: TABLET; ORAL 
Proprietary Name: PLAVIX 
Applicant SANOFI AVENrIS US 
Strength: EQ 75MG BASE 
Application Number: 020839 
Product Number: 001 
Approval Data  Nov 17, 1997 
Referents Listed Drug Yes 
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RXIOTC/Dl$CN: RX 
TECode: AS 
Patent and ftchisivity (nto for this product. View 

Active Ingredient: CL.OPIDOGREL BISULFATE 
Dosage Form Route TABLET; ORAL 
Proprietary Name: PLAVIX 
Applicant: SANOFI AVENTIS US 
Strength: ED 300MG BASE 
Application Number: 020839 
Product Number: 002 
Approval Date: Sep 20, 2007 
Referents Listed Drug No 
RXIOTCIDISCN:FIX 
TE Code: 
Patent nnd Exclusivity Info for this product: 

) Pare terminar. Ia solicitud colombiana an trØmite reivindica, especificamente an 

sus reivindicaciones 20 y 21, Un metodo Para inhibit  Ia agregacion plaquetaria 

quo comprende Ia administraciOn a un paciente necesitado de esta de una 

cantidad eflcaz de unto do los compuestos descritos on reivindicaciones 

anteriores -poJimorfos B, C y D de acetato do metil (+)-S-cz-(2-clorofenil)-67-

dihidrotieno[3,2-C]piridina-5(4H)) bidrobromuro- pare reducir los episodos 

aterosojeroticos; con to cual dicha solicitud, incurre directamente an una 

improcedencia do patentabilidad, ya qua coma Ia expone claramente el literal 

in del articulo 20 del capitulo 1 del titulo II Wa serón patentables ( ... ) d) los 

metodcs torapeut;cos 0 qwrUrgicOS pare Cl trtamiento humane 0 animal, asl 

coma los mØtodos de thognostica apUcados a lot sores fiumanos 0 S 

an/males. 

MI late cases, y con fundamento en los argumentos expuestos a to largo del 

presents estate, respetuosamente reitero la solicitud pare quo su despacho Se 

abstenga de conceder el privilegia do patente solicitado y ordene en 

consecuencia el archive del expedierite respectivo. 
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Ill. ANEXOS 

> Abstracts de Its articulos cientificos mendonados an at atapte de Nuevos 

Arg umentos. 

> La patents americana US 4,847265, titulada Dextrorotatory enantiomer of 

methyl alpha-5 (4587-tetrahydro (3,2-c) thieno pyridyl) (2-chPoropbenyl)-

acetate and the pharmaceutical compositions containing it’ y pubPicada el 11 de 

Julio de 1989 

> Cope de Ids resultados arrojados par el meta-buscador de 

httpJfw,w.sir,ab unal.edu.co:2080/muse/servletlMusePeer reracionados a 

Clopidogrel y ateroscierosis. 

S> Copia de las paginas del FDA Orange Electronic Book con Is inforniacOn 

pare rnethcamentos aprobados pare Copidogrel. 

Seæor Superintend 

JOSE L REVES VILLAMIZAR 
CC. 79152.473 de Usaquen 
1.P. 44655 del C. S de Ia J. 

S 
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the I 0I) also Iowa to a proO Is, F" A’ prcpfl-
tkcl of yed, compowid scartg from the racemale nd 
d" plant mfl1,1rà5 0. 
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The pri in en ion thus relates morc parlw are 
DEXTRO-ROTATOIZY ENANFIOMER OF to the F3ydroeea stilfece, the roohoa,e sod the bydfo-- 

____ MEnryt A1PH45 015V  (3,2.0 bromide of he derro-rocatory enantionier of rued’ 
THTENO PYIUOYL) uLpba.5(4,i7-Lezea].ydro(3.2-)thie0O pyxidyc) 2-

2RLOROWEt-Yfl &CEIATE S4T WE 5 cblotopliejiyl)-acesats. 
PHARMACZUHCAL coMposrryols .Tlgse alt& are prepared in a tsiidsrd naniler by thc 

CONTAINING U action of the c rrcaçondin acid on the base on soluriou 
I sol’,ent from which they prcccpi rate ,pontaneoueI 

flue prmexlt iineotioo relates to the dcxfr-tobto ur for addition If  nost-vjl,,niut of the salt 
ee,tioaier of adessyl ihac44tnIss!oot. U The deo-rotstory isomer of met,yl pa-i4i,6l. 
c)(l,kno pyrMyl) (2-chlorophceyO-acetate, a procI4 estrahydreo.21 }th kno pyrid yl) (2-1h rorophenyfl-ace-- 
for ira preparation sod phar asestiost conipoai’ions An cast be qyyFAd by decreasethe salt of the racetno 
,,armirydrit it compound with oai opticalLy anti’e and in II 

The compound of the loveodon corresponds to tilt reycatetd racrystal Iinations or the or, unui a prod tst of 
od,nni,ay 

rotmeula On LI tOISSU8M optical rotatory power Ia *tained, loIkwc 
by the tthetscion of the deatro-rotatory somar from tm 

000cHs to At, by a baMU if reotsired, a At is rormed between the 
- dexu-rotasosy isooter I’d a phsnnacetttint ly accept-

Qsib
 scM. 
flic opt.My I’ll, .14 me, s artcsgcoidy bc 

evo-rolatory campllOr-lO.sUlfollie and. 
� One t the moe solvent may be med for salt form,. 

in which the C is an asymusersic carbon .toi,, in f_ Lion and rectystauiration: acetone is culesity duited to 

this formsa rcprsacstth both the dedrororasory mole- IS tiny 

sue claIaue as wSl as ma levorotatory eoantiomer. The ctonl, k/orotMrsey oamplior-rn.sthfonic acid of 

The mcemu mature corroodLo to this knows. Fontula(tIi) a allowrd to Iacocca 55, ncr’ salvtitt wtrh 

desathed in the French tenL ubMsttoa pubilthol the raoeosio VS of Formisla (I) accorditte to the 

usdeT rho No. 2 530 247. Mereaflr the dexoo.rotston, followlaig racttoo anheniet 

cnaoos,xr claàtttcd according to he in,etdo* will be so 
Interested by lasud th&evo-rotarory ennnbomt by l Owen3 

It is kjioien that the optical rotatory power of accord  
Parent depends on die 1o41eot La which it te zteastarcd 
and on its concsntration in tithe solvent The optical 
rotatory power of the deoro-rotatory soita attordua,g 35 1 

asuc not 

setH ’0 

((to 

OOCR5 

cC?C 
OP] 

At formation may Pc carried cot is soh?tnts snob ss 
ajoohos, ketoaes,dinletLtylfonaesidt, The salt pre,i-- 
ist, epOntanmlsaly or is isolated by pal ring out or ev1,-
oratioct of the olvent A rnixtwe of two diiawrcotso-- 
mets o?orraiea (Ills) is ?orThc& By repeated reoryttal- - 
liradons fttw a solvent sues as acetone 61 preoupctate 
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a endch& in the She of rIsc dexrro-ro(a(ory isomer Of 

) "Modi U). After each recryrtall muon the Optical Of, 1�dR, 1�d SC]! 

C 2 aS - N ru C rotacoq poWer aap2° of  the pracipitate it rncsaau,ed At 
10 C. in sscthinol a! a concentralio s’ajn btwcen 
1.5 and 2 g/ISO (sal. Wh11n the [a]0W a&)a lai the 
ILL of Forinnie (In) [2 lIberated from the at (Ilk) by 
the attaa al base tach as OS pOSaathaa iTftho-- 
gas 050* (tate 11 aqlcoea media at teoaperawrn ’afy- ID Ol(Lid 

no betwec,i 5. C. and 20- C E’aporario.a of the aitesa 
OF the fIrst rccrysrlflization IV after the ciyaieJs of the AC %PttstS aotutim of the eEtrnouam 5e 

matographed 011 an AniberlLreMN-77 mit, Abu Ey- - 
precip rated bet (lila) It been filtered ofC 81 a oØalization of the Oust, cmpho,- l0-s roio acid of 
mirure ensiched S Ohl salc of (JO enalatiomer. tse IS Formula (It L) is r.covei. 
bssitkatmon of the miatiirc of d slcrcoiaornsnc salts ThC e.atire Leq Soc t,r he priteo,s k sows so he ssso-

with 3 \ucak base such as sodium or potassium hydrogeil Italy below; 

ladbit ma aqoos atton at III 
II) IlL?) 

between 5 C. and 10 C. lead, to a miarsre of thc wo 20 I ’5 era a 
enanhiorners (14) pIlls (It) enriched in the I, ‘L
ananuomer (IL). ryaty 

This misrure (14-F (It) eartohed in enandoaler (Ii) it  
allowed to react with dtstro-rotator catbor-I0-sui- U 

II,’ 
$SMCOJ I 

fonic acid hick will be dmialiicd as (us) in a sofreot I aenti.ie ._ 
accordin  10 al, roilothng reStion ss7hane: 

V 
111(51 se 

CNl 505 H ICI atka alJe .0J sa1(ystd IiwI[2?! 

I N.HC0J 

mill tte 

- 1111.2 

1151 F 115 Is ’ib’d,ibood, 
at,Le5r 

] 
Sc siii:t it II 

IiLk 110 tt’ 
it ,sa (II) t!’a) 

40 COCCIIa ftyali 

AL IS concncd isto a r by ma of the standard methods; 
Each of be pure enantiornen (1) and (I,) may bi 

cat for eple. the hydthloadm prepared by the 
addition of a .Joe,. of hydso5cn oh bride S.I., di - 

o 

DETh4lNATION OF THE ENANTIOMERIC 
ethyl ether to I solution of (f) or (1t) in diethyb et}aer. 

- SO PURrtY OF TB! ZSExTRO-ROTATORY (11) ANO 
LEVOROTATORY (l,) ENANTIOMERS 

Two methods ha,e been Issed; 
proton NMa tpeCtroopy with the addition or 

The cryabiline mixture oldies eoieomeric salts (Sib) 
pi

rain earth 
obtained is recryslauincd from acetone sjtdl the optical at preasuta liquid cIromatoaphy III a dtireL 
rotalory, powcr [1]o’5 of the precipitate OJOSIL1S 0011 stationary phase. 
CalL A.s prts,iaassjy tacodons the fraboaI rotaror  bad Prow. 4MR apectroseopy, with the addItion It a 

power I#O of the diastareslsomeric bit(11Th) is Se. cbiiral rare carth The ettaotioniedc runty 001 p11 
Ad nty) was deterttsined by ’H 60 M iii,pcetros 

terasined after tech rsctyetallizatioo. Copy in the presence of a rare eartit choral complex 
At, Iibamt[oae of tue reohonieric Ot) horn its seat acccrdtht to of method described by CL M. WHITE-- 
corsird out S, a standard nannt like that for corn SIDES at Si. (1 Al. Cheta. Soc 1974s 9, loll)- 

pouod lie). Leo-rctatory comphot-l0-suirot,ic irs the sunk product (I). the hydrogea artached to 
001515 it the eleftso the ot.tnc 

(Ut ay be 161irsc4 rts,m coosi,,ercislly s.,silsble ant. 65 ILL astnAasdapraian as a singlet chemical shift 8-4 Al 
mown.] campEior-]0.suIlboate of Formula (V) acrd- ppm a CDCi is folot The addidoet of the rare earth 
So to the reacciolt acbeme cornIes t1(ffch tla 3.<tfltluOrOwethYi hydroryasse- - 
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’-coopbonto eartsràm 031A  to the ptohe 
containing a solution of he cematc (0 in OUCh tends 

Wtte tt>cils. .ltp. 15 C’i  
(c 2.075sit X ml wa–tO 

to the rladon of the !id IIIinto two. wdl 
- (b) Cphor- ] sulfonic acid lt of melt yl pha-- 

scperate4 slogleta corrcspoe4ing to the proton of nob 54,5 7-tetnhydro( 7.2.) thieno 
p 

yridyJ (2.chloro-
of the two enentiomert (id) and 0. When the molar j php yl)-ace,aie (SR 25990 B)-
tacit] of rare cart complesJeompound (I) 04 Zhl 72 g (0.0994 mole) of racc,nic methyl slpba-S(4,5 6,7-
MINI between the two IWOMM is about 6 No tetrehydro(3 ,2-ttiletso paddy) K21hlqrophen yi)-aCe-- 

With each If the ovo eaantiomen prepared. (lj) and ON, are diaso lvcd un ISO nil of acetonc 9.15 
z 

(0.0317 
(ti). the smue Palmer was add as for the riceonLe molt) of Ieva-rOta, camphor- t0.euifonic acid (11000 h5-
(I). The smaller chemical shift corTpoLtds cc IN No. 10 drato are addml. The clear date, Is [,It to atend at 
too of the deso-mota!ory naptcomu’ (Lj) and the room WnWeritUre After 4 hoo,i some oryea1s ltae 
tar chaniicjl thift to the to. eotttotv euciotse forui. The Ireland, ititoac ci co toted to SO ]o 
(Ii). and let1 to stand at coon’ temperature rot 24 hoists. Dr 

nit 

precialon of the mtihod was determined by corn- crysials ohtsiocd are rdnird ofi washed with acetoete 
Istat the iji W3 !4U4 NMR acotn twins with 5 sod dc)d jwl& door on the kei If the 1111119 sacm,. 
end without additIon ofthe rare earth compLex for each maLe). 
If ow two enantiomI(l4ae4(l) ia the paresmrtor White cryatals, a p.l95’ C, [oIjsts 1-24.67 
54 mixtorci contains ...tocrealing quantities of one of c= I3% gJO ii; methado0 
the enanhlomets. It was owmeno that it was possible to The crystals obtained above are rcdisioi"td in the 
detectmany more then 5% by weight Of oat enao(Lo- 20 min.inaam of boiling acetone (50 ri). The crystals ob-- 
met in the presasca of the other teins thor cce2Ing r,e ifitered IN washed atl, Soc 

(N) nigh preasure liquid limarernmyroply csiii a tone sod tiled (detd; tt% 
cidrl stations, phase The study was conducted with White cryital%  M.PeI61. C. (oJüte +24.75 
liquid chrosaiarognph HP.1004 5mg aT_tV de ector at MII lfl g/IIYJ mJ; methanol). 
25 ira. Tine chiral ssasionas- phase was DEAE silica 25 (0) Deacro- rosatory me4]iyh sIpha-5(456. 7. tetrahy. 
(IQ ntcrOna) onto which was gntlad aipJu.I acid Or. dro(3,;-c)thietto pyddyl) (2.oMoropbetsyl).ncctate. 
coprotele (0.4X IX ma)) (ENANrIOPAC R.L%). IZg (0.022 mole) or tIle pore product obtained in (b) 
The oasbile phase ciadr or bar aqueous phosphete are dissolved a, minimum ofwater. Afidr cooling to 5’ 

� butoit ttthnse 9rat (NattQ4ts1{PO4>cuntiasog 
aLMofNaadjstntcdto 15% a) 

C. he aqueous aolutioo obiained te made aLkaline w,tli 
a sthiraid aqueous sohidne of sodium hydroren car. pH7.4e annual 

peiaol (Y/r) The flow tare was fixed at 0.3 usI/migute bonata The alkaline aqutous pass 11 extracted auth 
and theiem1etatme of the Santo was assiaataioe4 dichsunreothane. The maw,titasoti oct deard ones 
I..  -----------------------------------ndua toulium siiIfa–e In evanoratks.a of the aol-

TIto Precision of the dsnainaaioas of else opdcal y0m0i .0)ae]tO p,aiuyu, t= -n] isS) Opliei–Ysi ".5 
Pal of the two tstaiitiotmers was estimated by (extro-rotntoy (SR 25950 Ad. 
ohromatograpt,ins each or one two eustioman Wad and 7 g 00 0221 mole) of deatro.romtory methyl aJp bad - 

(ii) orevars IN, alone or as a ,,ncsnJre contajaing 40 klsb.7teaY*o&3sc)thao pyr-dy]) t2-clo-

woreaaint amounts of one of the esantiomns it was pbcnyl>eCetsar are disiolved Ln to t0 of dietlust ethe,. 

obrcrired that it am, oarto detect 30 of to solutIon of IN MCI in diedtyl ether are at 

2% (wei1hu/want) 
, 

and the crystals obtatlsed are riltc,sel off. The ery9tal 

(Ii) are washed s4th dieclayt ether and dried (yield: 941). 

4% (weight/weight) or eanorionier (I I) In enantiottler 45 White crystals, ql.i t 7’ 0., o] d° = + 62.2) 
(0=1.82 g/IOJ ml; methertol). 

for these cidieiotas it any be concluded User the (C) Tie hydsogen atelfate of desires -rotatory aren’t 

oprleel purity of the two easoriomera (14) ajad (Ii) tt- alpha- 5(4, 5&7-tetnhydro(3,2-0)t hieno pyddyt) (2. 
chlorophtnyl)iceLate (5R25190 C). 

IX nil of saturated or anlurton of sodium 
for lie dextro_roistor, enantiomer 04) and at least bicarbonate art Not to a tuspemiora of ZCO s of SR equol to 95% for the levo.rotsaory,  s tiomer (’ 

’The 15990 liEn 800 It of dichioromechrsle. Aflet igoroua 
foltowing essu7ples are oon-rst&ctive arm are shaidrag, the organic phase is separated, dried owr, to pruscated to illua.nw he present inveotnon. all sulfate iad the sol,,eat it removed uttder radioed 

EXM4OLE I itpremnee tie reai–ut M danowsd it IX at of ioe.coJd 

Salts of deseso-rosary acetne and 20.7 Wj of cojtcentneted sulfiihc nctd 

methyl-alp a.5(4,5,617letrahydro(32.c)thkao ml(9344% , d 1.13) axe added drop-wift. The precipitate 
t0t555ed in inaIaed by ttlas000ra sons teased to 11, t,(20 

(2.ehlorophenvo.aeeaste ml of accainA than d_itd a a vaoaiin osrea at IT C. 
by, levorotatory, casaphor- I C.sutfonic acid so II’ grains of inalydeally psiie white 

p ryscals are 
&cunoftmrn5i-77 ,t&OIEnpTS,sxed ana obniaed � s uuehmg point ol the C. £,npLeisnl 

tested by pasthag IN hydrochloric add through it and fotmuta; Ct*MiCCINOSS.H2SOe [e]015 tO 
rho, by ’"hog this coluans of acidiflcd reds and (cL39I 

to 

ml; methanol). 
ªsotty arash watts. La4-’otenOry sumamniunt Ca hou - (i) Tbu ITydrobsoseide of 61111111 mstixs it-- 
L0.lfonate is dissolved in a mua,imure of water and 45 pha_5(4,5,617-tCtahydrO(3aC)thietno p9r,dy]) (2-
applied to the colutso of pen previously prepared. chlorophenyl)_acetate (SR 25990D). 
hiution is errieä 01st with ware’. IN, ladd fractions 13U 4 of an aqiseoca solution of sodhent nommall 
containing the acid he lyoplallixa he added to a sisapension of lOg of OR 25990 BM 2X 
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ml I4uFu,,bFwNNb n" Off" obtained after aepa- ace! 
rark,u of thc orgeolo phast dryiag and evaroration or "li 
the snl’,eet il pwyNI,i by ba tt d(etEwl Cr 4tsst’ 
pyl ether aid 4.4 ml of a 44 5 (wt/./) 89 1e0te sc,Lntio a hl 
If hydmbromio add at, added d p.w!te. The pcedpi. 5 F 
Fate f(ineed 11in1bted. At dry iaa L4 4  g of sryit.b Q01 
IN obtained with I me!dat8 id,t of III C. (vicId On 
99%]- aiki 

1].4jo( theec crystal, are NOOIbbiRtIl from a lit- hyd 
ture of iaopropyL ether (1 0] ml) and ieopropauol ]5Q 0 eor 

m]) to tf,, 10.2 
z 

of auslyticui pare hydrobrcoüdt. 

I at 
re 

I be 

S 
thied. 0111 ic crytaIs, Fo.p. 167- C., 

(c!.79 gi300 e,Ji asethanol). 
!tator wbl aIps-S(4,S,&-tntT-ab,-
0 pyridyl) (1’chloropheoyl)-tc  
!04 It of the camphor. I Osaitha Fe 
are dio Lv�d in a mini,,] urn ot wi Fet Tba 
5,1 obtaiu1ed ii cooled to 5  C. and .715th 
ssaoirtsd aieoaz se2atioI c4 sndi, 
tonate. ’flit alkejite iiiau.o as phase a 

oil 

oo2_4Cl.74 (F.58 
- (o) The bydrocli]odde of ievo-ro4atory neth yl alpha-

al 5315  s(4567,]flydco(3 2.c)thieno yddyl) C-cbJofu-- 
ØicnyI$cctate (SR 25989 A). 

Prepared aeootiag to the n,erhod desodhed to Es. 
,mato- 

WON, t(d). Ytld M%. 
FIN 

WON,
cryvaL otp. I 17’ C. [41n1n -6236 

20 (c  I.80 Silo) Of. methanol). 
(d) The by roea Wfate of Le!/0.rothtory nitth1pl’ 

’ andaIr ba 5(4,54 7-tetrah yd ro(3 .2 <tbheao Trial) (Z. 
Tile ObTnpkltn,i)at%tatt (SR 25989 C). 

sulfate lt70
 g (0.26 atole) of the osmphor bu locate SR 29$9 

ited I 25 B obmlncd are eaced OF dccrib.d in (a) aboc with a 
;ole) of arutated a]ueOt$ solotiot of sodium bicarbonate in ti’s 
aol sit preacace of dicifioromethane. The orgatic phase is 
aighs separated. a,j,a oer maim, aNO, and esaporated Its 
e. The dryas. ’rite redue [5 lslccn LIP lii 300 ttil of aceroile 

of 10 an4]] all IF t26 INIP &oaucentrated taJfut–cae4are 

[a]o5� 3fl1 (cwl.I ,’lC0 ml or methanol). roemedere rtlrered by Of wasted 7irh acetoaC. 47.8 
CiCmS.Cato,S C, ti N Out in 0f white crystals are obtained. !ll.p.=]%2 C. 
asrcemeat ’th theory. lo1d° - 1.61 (C 2.044 /!th3 Of methanol). flic 

EXAMPLE 2 
35 amilyaia (CR,–O art in arecmeer with luboly 

Salts of l.so-rotatory mathyl 
PHA.nfACOLO43rCAL 

STUDY 

apha.5(4,&1ie,xaltyªr0O,2.c)thicoo sytidyX) The platelet ilVCSatlofl iXthibiOO8 aGtVtY ai,d tI,c 
(2.CNoPhetyl)-cetarC rosicity of thee sew coanpounth were Compared tO 

(a) Sa’t of d-camphor.tts-st,Lfonic acid (St 25989 B)In 
 thoac of tM Notimm rui descthtd itt CIte 

After spsratioo or st 3590 S in Emit lb the Pa 11131 U59 (FublUcm NO 2 530247]- 
A d ripSot aill nose on given Or the rmi,ltt of tLiit 

eoleot OCtttd rrooa he s0ctuR WIN,5tItted� study which deooaraces another ad’en0age of lie 
T""Old"taken tip in water aid diettiyl ethen invention. tamely that the sat of the des tro-rorato ry 

The etheseti phase is dremttS. The aepseius ph5e is 
-  of ctole In SC. and made ailtalitie aittt a tatitrated did, the raoeic oaiNture its fact, the le,,o.rotatorv somer 

ooa ailtaton or todilani btcarhonats Out It W platelet aggregation tnhibitio8 acity’ 
ma chase orcrote& fifth dtetttyt ertate. ity end ira toaadit is markedly it than that of its 
oxtratla are pooled and dried over anhydaoan sodium qraty homolocue 
aulfata. if fa, nbudo, i’la._’S uwrim,’,  IN 

On evaporation of he solvent as oil is obtained 
- antit3onibocic arth’ities of site componeds Were stud-

With. Ic petified by rtitrethoii Otzoe3t a In of thea 
- in the rat by fen4rd methods 

(.aast rlthyt tt&r). r eo,xltas oU s retteered The afiviey on J, upgrybdon of p(aes indeced by 
coathting of a mixture of about 65% of IS levorota- APP or ooilagn sew deteneitsed cx-vtve. 
tory Lanh–oeier aitd 35* of he destro.mterors toss- The NOdi tiivent ii admb (20) iagJst[) ai4 
t111e4 proportions dctsrmiocd by mes of (00 diluted in ratnooa,iainmgrna nrabio (5ł  -wt/’) were 
MEN) NMK apaomoseopy altar ON addlitoti of eltiraJ, administered by the otul route to 0ruups of live fe,,15Js 
mae nTTh vniiiptea. rare of the CD-COBS &tflis ’e!ghfiig 250-300 g, is 

td.06 g {ft0517 mole) orthe niixluaro thus obtilned arc amounts of lOS ofenspeisic per kilogram two hours 
dissolved in 70 nal of aoctona 7.77 (DM310 mote’ if to hcoart blood aanka eec take,’. 
detctn-Ootatory cainphor-l0sWk,* d aionohyite The blood It were taken from aoSala stuasitit’ 
liv added. The homogeeeous miat’nv is left to stand tized with dietbyL ether by ptmCttie of rue abdonatal 
o’eSghe at roo te,nperamre ’The uaaasis obtaitied aorta aitti placed over a 1.8% aqueOus solutios of SO-
ON filtered IT. weehed with acetone and dried lyleld: diun diode (I vo1/9 ’column of blood). The platelet-
44% based on ON mixture. 05 dolt $lane (at,’ aetwe4 b NnOuNint fl 2fl 

’flat cmtlla obtains arc disailved in a ,pinimum of lot 10 mhiutas, 
refluxiag acetone (00 In!). The precipitate obtained on Agregation is iudtrced by the addition of 2 Ia! Of 
cooling to room tesaperanare ttltc off, washed with gsimppup aoltaiion to 400 pJ or plascier-rich plasa,,a. 
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Tbc 
atingototiues Lee1 w9a-Tribal AMwaybeely yro The roP2ll4 shown II Table II dep,ions(raw oaie 

soltstiou of ADP aisxketd by Boehringer hisanheirn that Only the cttrtv cotetor? isottee iz 04e65 byeos 

(tna cottocol ratton 2.5 a?O, sad I solpjtion of colla5eti the Our, tL.:� co:npartsk ,cti, 
i irs. 

toorketed by $igena (type11 at a oo ett%i0H5 of 045 TABLE It 
/l ) ml in 3% acetic aei (v/v) (tnal eOacnttstcOfi 5 

-QUALF U.S fi/!O-
The agHE3QIt of the handful why 0I beta 

DOSE Tin 114 
 Suet. 

descdbed.jn the e’ethod by 0. V. R. Son UP Nature 
po. aw 

III 

see 96. 
cuct 

g 
41.OPE 111N 

I. S’ (I 71 aIOZ a 111 111 by
 Segregoowtts ci .  -I-/ - 

at 3 Letstpetature of 37 C. aets7doe of 51 ,ptt. 0 I FOR -I-It Is 1503 
&lr $gs gstion with AOP. the 3$gregootek gntr- 4,aeeal1 H.97 7. 2.2 -1 - - O 14 051 

any, I cone representIng 3 plotelet agpeguuon 4 reat  17.9 13.1 H 1.4 / 03 69 01331 

"I’d by a change is opdcat deoticy. tie ttht of IT, 19 310970 ad ’5.50 U -13 50 

cue,/eieddined OS the heblot otagegation. Tbtpe r-TRIPTIN 
. __/_ 17 00 10 76 Q 02 

 �Ua U -/--to� 
rniage of ogTegsuioul is tile relstIoti between the 

r lo 

1.92 4.1 -1- 52 11 it 
gscgaiion blot me22rcd and Lin ya(glit ceeesvoo- 194 2.2 -/ 22 5491 

1.9 IT (thern aggretioax The .The percageorinh9- tO 7.67 1.7 /-01 6110491 

bitioo is aciermused by the relation: IT 
SR Ithent to 3.69 Li / - 0-I 01 001 

20 67 1.1 __/_ 16 UP, 00’ 

COas,et hehS___ee4wS e, bet! . 20 ce,!toIu 1.17 27 
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Actve (gredent Sea,th Resutts horn 08 Hf table for query on cIOpidOqreI. 

2 LW’ 
pp’ Active 

Dosage Stctnqth Proprietary Applicant
 

No 
CodeI 

ingredient Form 
Route,
 Name 

076214 AS No CLOPI000REL TABLET : EQ TSMG CLOPI000REL ��’ApOTEX INC 
ORAL BASE bSULFME 

QAFM AS No CLOPI000REL TABLET; EQ 75MG OLOPDOGREL DR REDDYS 
]SULFATE ORAL BASE B]SULFATE LMS INC 

No CLOPI000REL TABLET; EQ 300MG PLAVIX SANOF1 
BISULFATE ORAL BASE AVENTIS US 

020839 AB Yes CLOPI000REL TABLET; EQ 15MG PLAVIX SANOF 
SISULFATE ORAL BASE AVENTIS US 

FDPJCenter for Drug EvaIuaon and Research 

Office of Gensric Drugs 
Division or Labeling and Program Suppoit 

Update Fequency: 

� Orange Book Data - Monthly 

Generic Drug Product nformabon & Palent Information - Daily 

Orange Book Data Updated Through April, 2008 

Patent and Generic Drug Product Data Last Updated: Jobs 11 2008 
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No Corda Ingredient Bonn;Marne 
Route 

AS No CLOPIDOGREL TABLET; EQ ISMG cLoptooGna APOTEX INC 
RNSULFA7e ORAL BASE BFSULFATE 

076273 AS No CLOP,00GgEL TABLET, EQ 75Mb CLOP!LCGREL OR REDDS 
BFSULFATE ORAL BASE BISULFATE LABS INC 

No CLOPIDOGREL TABLET; EQ 300MG PLAVIX SANOFF 
BSULFATE ORAL BASE AVEJTJS US 

020839 AS Yes CLOPI000REL TABLET ; EQ 75MG PI_AVIX SANOFI 
BISULFATE ORAL BAOE PVE?4TtS US 

FFJNCener for Drug Evaluation and Research 
Office of Generic Drugs 
Dision of Labeling and Program Support 
Update rreet. 

Orange Book Data Monthly 

Generic Drug Product Information & Patent Information - Daily 

� Orange Book Data Updated Through April, 2008 

Patent and Generic Drug Product Data Last Updated: June II, 2008 
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Active rngrent: CLOPOCCREL SASULFATIB 

Dosage Form:Route: TABLET: ORAL 

Prophetaty Name: PV!X 

Applicant : SANOFI AVENTIS US 

Strength: EQ 75MG BASE 

Application Number: 030839 

Product Number: 001 

Approval Dare: Nov 17:1997 

Reference Listed Drug Yes 

RX’OTO/D!SCN:RX 

YE Code: AS 
Patent add Exclusivity Info for this product:Vomw 

Active Ingredient: CLOP!DOGRE-L 8!StJLFATE 

Dosage Form:Route: TABLET: OPAL 

Proprietary Name: PLAVrX 

Applicant: SANOF] AVENTIS US 

�Strength: EC 300MG BASE 

Application Number: 020839 

Product Number 002 

Approval Date: Sep 20, 2007 

Reference Listed Drug No 

RX/OTCIDISCN: RX 

IF Code: 

Patent and Excftisivty Info for this product: View 

FDNGantec (or Coca EaIuaton and Rsea,tb 

Office of cenertc Drugs 

Division of Labeling and Program Support 

40 Update Frequency: 

Orange Bock Gate - MenthI 

Generic Ccu Product cntormalion & Palerit lTdormaircn - Daily 

Orange Book Gaa Updated Through April, 2008 

Paper and Generic Drug Product Data Last Updated: June II  2008 
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Active ingredient : CLOPrDOGREL BSULFATE 

Dosage Form :Route 
: 

TABLET : ORAL. 

Propheaq Name: PLAVIX 

Appcao(: SAHOP AVENTIS US 

Strength: EQ 75MG BP.SE 

Application Number: 020839 

Product Number: 001 

Approval Date: Nov 17, 1997 

Reference Usted Drug Yes 

R4OTC(D1SCt4: RX 

TECode: AB 
Patent and Excruawnt into for this pra4cjct View 

Active Ingredient: CLOPI000REL BISULFATE 

Dosage OrcrAorde: TABLET: ORAL 

Proprfetaw Name: PLAVX 

Applicant : SANOFI AVENTIS US 

Strength: ED 30MG BASE 

0 Publication Number:SSMSA 

Product Number: 002 

Approval Date: Sep 20, 2007 

Reference Listed Drug No 

R0010/TJISON: RX 

Te Code: 
Patent and ExcIusiviw into for thM, product: Ycew 

Return to, Efor-tiourcOurni Bank Sublefulg[R 

FDNGenIar for Drug Evaluation and Research 

Office of Generic Drugs 

Division of Labeling and Program Support 

Update Frequency: 

Orange Book Data - Monthly 

Qeneric Drug Product ntormation & Patent InformatIon . Daily 

Orange Book Data Upaled Through April. 200 

Patent and Genetto Drug Product Data Last Updated: June 11. 2008 
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Active Ingredient: CLOPt000Ra BISULEATE 

� Dosage Fofm:Ro!lte: TABLET: ORAL 
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Applicant: SANO1I AVENTIS US 
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Application Number: 020039 

Product Number: 001 

Approval Date: Nov 17 1997 
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RX’OTCIDF$CN: RX 

It Code: . AS 
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Active Ingredient. CLOPI000REL BtSULFAT 

Dosage Form Route  TABLET: ORAL 

Proprietary Name: . PLAVIX 

Appricant: SANOFI AVERTS US 

�Strength: ED 300MG BASE 

Application Number: 020839 

Product Number: 002 

Approval Date: . Sep 20, 2007 

Reternce Listed Drug No 

R)QOTCJDISON: RX 
it Code: 

Patent and Exclusivity Info for this product: V aw 

FcNcenter for Drug Evaluation and R,sea,ch 

Office of Generic Drugs 
Division of Labeling and program Support 

Update Frequency: 

Orange Book Data - Monthly 

Generic Drug Product lntocmaon & Patent hiRpereal - Dai)y 

Qczn9e Book Oats Updated Through April, 2003 

Patent anti Generic Drug Product Data Lest Updated: June 11, 2008 
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