lﬂmnlmm Feluss 13 'b\‘\

- Fecha (i)}s PONG-12-23 10126008
Tramte 1 010 DCI-PATENT 179 FRGE JCI 229 CONPLEMEN
fegendencany 220 DIVISION Bk MEWS CRIACIQMES

Seflor

SUPERINTENDENTE DE INDUSTRIA Y COMERCIO
E S D

REF Expedients 03-095-518

TITULO SOLICITADO “COMPOSICION PARENTERAL RECONSTITUIBLE
QUE CONTIENE UN INHIBIDOR COX-2"

PUBLICACION Gaceta 553 de 30-06-2005, numero de publicacion
189
L
PRIORIDAD US 60/281,058 de 03-04-2001
SOLICITANTE Pharmacia Corporation
APODERADO Emilio Ferrero
TRAMITE SUSTENTACION DE OPOSICION

J SE LUIS REYES VILLAMIZAR, identficado como aparece al pie de mi firma,
reconocido apoderado de los opositores en el tramite de la referencia, estando
dentro de los términos de la prérroga solicitada, por medio del presente escrito me
permito ratficar y sustentar los argumentos del escrito pnncipal de oposicién,
también radicado dentro del plazo de ley ante esa entidad

I RATIFICACION

Reitero a su Despacho la solicitud de negar el beneficio patentano para la totalidad
de las rewvindicaciones contenidas en el expediente en referencia, por los
argumentos que fueron definldos en el escnto de oposicidon del 27 de septiembre
de 2005, en donde se hace explicito que la formulacidn parenteral reconsttulble
que contiene un Inhibidor de COX-2, junto con un agente amortiguador y otros
agentes parenteraimente aceptables para formar una solucidn Inyectable
revelados en la solictud colombiana CQ-03-095-518, carece de nivel inventivo



debido a la matena revelada en la patente CN1235018A publicada antes de la
fecha de pnondad de la solicitud en tramite, pues en ese documento se rewvindica
una inyeccidn hofilizada para reconstitucidn, cuya preparacion incluye también un
agente amortiguador y otros excipientes parenteraimente aceptables Aungue es
claro que el pnncipio activo incluido en esta formulacidon es Pantoprazol sédico, no
lo es menos que el documento en cuestion descnbe en esencia la misma matena
ahora reivindicada — la formulacion farmacéutica en general-, circunstancia que
demuestra la carencia de Nivel Inventivo de dicha solicitud

I COMPLEMENTO DE INFORMACION

Como adicién a lo expuesto en el punto precedente y en el escnto inicial de
oposicion, ruego al Despacho se sirva tener en cuenta de igual manera la matena
revelada en el siguiente documento

A La patente de los Estados Unidos de Aménca US 5,932,598 “PRODRUGS OF
BENZENESULFONAMIDE CONTAINING COX-2 INHIBITORS" publicada el 3
de agosto de 1999, en la cual se revela en la columna 80, mdés
especificamente en el giemplo 82 una composicion que comprende

¢ N-[[4-(5-metyl-2-phenylisoxazol-4-yl) phenyijsuifonyi] propanamide
"PARECOXIB", sal sédica 40 mg

o Buffer Fosfato, pH 7 5 (10mM) 2mi

e Manitol 40mg,

El manitol es adicionado a la solucion de buffer de fosfato, luego la sal sédica

de Parecoxib se adiciona y la solucion resultante es hofilizada

Resulta interesante establecer una comparacién detallada entre dicha patente y
las reivindicaciones de la solicitud colombiana en tramite, asi

US 5,932, 598 (3-08-1999) Solicitud Colomblana 03-095-518
Ejemplo 82 Rv1
Composicién que comprende Composicién que comprende

o N-[|4-(5-methyl-2-phenylisoxazol- | a) un inhibidor de COX-2, prodrogas y/o sales de

4-yl) phenyl] sulfonyl] esta
propanamide sal sddica | b) un agente amorhiguador
(Parecoxib) INHIBIDOR DE | c) otros mgredientes excipientes,

0



Us 5,832, 598 (3-08-1999) Solicitud Colombiana 03-095-518

COX-2 que es reconstituible en un liQudo solvente
o Buffer Fosfato pH 7 5 | parenteralmente aceptable para formar una solucién

AMORTIGUADOR inyectable
« Manitol 40mg EXCIPIENTES

» Solucion Liofilizada Rv 2 y 3 El agente terapéutico comprende una sal
soluble en agua prodroga o sal de una prodroga de

un inhibidor de COX-2 como Valdecoxib

una sal de elia

s6dico

del agente terapéutico y el agente amortiguador

dibasico de sodio

teneunpHentre7y 9
Rv 22 Se menciona una etapa de lofilizacién

Rv 4 El agente terapéutico comprende Parecoxib o

Rv 5 El agente terapéutico comprende Parecoxib

Rv 9 La composicibn que consiste esencialmente

Rv 10, 11, 12 El agente amortiguador es fosfato

Rv 13 La composicién luego de la reconstitucién

Es facil conclurr aqui que la patente US 5,832,598 no solo revela el empleo del
mismo inhibidor de COX-2 o prodroga o sal del mismo (pues “Parecoxib” es la
prodroga o profamnaco de “Valdecoxib”) sino que también menciona el uso de un
Buffer o Amorhiguador (Buffer de Fosfato) y otros excipientes farmacéuticamente
aceptables Supone lo expuesto que la composicidn revelada anticipa el objeto de
la solctud en tramie de manera general desde 1999, circunstancia que
demuestra que la solicitud en cuestién carece de nivel inventvo, y aun de
novedad

B Otro documento que se considera relevante en este caso es el relacionado con
la monografia de Parecoxib sédico Xaptek™, disponible para el publico en la
direccibn  electrénica  hitp /www fda gov/ohmms/dockets/ac/05/bnefing/2005-
4090B1_28 CC-FDA-Tab-Q pdf, en donde se descnbe lo siguiente “Parecoxib
sodium was developed as a_parentersl analgesic for the management of acute

pamn It i1s chemically designaled as the sodium sait of N-{]4-(5-methyl-3-

phenylhisoxazol-4-yl) phenyi]sulfonyl} propanammde Parecoxib sodium Is
rapdly (T12=15-30 min) and essenbally completely converted via enzymatic

hydrolysis to the pharmacologically active mosely vaidecoxib [4-(5-methyl-3-
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phenylisoxazol-4-yl)benzenesulfonarmde] and propionic acid This enzymalic
conversion occurs pnmanly in the liver The terminal half-life (T4 of valdecoxib is
approximately 8 hours Following intravenous (IV) admunistration of parecoxib,
peak (Tmex) plasma levels of vaidecoxib are achieved in approximalely 30 minutes,
for intramuscular (IM) injection, peak plasma levels are achieved in approximately
1 hour

Paracoxib sodium i1s supplied as a stenle, preservative-free, lyophilized powder
equivalent to 20 mg or 40 mg parecoxib in single-use vials Inactive ingredients
include dibasic sodium phosphate heptahydrate, and phosphonc acid and/or
sodium hydroxide (which rmught be added to adjust the pH to 8 0) Parecoxib
sodium 18 designed to be reconstituted with 1 mL (20 mq vials) or 2 mL (40

mgq vials) sterile saline for injection (0 9% sodium chlonde) Subrayado y
negrita fuera del texto

De la simple lectura de los parrafos antenores, accesibles al publico desde el
anio 2000, se aprecia que la matena revelada en la solicitud en curso de novedad
y nivel inventivo pues la ctada monografia de Parecoxib s6dico describe un
nhibidor de la COX-2 “Parecoxib sddico” en forma de polvo liofilizado junto con un
agente amortiguador como buffer de fosfatos (amortiguador), el cual es
reconstituido con solucidn salina normal para inyeccién para formar asl la solucidon
Inyectable

C Como demostracion adicional de la carencia de Nivel Inventivo de la
solicitud en curso, y sin penuicio de admitir que el documento PCTAW099/21585
publicado en mayo 6 de 1999 se refiere a una combinacion de pnncipios activos,
hago notar que en él se revelan composiciones farmacéuticas que comprenden al
menos un inhibidor de COX-2 y puede ser administrada por via oral, parenteral,
rectal, ocular, transdémica nasal y auncular

Los ejemplos 1E y 3E sefialan preparaciones inyectables que contienen

UP 454-21* 01% LT 454-21* 01%
Acetaminofen 1% Codeina 01%
PEG 400 30% PEG 400 30%
Ethyl Alcohol 20% Ethyl alcohol 10%
Agua para Inyeccién q s p 100% Agua para Inyeccibnqgs p 100%



2% %ﬁ

Por lo todo lo expuesto, rettero mi solicitud para que sea negada la solicitud en
cuestion y como consecuencia de ello, se ordene el archivo del expediente debkio
al evidente incumplimiento de lo dispuesto en los articulos 14, 186 y 18 de Ia
Decisidn 486 de 2000

* Donde UP 454-21 o LT 454-21 son inhibiclores de la COX-2 segdn el solicitante

Il PRUEBAS

Ruego que se tengan como tales, sin penuicio de que el Despacho considere
oficiosamente, en particular de las allegadas por el suscnto a los expedientes
mencionados en este escnto, la siguiente

1 Patente amencana US 5,932,598 publicada el 3 de agosto de 1999, columna
80 ejemplo 82

2 Paginas 1 a 4 de la monografia de Parecoxib Sédico, Xaptek™

3 Aplicacion Internacional WO 99/21585 publicada 6 de mayo de 1999, paginas
10,12y 14

Sefior Superintendente
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5,932,598

EXAMPLE 81

N{T4-(3 Phenyl-2,3-chbyriro 2-cmofuran-4 yI)
Step 1 vipuitoytipeor

Preparation of 4-diphenyl-2-(5H)-faranonn

A sohubon of phenacyl brosude (16540 g, 83 1 mmal)
and pheaylacotic acad (11.612 g, 85.3 mmol) in acetonitrile
was treated with tnethylamme (P 23 g, 91.4 mmol) and the
solubon was stirred at room for 1 hour The
soluton was treated with 1,8-ciszsucyclof5.4.0Jnndec-7
ene (DBU) (30 mlL, 0.23¢ mol) and the solution was stured
at room tempomtare for 1 hour The sohution was dhued
with 3N HC? anx) cxiracied wilh e1hyl mxtiaic The combinod
extract was washed with 3N HC'l, brme, dned over aniry-
droms MgSO,, filtored and concentrated 1o vacuo to afford 2
solxd. The solid was fiom bexanesjothyl acetate
1 1 o affiord tho furanooc (11 627 g, S9%): mp 103.8-104.9"
C 'HNMR (CDC1,/300 MHz) 7.45-7.25 (m, 10H), 5 18 (s,
2H) FABLRMS w/: 237 (M+H). Anal Calcd for
C,eA120, 0.03% H,0 C R0.66 H 517 Foand C, 80 67,
H, 529
Sicp 2

Prepamton of 3 (4-amuncsulficayl)pheryl)}-4-
phenyl-2-(SH)-farancne

To 20 mL of stinng chlcrosulfome sed cooled o —5° C
was added 3,4-diphenyl 2-{5H)-foranone (Step 1) (3.160 g,
13.4 mmol) portionome over 30 mumutes. The solution was
warmed 1o room and matuoed at that tem-
perature for 16 hours. The reaction nmwture was dilited with
dichlcromethans and quenched 10i0 10c water. The phasss
were scpanuted and the agueous phase extracted wnth
dchioromethans, the combined dxchlovomethans extract
was dnied over MgSO,, filiered and concentraiked
1n vacuo 'The reasdve was dilnied with chehlocomethens and
added 1o oxcess comeentrated NH,OH. The maotture was
stured for 1 boor The phases were separsied axd the
squecus phase was extructed with dichloramethans The
orgamc extract was drad over anhydrous MgSO,, filiered
snd concentrated m vacuo 10 give a white solud that was
crysiallized from ayueous ethaool W affon] pum 3{{4-
amuncsulfonyDpbonyl)}-4-phanyl-2-(SH)-furanone (2.110
B, S0%) mp 225.5-236.5° C. I NMR (CC1,/300 MTix)
779 (d, ZH, I=#.4 Hx), 741 {d, 2H J=8.4 Hz), 638 (bm,
2H), 5.09 (s, 2H) FARLRMS m/7; 316 (m+H). Anal Cale d
for CyH,,NOS C, 6094 H, 416 N 4.44. Found C,
6086 H 418. N 440.
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Siop 3

Propantion of N{J4(3-pheny}-2,3-dihydro-2-
oxofuran-4-yljphenyl lpropanamde

H( Dphenyl)
fmmm:}wmmmnﬂﬂm
134 mg, 133 mmol), N,N-dimethylaminopyridme (38 mg,
0475 mmal) m THF was treated with propiome anbydnde
(129 mg, 0.994 mmal) sl room kemporatore for 45 muamtes.
The solution was diluted wath 3N HCl and extracted with
ethyl acetaie. The cthyl auetate sululon was washedd with
hnne, dned over anhydrous MgS0,, filtered and comoen
trated to give an oil that was from ethyl acetate/
bexanes o affond the acyhiod sulfonamde ss 2 white solud
(17 oy, 73%): mp 176.2-178.1° C. "H NMR (|
MHz) .56 (s, 1H), .06 (4, 2H J=A.7 Hy), 762 (4, 2H
J=8 7 Hs), 744-T22 (m, 5H), 5.3 (s, 2H), 2 30 (g, 2H,
J=75 Ha), 108 (t. 3H, J=7.5 Hz). FAHLRMS myz 372
(M+H) Anal. Calo’d for C, H,,NO,8 C, 61.44,H,4.61 N,
377 Food CH, N

EXAMPLE 82
;hmbwmhmum

N{[4<(5 methyl-3-phenylmozazsl-4- yDpheoyl sulfonyl]
propanamde sodmm skt 40 mg
phosphate buffer pH 7.5 (10 mM) 2 ml
mamin] 40 mg
Menniio] (40 mg) 1 added to phosphate buffor solutwon (2
ml). The N{J4-{5-methy}-3-phonyhsoxaxn}-4-yi)pbonyl]
salfony] jpropanamide, sodivm salt is added and the resah
ing solstion 18 lyophiled
Evahuation
Rat Currageonan Foot Pad Edema Fest
The carmpeenan foot edeme (ext was with
materials, reagents and procedures essantially a3 described
by Wiater ot al, (Proc. Soc, Exp. Biol Med, 111 544
(1962)). Male Sprague-Dawley nits wers sclected o each
group so thet the aversge body woight was as close as
posmbls Rats were fasted with fres accoss to wakr for aver
sixtoen hours prior 1o the st The rats were dosed onlly (1
mL) with compounds suspended m vehicle contmning 0.5%
methyleclinlose and 0.025% surfactant or with velucls
alone. One hour later a ubplanter wogection of 0.1 mL of 1%
sohiwon of carmgponan/sterile U.9% saline wes admumatered
and the volume of the myecisd foot was mossured with a
dsplacement plsthysmometor connected 10 & PIOSSIIG rans-
ducer with a dgital médsentor Three homrs afier the 1mechion
of the cammgeonan, the volume of the foot was sgam
measured, The aversge foot swellmg m a growp of dg
troatcd souoals was compared with that of a growp of
placcbo-wreated amals and the percentage mhibihon of
ot was delsrmmed (Ousxnuss and Bhven,
eacsoory Doage (1 Lorbasiaa, od. 1985) Tos %
ed 1
determuned 10 this proceduro and the data for sclootsd
compounds in this invenhna arc summarized 1n Teble 1
Rat Camageevan-induced Analgesa Test
The rat carmagoenan analgema test was performed with
marials, reagents and procedures essentnlly as described
hy Hargreavey, et al (Puin, 92, 77 (1988)) Mak Spraguc
Nawky mts wers freatedd an deacrihad for the
Carrageopan Foot Pad Bdema tesl. Thme hours afier the
uyection of the carmageensn lhnllml:l‘:dmlq;i-lﬁ
plexigiam contamer with & transparont baving a
wientaty lamp as o radmut heat source, posthonable under



Submssion Date
Recerved Date
Review Date

Drug Name

Generic Name
Chemcal Name

Applicant

Related Reviews

Pharmacologic category
Proposed Indication
preemptive)

Dosage forms and route
Submussion type

Matenals Reviewed

Ong NDA #21-294
HFD-550/Dhv File
HFD-550/PM/Schmdt
HFD-550/Pharm/Yang

Parecoxib Sodium
NDA 21-294

Medical Officer Review

Septemnber 11, 2000
September 12, 2000
December 1, 2000

Xaptek™

parecoxib sodium

sodlum salt of N-{|4-(S-methyl-3-phenylisoxazol 4-
yOphenyl|sulfonyl}propanamide

GD Searle & Co

Stanhstics, Cardio-Renal, Gastrointestinal,
Biopharm, Chemistry, Pharmacology, Medical

(valdecoxib)

COX-2 inhibitor (parenteral)

Management of pain (postoperative and

Opioid Spanng

For injechon, 20 and 40 mg

Ongmal NDA

Primary documents-

N93-00-07-815
N93-00-07-316
N93-00-07-804
193-00-06-035

HFD-550/Chem/Bhavnagn
HFD-550/Biopharm/Bashaw
HFD-550/Statistics/Lin
HFD-550/MO/Wtter/Goldkind

(James Witter, MD , Ph D Medical Officer)



Parecoxlb Executive Summary
Significant Issues

Parecoxib 1s a new molecular entity and represents the first parenteral “COX-2
selective” agent to seek approval inthe US

Although the single dose data in several surgical situstions have established that
parecoxib sodium at 40 mg 1s efficacious compared to placebo, this 1s not the case for
single doses of 20 mg.

Multiple dose data with parecoxib sodium are limuted and do not allow for
charactenzation of the safe and effective dose, or dosing interval after the first dose

The proposed labeling claims for management of postoperative pain or for the
preemptive treatment of pain or for opio1d spanng with parecoxib sodium are not
supported by the data available in this NDA either due to insufficzent data or lack of
replication of results

Safety data from the CABG tnal suggest that certain subgroups of patents may be at
increasedi nsks for senious adverse events. Furthermore, these data can not exclude
the possibility of an important safety liability associated with parecoxib sodium,
particularly with repeated doses, over placebo

Highhghts

Parecoxab sodium 15 a parenteral prodrug of the orally available compound
valdecoxib which 18 under concurrent review This dual development has impacted,
and confounded, the ability to make clear distinctions in terms of the safety and
efficacy associated with parecoxib sodium

Most (approximately two thirds) of the data on safety and efficacy in the onginal
NDA were obtained from patients or subjects exposed to single doses of parecoxib
sodium While such data 1s fundamental to supporting the efficacy and safety of
parecoxib sodium, 1t 1s insufficient to fully charactenze the safety and efficacy of this
compound

It 15 unclear, from the currently available data, whether the efficacy associated with
parecoxib sodium n a surgical setting 1s sufficient to balance the observed adverse
events However, owing to the nature of the surgical setting or use of medications
both dunng and after the surgery, interpretation of adverse events 1s not always
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straightforward. There are no data regarding the use of parecoxib sodium 1n an
emergency or trauma-like sethng
BACKGROUND AND OVERVIEW

In acutely panful conditions, parenteral admimistration of analgesic medication can
provide a rapid and sustained onset of analgesia, especially in patients unable to 1ngest or
tolerate oral medication Opioids and non-steroidal anti-inflammatory drugs (NSAIDs)
are

commonly used parenteral analgesics for the management of acute pain However, their
use can be limited by a wade spectrum of adverse effects. These adverse effects can
actually slow the postoperative rehabilitahion process and compound the nsk inherent 1n
any surgical procedure. These adverse outcomes may be particularly true for elderly
patients, patients with a history of peptic ulcer disease, patients 1n whom respiratory
depression should be avoided, patients with an 1ncreased susceptibility to penoperative
bleeding, and patients with compromused renal function

Parenteral opioids are the mainstay of acute postoperative pain management in the
mnpatient sethng  However, a number of frequent adverse effects associated with their
use have been 1dentified These include respiratory depression, nausea, vomiting,
sedation,

unnary retention, constipation, decreased gastrointestinal (GI) motility, and paralytic
ileus These adverse effects often impede postoperative rehabilitation and limt their use
1 the ambulatory surgical setuing Failure to provide adequate management of pain,
erther due to inadequate analgesic efficacy or sub-optimal treatment due to concemns
about potential adverse effects, can contribute substantially to reduced quality of life
among patients expenencing acute pain Due to the growing number of outpatient
surgical procedures, additional symptoms such as somnolence and dizzaness that
frequently accompany the use of opio1ds may further linut these agents as a treatment for
postoperahve analgesia, particularly 1n an outpatent setting.

The current standard of care for analgesia in the penoperative setting consists of opioids,
with adjunctive use of NSAIDs (“multimodal analgesia™) In less severe cases, NSAIDs
alone are sufficient to provide effective postoperative analgesia. The selection of
multimodal drug therapy (including opioids and NSAIDs) for the management of acute
pain 1s based on a number of principles, including the analgesic efficacy of centrally
acting opioids, the penpheral ant-inflammatory and analgesic effects of NSAIDs, and the
synergy that can be observed between these two modes of treatment Although both
opioids and NSAIDs are effective analgesics, neither are without safety and tolerability
concemns that may become exaggerated 1n an already compronused postsurpical patient
population

Toradol ® (ketorolac tromethamune) 13 currently the only approved parenteral NSAID for
use in the United States It 1s effective and may be used as an adjunct to opioids for the
management of postoperative pmn Howaever, the use of ketorolac 1s associated with a
number of adverse effects charactenstic of NSAIDs, including upper Gl ulceration and
bleeding (particularly in the elderly), reduction 1n renal function, hemostatic impairment
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(decrease in platelet aggregation and increase in duration of bleeding), and
bronchospasm Owing to concerns about safety, the use of ketorolac has been linuted to
five days and cannot be admumistered preoperatively

Parecoxib sodium (SC-69124A, CisH;7N20,SNa) 1s a water-soluble inactive prodrug of
valdecoxib (SC-65872), a hughly selective mhubitor of cyclooxygenase-2 (COX-2)
Parecoxib sodium was developed as a parenteral analgesic for the management of acute
pain It 1s chemically designated as the sodium salt of N-{[4-(5-methy]-3-phenylisoxazol-
4-yhphenyl]sulfonyl}propanamide Parecoxib sodium 1s rapidly (T,2=15-30 mn) and
essentially completely converted via enzymatic hydrolysis to the pharmacologically
active moiety valdecoxib [4-(5-methyl-3-phenylisoxazol-4-yl)benzenesulfonamide] and
propionic acid This enzymanc conversion occurs pnmarily in the liver The terminal
half-hife (T;x)of valdecoxib 13 approximately 8 hours Following intravenous (IV)
admnistration of parecoxib, peak (Tnax) plasma levels of valdecoxib are achieved in
approximately 30 minutes, for intramuscular (IM) injection, peak plasma levels are
achieved 1n approxamately 1 hour

Parecoxib sodium 15 supplied as a sterile, preservative-free, lyophihized powder
equvalent to 20 mg or 40 mg parecoxib 1n single-use vials Inactive ingredients include
dibasic sodium phosphate heptahydrate, and phosphonc acid and/or sodium hydroxide
(which might be added to adjust the pH to 8 0) Parecoxib sodium 1s designed to be
reconstituted with 1 mL (20 mg vials) or 2 mL (40 mg vials) stenle saline for injection
(0 9% sodium chlonde)

Based on the in vitro inhibition of recombinant human COX-1 (ICsp=140 pm) and
COX-2 (IC50=0 005 um), valdecoxib (the active moiety of parecoxib sodium) exhibits
approximately 28,000-fold selectivity for COX-2 versus COX-1 On the basis of the its
COX-2 specificity of valdecoxib, 1t was hypothesized that parecoxib would provide a
supenor therapeutic index compared to currently approved conventional ketorolac and
mild opioids and y1eld sigmficant benefits for patients who require relief of acute pan

According to the Sponsor, as a novel COX-2 specific parenteral agent, parecoxib has
been developed to have an improved safety profile (particularly with respect to the
absence of respiratory depression, lack of sedative effects, absence of effects on platelet
function, and absence of UGI ulceraton) The demonstration that a compound has
analgesic efficacy for moderate to severe pain along with improved safety relative to
currently available altematives would represent a valuable addition to the therapeutic
armamentanum for acute pain management Parecoxib was designed fo meet an unmet
medical need of an efficacious anti-inflammatory parenteral analgesic that would reduce
or eliminate the deletenous side effects that accompany opioid analgesics or conventional
NSAIDs such as ketorolac tromethamine

The goal of the nonchnical pharmacology program emphasized models 1n which pain
and inflammation were mediated pnmanly by prostaglandin production via COX-2 The
efficacy of parecoxib 1n ammal models of inflammation and pain was consistent with 1ts
conversion to valdecoxib in vivo In dose-response compansons, parecoxib and
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Example IE Inyectabie preparation
UP 454-2l... ... - e = 01%
Acotammophen . - e = - 1%
PEC400. - . - - - 30%

Ethylaloohol ... -« o« & « « 20%
‘Water preparation for imecton. .. ...g8p 100%

Example 2A Capsule (szzz no 1)

UP 454-21.. - e e om - S0mg
Dextropropoxyphen.. - ... . ~ . 20mg
Microcrystaline cellulose.. .. . 100 mg
Hydroxypropyl methy} ceilulose. ... .. 10mg
Magnesium stearate - w. - 5mg
for a capsule
Exampls 2B Tablet
UP4542l.. v o o - - . mg
Dextropropoxyphen. - == -20mg
Microcrystalline celluiose ... . ... . 100mg
Lactoss .. . “ ww =-- 100mg
Hydroxypropyl methyl cellulose. .. . 10mg

BIEATEIE. v v = sm e SIOE

Magnesium ”
Hydroxypropy! cellulose es = weme  SOIUE
for a tablet

Example 2C Supposttory
UP 454-21 1 00 mg

Dextropropoxyphen .. - uwne 40mg
Scom-gynthetic glycende (suppocoe) .. 1880 mg
for & suppository

Ezample 2D Ophthalonc sohmion

UP454-21.. . e = mww 0.]1%
Dextropropoxyphen e e =« 0.1%
Castor oil (CremopborEL) o o v - 5%
Polysorbate 80 = . . cmm = - 1%

Water preperation for injection. . qap 100%

PCT/IBSA1789
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Ezample 3D Ophthalmo solution 1/7’2/
UP 45421 . . - e w «0-1%
Codepe. ... . .. IORR— 3 { )
Castor oil (Cramophor EL) - . eea3%
Polysorbate 80 ... . . o & ccn.l%
Water preparstion for myechon.. ... ..q8p 100 %

Example 3E Injectable proparation

LT 45421 e e . - 0I%
CodmE, =  cven e mme <01%
PEG 400 .. . 1
Ehylaloohol . o« wewemenns 10%

Water preparation for igection . .q.8.p. 100 %
EXAMPLE 4, UP 45421/0XYCODONE COMBINATIONS

Expwple 4A Capsule (nzono 1)
UP 454-21 - ma = -S0mg
Oxycodone. o~cr o o« wnw-w 15mg
Microcrystalline cellolose.. . ..- 100mg
Hydroxypropy! methyl cellulose ... ... . 10mg
0T T O —- ]

for a capsule

Example 4B Tabict
UP 454-21 e manmueen = 0mg
Oxycodone . . - - = 1Smg
Microcrystatline cellulose .. ... ...~ 100mg
Lactose - - o= - e == 100mMg

Hydmxy;npyl methy] cellulose .. ... wn.. 10mg
VAT PRI o0 T DR p——— . -

Hydroxypropyl celluloses. we v e o S0mg
for a tablet

Example 4C Suppository
UP43421 . ... - -100mg

OXYCOUONE .~ v we moee = = = = 30Mg
Semi-synthetic glycende (suppoctre).... 1900 mg
for » suppository
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What is claimed is

1 A pharmaceutical corposition, winch compnses as actrve principle, a
combmation of a cyclooxygenase-2 mhubitor and & compound solected from the
group conmting of acetsmunophen and the opates.

2. The pharmacentical composition according to clam 1, characterssed
1 {hat the eyclooxygenase-2 mnhibiting compound 18 (Z)-3-[1-(4-chlorophenyl)-
1-(4methancsulphonylphenyl)methylene)dibydrofuran-2-one.

3 The pharmaceutical compoartion acconding to clmms 1 or 2,
charactensed in that said opiate compound Iy selected from the group conmishng
of oxycodone, codeine and dextropropoxyphen.

4 The pharmaceutical compostion according to clmms I to 3,
chamctensed in that 1t 13 presented 1n s form sustable for an adrmnwutration via a
routs selected from the group conmstmg of the oral route, ths parenteral route,
the rectal route, the ocular route, the transdermal routs, the nasal route, and the
snnculer route.

5 The pharmaceutical composrtion accordmg to clauns 1 to 4,
charactersed m that the weight rano of the cyclooxygenase-2 inhibiung
campound to the compound selected from the group cansisting of
acetamnophen and the opiates 11 selected 1n order to lead to the greater synergy
between the two combined compounds, the weaght ration ranges preferentially
from about 0 01 to i0, and more preferentally fom 01103 5

6. The pharmaceutical compomtion according to elaims 110 5,
charactensed 1n that 1t 18 presented as a umit dose eontaining from 50 mg to 200

mg of cyclooxygenase-2 inhibitmg compound.

PFCT/IB58N1TE
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Radicacion PCT N°  03-85518

Trémite 011
Evento 379
Actuacion 440
Folios 025

Con fundamento en lo previsto por el articulo 43 de la Declisién 486 de la Comisién de
la Comunidad Andina, se le comunica que la oposicién presentada por el doctor José
Luls Reyes Villamezar, en su calldad de apoderado de Tecnoquimicas S.A , retine los
requisitos formales exigidos por la ley al momento de su presentacién

En cumplimiento de lo dispuesto en la citada norma, se le concede el término de
sesanta (60) dias habiles sigwentes a la fecha de notificacién del presente oficio, para
que haga valer sus argumentaciones y presenta pruebas

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5 2, literal e), del
capltulo quinto del titulo primero de la Circular Unica N° 10 de 2001

ALIX CARMENZA CESPEDES DE VERGEL

El anterior requenmiento fue notificado por fijacién en lista de fecha,
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