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Tramite :002
Evento :001
Actuacion :444
. Referencia : Expediente No. 00067212
Asunto : Solicitud de patente para SOLUCIONES FARMACEUTICAS
DE LEVOSIMENDAN
Solicitante : ORION CORPORATION
Fecha de solicitud : 6 de septiembre DE 2000
L Yo, Emilio FERRERO, obrando como apoderado del solicitante en el asunto antes
identificado, me refiero al oficio nimero 2087 notificado por fijacidn en lista del 23 de febrero
de 2005.
2. Mediante el oficio nimero 2087 se puso en conocimiento del solicitante el informe

gue contiene las observaciones hechas por su Despacho sobre la presente solicitud de

patente. Atiendo a las observaciones de la manera siguiente:

2.1 Requerimiento de acuerdo al Art. 46 de la Decision 486 de la Comision de la

Comunidad Andina:

NIT 860.041.367-3
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Adjunto a este escrito presento el documento requerido por su Despacho de acuerdo con el
Articulo 46. Manifiesto que el articulo requerido por ese Despacho no es relevante para el
estudio de patentabilidad de la presente solicitud puesto que no esté dirigido a la materia aqui
reivindicada.

3. Puesto que se han atendido a cabalidad las observaciones hechas por su Despacho
sobre la presente solicitud de patente, atentamente solicito que se contintie su tramitacion.

. Anexos:

1. European Neuropsychopharmacology, 7, suppl.1, 1997, s37-s47

Bogots, 15 MAR. 2006
Sefiora Jefe,
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EMILIO FERRERO
T.P.A. No. 31.929
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Efficacy and tolerability of reboxetine compared with imipramine in a
double-blind study in patients suffering from major depressive episodes

H. Berzewski®*, M. Van Moffaert®, C.A. Gagiano®

*The Georman Reboxsting Stugy Group, Freie Universitét Berlin, Berlin, Germany
' *The Relgian Repareting Studv Group, Universiiairs Zickenhuis Gent, Gent, Belgium
251n0 South Afvican Rebozetine Swdy Group, Universlly of the Oranga Fres State, Blocmfontsin, Regublic of Seuth Africa

Abstract

A 6-wesk, randomised, double-blind, multicentre stody in 256 patlents with a DSM-IIR diagnosis of major depression was carried ont
to compsre the selective moradrenaline reuptake inhibitor (NARIF), reboxetine, with the refercnce standard tricyclic antidepressent,
imipramine. The efficacy of reboxetine, 83 measurcd by the extent of improvement of Hamilton Depression Rating Seule, Montgomery
and Asberg Depression Rating Scale and the Clivical Global Impression Scale, was similar to that of imipraminc. The improvement was
observed in the overall population and in sevesely depressed and melancholic patients. Reboxetine rolerability compared favourbly with
that of imipramine. Frequency of discontitmation due to adversc cvents was lower in the reboxetine-treated group (10.0%) than in the
{mipraminc-treated group (14.3%), and the cumulative risk of development (Kuplan-Meier analysls) of dry mouth, hypotension and/or
related symptoms and tremor was significantly highcr on imipremine than on reboxcting, ® 1997 Elsevier Science BV,

Keywords: Selective noradrenaline reuptake inhibitors (NARIs); Reboxeting; Major depression
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1. Intreduction

Reboxetine is a selective noradrenaline reuptake inhib-
itor (NARI), highly potent in animal models predictive of
antidepressact cfficacy (Melloni et al., 1984; Riva et al,,
1989). Phammacodynamic studies in humans confiem the
animul findings. In placebo-controlled conditions, single
oral doses of 1 and 3 mg of reboxetine had dose-related
cffccts on the CNS, with modifications at qusmtitative
power spectnim anslysis of the human electroencephalog-
ram similar to 75 mg imipramine in the fronto-central, but
not in the accipito-temporal derivative (data on file). There
was also Increased growth hormone release (data on flc),
probably duc to hypothalemic noradrenergic stimmulation
(Laakmann, 1983). A dosc-ranging study in patients with
major depression showed that rcboxcetine is well tolcrated
when administered for 4 weeks at fixed doscs up to 10
mg/day. Daily doses of 8 or 10 mg provided the largest
safety morgin (data on file). The controlled study roported
in this paper compared the efficacy and tolembility of
reboxetine with the tricyclic antidepressant (TCA) imi-
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" prins, e swadard reference of choice (Angst ot al,

1989).

2, Expeclental proccdures
21, Seudy dasign and patients
This prospective, double-blind, rumduonsed, parelfcl-

group, nmlfecntre tiol wus carried omt in 22 comms
- located in Germany, Holgium and Sguth Afiica, Paticats of

cither sax, of agy race, aged 18 65 years, umler in-patient

. care or attending out-paticnl ar day-haspital clinigs for a
. major depressive ¢plsode (DSM-II-R, American Psychial-

ric Association, 1987) wete ineluded. Palients with o

. 1 pre-treatment toml score for the 2t-item Hemditgn Depres-

-, * slon Reting scale (HAMD) of =22 (Hamilion, 1960), and
_.. with the dspressive episode presant for at least 1, tud oo
- more thap 4 months were recruited, Informed consent was

obtained from cach patienl prior (o sereening.
At sereeming, o full medical history soview and physisal

~* exopvingtion (Jneiuding chest X-my, cloctrosardiogram
. {ECG) and vital signs) were carded out and laboratory

lests for the assessment of hasmatopoictic, hepatic, renal,
thyrold (TSH snd T,) and glucoss handling finetion worg
performed. Exclusion eritorin included: histosy of major
depressive epispdes uisociated with enductine disarders or
of drag hyporscnsitivity; prognoncy detected by s prog-
napey test at the cod of the wash-gut period; refusal by
female patients of childbearing age to use effective contr-

" coption duxiny (e study period; participation in wother

. clinigal study in the 4 wooks
. of Substance Usc Disordes (DSM-IN-R), currentiy ot
- within (he past 6 manths; chroafe respiratory msulficiency

proceding tho smdy; cvidence

(dotermined by physical examination and X-muy); history
or presense of gastroinlestinnl, beputic ar renel discaes, ar

_other conditions kuown o interfero wilh the ebeorpdon,

distribution, metabetism and exerction of drugs; hiswry of

. selzures or brain injury; current evidence of clinlcally
. importagt haematapoietic of cardiovascular diseases; eur-
" tont gvidenee of thyroid function disorders, urinery re-
" reaton or plancoma; fymproms of any other Imporant

clinical illness in the 4 weeks preceding the sludy;

. ¢clectroconvalsive thergpy in the previous 6 months; clind-
" eally relevant abnorma) findings in the physical examinas

tion, laboratory tests and ECG at admission; patients with

* bigh risk of suicide.

Afler un inilial wush-our perind of 4 -14 days, patients
wure randomized (0 ane of ke following trestmens: oral
rchoxetine 4 myg (wice Jaily, or imipromine 50 mg in e

. muoming snd 100 my in the evening (50 myg for the bl 3

days), for 6 weeks. Aftr 3 wecks of teatment, if the
patient expericaced an unsarigfactory sponse bt wisr-
ated treatment well, the daily dase was increased to §0 my
for whoxcting and 200 mg for imipramine, individua

- patient treatments wete supplicd lo Indistioguishable cap-

Neuropsyehoph

lugy 7 Suppl. 1 (1997) 597. 547

sules, packed in weekly curiuns, Individual treabment
Information was supplied in scaled envelopes for emergen-
cies mecessitating treatmont identification,

With the cxecption of bypnotics such ag chlosal bydsate
(0.5-1 g) used for elerp induction an 8 pro 1o nats besis,
g0 concamitimt medicntion was ailowed on entry and
during the conrse of the sudy, In the ¢ase of cvents lising
during tho conrso of the smdy, non-psychotrople medics-
tions needed for the patient’s welfire could be adminis-
tered, and wese recorded on the case report form. Approval
from the Ethies Commiltees or Ingtiturional Review Bosrds
of the participating ccatres was obtuined in accordance
with the regulations and requirements of individual coun-
riey.

22 Assessmenis

Efficacy assessmonty, at hassling and et weekly intcrvals
thereafter, included e HAMD, tic Clinical Giobal Impre-
sslon (CGY), (Guy, 1976), and the Montgomery and
Asberg Depression Raling Stale (MADRS) (Momigumery
and Asberg, 1979). The MADRS jtems were scored from 0
to 3, as in Asberg cral, 1978,

Sufety and tolerabiity wers sssessed In the following
way, Adverse events were reparted, spontanecusly and by
a check-list. Body weight, blood pressurs apd hearl rate
(mussured in lying position afier 5 min g, and in
standing position, §-2 min after standing up) wete mea-
sured at baseling and al weekly intervals thegealter, ECG
uml labaratory tests (full blood comnt, senun elecimlyles,
liver enzymes, wrinalysis, blood sugar, scrum alkaling
phosphatase, blood urea pittoges, serum ewatining, wis
acid, bilisubio, total serum potein and electrophorcsis,
senum cholesterol snd triglyeerides) were also perfonmed,
at boseline and on days 21 and 42,

2.3, GCP compliance, daa qualily assurance

Tis study was eonducted Io accordance with the Degla-
rulion of Helsinki 1974 (vorsion of Venice, 1983) and
accyrding o spndand operatng procedurcs for shudy
monitoring, and co-andinatiop. For tralainp pursoscs, ey
fiability sessions on the instruments used for the pusess-
ment of ehange were carvicd ot These togk plece during
investigator meetinps and/or during monitoring visis.

24, Suatistical analysiz

The primary officacy asscsamcnt was defined as the
ghsoluts deeroase of the HAMD total scare at lust essesg-
ment vs. baseline. Nincty-five pereent confidence fntexvals
of o mtan dJiffercace in cach treatnmmt amm were
computed using the standard error (S.E.) obtelnesd from the
ANOVA, and tho 95% confidenco interval for the differ-
ence berwoen treatments wos ealealated (Gill, 1978). The
stagdard deviation of the owleoms variabla was expected to
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be of approximately nmige poinw (oo, e.g. Stark agd
Herdison, 1985) and the drop-0ol pate betors dio fimt
post-baseliny assessment was expeated 10 be 10%. Under
such essupplions o samplo size of 100 patients recyuited in
¢ach tratmend arm was cxpested o provide a confidence
interval of the boiwetp-aeamment difforance of the out-
come varizble, of 5.3 puints (2,65 points cach sids). The

" e analysls was earricd oul in (wo subsers of patlents.

One sub-get of patiens wene defined us those judped
markedly (reare §) 1 scvercly (eore 6/7) il of eatry
aceimdiog to the CGI-Severity of Dlncss seate (Guy, 1976).
The second subset wore melanebolic pationis defincd
retpospectively by applicable DSM-IV eriteria (i.e presence
of ik 2, “loss of pleasure in all or almost alt daily
aotivities' in the DSM-11I-R classification at entry (Ameri-
¢an Paychintric Associasion, 1994) and of at least thres of
the following in the baseline HAMD scrle: late insormaia
of maximal severity, agitition or mtardstion of at least
amoderate goverity (scure=2), definite luss of welght ar lass
of appetite of mextnal sewerily, dinmal vasiation with
worscoing in the moming, exceasive or inoppropriate gulls
{score 2 ar 3).

Secondary efficacy ossesswents ware response (8 de-
crease of at Ieagt 50% in the (o) HAMD seorc) and
romission (a sl HAMD scom of 10 ar Jess) at last
assessment. Ninely-five poreent canfidence for within-
trdment and berweon-wreiment differcnces wers ealen-
tated (Peace, 1988).

The cumulative probability of respones (timo to onset of
response confirmad at all subsequent mescssments) was
walculated by tic Koplan -Meler method and the com-
perison of treatment groups was camied ont using the
log-rank 1est (Kalbficisch and Preatice, 1980). Homo-
goncity of boseline HAMD-2V total scorcs us well as
homogenaity of virlant2s 4ef0SS HeAtmMont groups wers
tested by ANOVA, Summuny statisties of the HAMD total
score and of te seeondary efficucy sssessments (MADRS
and CCI) al exch visiy and =t tho last valid ohservation
wore calculuted. The dom onafysed inclyded oll patients
ensored {nto the wizl, with the cxcoption of patieals who
had oo post-bascline evalualings.

Physical parametcrs moasurod &l cach assessment were
summerised by deseriptive smtisties. The ficquency of
patients showing clinicully relevant change (20% or mare
ve, batelins), accompanied by chsolute eritical valucs
(=160 or =100 mmHg for systalic bloed pressure; =100
or =570 mmHg for diastolic blood pressurs; =100 or =50
bpm for hoart rule) a1 esch assesyment wae culculated.
ECG traclngs wore inlapreted by cardiologists and the
presence of gre-coded individunl abnonualities identified
Froquency of individua) sbnormalities in each Greamnent
group 8t baselins, during the mial period and at last
assessment wers caleulated.

Labosatory st results were classified o5 normel ar
cbmormal on the basts of the nomnal ranges provided by
the performing Inboratory, Chenges of fequency distibn.

tiops over time were teated by MacNomar or Stussd
Mazxwall test (Fleiss, 1973). Continuous values of Iabora-
tory tests ware stmdandisid sceording to 2 method pro-
posed by Chumg-Siein (Chuanp-Stgin, 1992), and changes
over time were tested by the Wilcaxon Rank Sgaed test
for paired dawm (Hollender and Wolfe, 1973). Abnormul
values of loboratory s wioe identified as clinfcally
relovint on the basis of etapderd cviterin tmd Gwir fic-
iuency over Gms calewdated.

In the apalysls of adveme evems, only teoubment-
crérpent signs and symptoms wene considered. These
ware defincd o8 events that wore nat prewent af bascling
and gppesred during beaiment of, if prosent at baseline,
became more severe during teaonent The comulatve risk
of developtop an advesse gvont, and adverse event clugters
congidored to originute ibrongh the same mechimism
{oswiy cmerged in 5% ar more of paticnts in at least one
trealmegt group) was estimaed by Kuplan-Meler method
andl differcnecs betwoon treatmont proups tasted by the
log-rank. test,

Stpristical analyses were carcled out with SAS PROCs
(vession 6.07) (Excopt Stunrt~Magwell (st and confidencs
mterval ealenlation),

3. Resuits
3.). Patisnt populativa and Wreatment

Of the 256 paticnts in the study, 130 were rendomised (o
reboxetioo treatment and 126 were madomised o imi-
promine ireatment. The majority of paticnis entering die
trial were clussified ns nuackedly to severcly ill (B0% io the
tchoxeting group and 729 in the Imipramino group (s2¢
Fig, la and b). Demogrphy, dingoesis aod history of the
depressive disorder In the two teatment pronps are de-
scxibed in Table 1,

The mujarity of puticnts were Cancasimn end fermale: the
ratip of fomales to maley was simlar in both foups. The
two reatment groups were well mawbed for ege, height,
weight and race, The propertion of retberent cases was
slightly highey ia the ceboxctine-treated proup (60.8%)
tan In te imiprmmine-treated graup (54.8%). The mean
oge of onmset, medien munber of previous cpisodes of
depression and mesn duration of the index episode wor
simila io the two weatmant The anset of the indox
eplsode war zemte or subucute in 70% of the whoxetine-
teaed patents and 65% of the Inipraming-treated pa-
tients, Preciphating cawomal stmss was absgat mare fro-
guently in (he reboxeting-treated gronp (40.0%) than in the
imipramine-treated gravp (28.6%).

Froweol violations, both at admission and dudnp the
weument period, wore tare in both geatment goups. The
indez-episods duration was shorter Una 4 wesks in four of
the rebaxetine- apd two of the imipramine-treated paticnts
end wes longer thun 4 months only in ane reboxedne-

+32> CAVALIER CO
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Fig. ). COlsrvzrity of llinres: scorm frequency distivion s each sasessmesy fzterval and of legt astoysren: in G sohaxstine ol imipramios groups.

proup patient. Long-acting benzodiszepites were admuinis-
tered to five rehoxetine-treated patients ond six inripra-
mine-treated pationte. Additional peychouopte medications
wore administered to six paticars fn both treament groups.

As shown in Table 2, o total of 188 paticnts (73.4%)
completed the study and 68 (26.6%) withdrew; 32 (24.6%)
In tho roboxotne-reamd gromp, end 36 (28.6%) in the
Imlpromine-treated grovp. Adverse events or intercurvent
flincsses newly emerged during the treatment period were
the main repsans for withdeawal in 13 patients (10.0%)
treated with reboaeting (inejuding one suicide) and in 18
paticuls (14.3%) treated with imipmmine. Dereriomrion

was the main reason for withdrawal tn cight paticnts in the
reboxene-froated growp and soven pationts in the imi-
wmicoopecitive paticnts (soven und five in reboxetine and
imipramias teatment groups, rcspestively)

At tho ud of the inithl 3 weeks of treatment, 13
patlents (10%) i the reboxeline-reated proup and 16
patimnts (12.7%) in the imipramins-treated group had theie
daily dose increascd from 8 mg to 10 mg of reboxctine and
fram 150 to 200 mg of imipramine. Over the following
perlod, mine additional padents on reboxetine and six on
Imipramine were swirthed to the higher doss lavel (as
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pramice, the smndurd reference of choics (Angsl el al,
1989).

2. Experimental procedures
2.1. Study design and patients

This pruspective, double-blind, randomized, parallcl-
group, multcenire tigl wes cimied out i 22 cenfres
localed io Germany, Belgium and South Afiica, Paticats of
¢lither sux, of any raco, oped 18-G5 ycam, undey In-psrient
care or atlendiog out-patient or day-hospilal clinics for a
major depressive episods (DSM-II-R, American Psychiat-
ric Assocladlon, 1987) wors intluded, Patients with o
pre-treatment toml score for the 21-item Hamilton Depres-
slon Rating seslo (HAMD) of =22 (Himilton, 1960), end
with the depressive cpisode present for at l=mst 1, but oo
pore than 4 mynths were recrudted, Informed conscnt was
cbtained figm cach paticat prior to serecning.

Al gerecning, 8 full medical bistory review and physieat
cxamination (including chest X-my, electrocardiogram
(ECQ) and vipl signy) were camjed our and lobosatory
1ests for the assegsment of heematopoictie, hepatic, renal,
thyroid (TSH and T,) aed glucess himdling functiop were
pxformed. Exclusion criterip fncluded: history of major
deprossive cpisodes associated with endocring disorders of
of drg bypersepsitivity; pregoancy deteeted by a preg-
numy (st st the end of tis wash-onl peried; refusal by
female patients of childbearing age to use effective contra-
ceplion during the study period; participation in apother
¢linical study in the 4 wecks prevsding the smdy; evidenee
of Sobstange Use Disorder (DSM-IU-R), cumrenlly or
within the past § months; chrenic respiratory Ipsufficiency
(determined by physical examsination wod X-ray); history
ar presence Of gastraintestingl, hopatic ar renul disass, or
other conditions knows o ioterfore with the sbarption,
distribytion, metnbolism and exarelion of dregs; histury of
seizures or bmin injury; current cvidemee of clinically
important hacmatopeictic or cardiovascular diseases; cur-
rent evidence of thyroid fupclion disorders, wrinery re-
tention ar pluucomns; symptoms of any other fmportanl
clinical Mntss in e ¢ weoks preceding te study;
clectrosonvylsive therapy In the provious 6 months; elini-
eally relevant abnormal findings in the physical examing-
tion, lebamtary tosts and ECG at edmission; potients with
high risk of suicade,

After an initinl wash-ont period of 4-14 days, putieats
were randprnised (0 one of the following treatments: oral
robuxetine 4 mg twice daily, or imipramine 50 mg in the
moming and 100 mg in the evening (50 mg for the firt 3
days), fur 6 weeks, After 3 weeks of mearment, il the
patient cxperienced an ensatisfactory response but (oler-
ated greatment well, the daily dose was increased to 10 mg
for reboxeting and 200 mg for imipamine Individual
patient treatments wero aupplicd in jpdistinguishable ¢ap-

sules, packed in weekly eartons. lodividual eniment
information was suppied in sealed cnvelopes for cmerpm-
cies necersituting treatment identification.

With tho exceplion of hypnotics such as ehlarul hydrato
(0-5-1 £) ussd for slecp indperion en & pro re nam basis,
no concomitint medication was altowed on cnwy nnd
during tho course of the study. in the ¢ass of cveals arising
during the counse of the sy, non-psychotrapic medice-
tions necded for the patjent's welfare could be edminis-

" tered, and were meorded om the case report form, Agproval

fram the Ethics Committess or Iustitutional Review Boards
of ths perticipaling centres was oblained In ascurdance
with the mgulations and requirements of individual coun-
trics.

2.2, Axsessments

Efficacy asscgsments, ol baseling and at weekly intervals
thomalley, included the HAMD, the Clinical Global Linpro-
ssien (CCI), (Guy, 1976), sud the Montgumery and
Asberg Oepressiop Rating Scalz (MADRS) (Montgomery
und Asberg, 1979). The MADRS itomus were scored from 0
o 3, o8 in Asberg ot al, 1978,

Safely and tolerability were assessed in the following
way, Agvenc ovents were feported, spuntaucously and by
@ cheel-list. Body weight, blood pressure and heart rate
(mezswred in lying positien aller 5 min rest, and in
smnding position, 1-2 min after sanding vp) were mea-
sured at bascline ad at weekly intervals thercafter. ECG
and laboratory tests (full blood comm, seTum clectrolytes,
liver epzymes, urinalysis, blood sugar, serum alkaling
phasphatace, blood wea nitregen, seram creatiige, Uric
acid, hilirubin, total gerum protrin and electrophoresis,
serum eholesterol and tejglycerides) wese also performed,
af basgline and oo doys 21 and 42

23 GCP cumpliange, data qualily assurance

The study was eemducted in aceomdance with the Decla-
sation of Helsiaki 1974 (version of Venice, 1983) and
accarding (0 standard gpersting procedures [or smdy
monitoring and co-ordination. For inining puwrposes, -
Jiability sessions on the insbupicnts used for the sssess-
ment of change ware currded out, These toak place during
investigatar mestings and/or during monitaring visit.

24. Seatistical analysts

The primary efficncy assessment was defined os Upe
ubsyluts decrease of the [TAMD total score at 195t ussuss-
ment va, basglige, Ninety-five peresn canfidence intorvals
of the mean diffarcnce in cuch weatnont amn were
compurcd uaing the standard crror (S.E) obmined from the
ANOVA, and the 95% confidency Interval for the diffor-
cnce between teatments wos calenlated (Gill, 1978), Tho
sandard deviation of the eutcoms vaedable was expestcd to
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bc of opproximasdly nine points (g, c.g Skok and
Hurdison, 1985) end the dvop-owt rate befurs the first
post-bascling gisessment was expested to be 10%. Under
guch esgumptions o saraple sizs of 100 paticnts recruited in
each treatment anm was cxpected (o provide a confidenes
futerval of the between-geament difference of the our-
come varigble, of 5.3 points (2.65 points cach side). The
same snalysis was carricd oul m two subsers of patients.
One sub-sct of patients wore defined as those judged
muzkedly (scors S) to severely (scorn §/7) ill at eatry
arcarding to the CG1-Soverily of Mness seale (Gay, 1976).
The sceond subsel wope melanchalic patients defined
relrospectively by upplicable DSM-IV criterin (Le presence
of item 2, ‘loss of pleoswre in all or almost all daily
activities® in the DSM-II-R classification et cravy (Amsesl-
can Psychialric Association, 1924) amJ of at [east thres of
the following in the bascline HAMD scals: late igsemnia
of maximel seveily, agitation er retardation of af leam
moderate severity (score2:2), definite loss of weight or loss
of eppetite of marimal severity, diwmal variation with
wonscaing in the morning, excessive of inappropriate guilt
(scoro 2 or 3).

Sceondery ¢ficicy essessments were respanse (3 de-
arease of at least 50% in the tom! HAMD scon) and
remismion (2 total HAMD scure of 10 or loss) at lest
assesgment. Ninety-five pereont confidemcs for within-
treatment and berwesn-ireatment differences wore culou-
lated (Peaca, 1988).

Tho cumulative probability of respunse (time t0 onsct of
response confirmed at all subscqueni assessments) was
calculated by the Kaplan—-Meler method and the com-
parison of eaumeat was carricd oul using the
log-rank wst (Kalkfleisch and Prentico, 1980). Homo-
geneity of bascline HAMD-21 total scorss &8 well as
homogencily of varignocs Across (reatment proups wers
tasted by ANOVA. Summary statisties of the HAMD total
seore and of the sccondary efficacy assessments (MADRS
and COI) @ each viait and a1 the last valid observation
were caleuluted The data analysed mcluded all paticars
entered fmo the trial, with the execption of patients who
had no postbaseline cvaluations.

Physical parameters meosuned of each assessment ware
summarised by descriptive statistics, The frequency of
paticnts showiny clinicelly relovant change (20% or more
vs, baseling), occumpanied by absolute critical values
(=160 or =100 mmtg for systolic bloed pressure; =400
or =70 muaHp for disstolic blond pressure; =100 or ®50
bpm for heart rate) st cach esseaxmen( were calculated.
ECG wacings ware intesprerd by cendiologisls apd the
presence of pre-coded individual sbnormatitics identified
Frequency of Individual abnommalitics in cach treatment
goup at bascling, during the Gial petiod and ar last
asgessment were calgnlated.

Labaratmry test results were classified os mopmal of
abnormal on the basis of the nosmal ranges provided by
the performing labaratory. Changes of fioquency distribu-

tions over line were wted by MucNemsr or Siuaxd
Mexwell test (Flaiss, 1973). Continuous values of laborg-
tory wsts wore stundardised ascording to a methed pro-
posed by Chueng-Stein (Chiuang-Stcin, 1992), and changes
over time were trsted by the Wilcoxon Rank Signed test
far paired data (Hollander and Walfe, 1973). Abaoxmal
valugs of labomtory lests were identified as clinically
relevant on the basis of stagdard criterin amd thelr fro-
quency over finie calcnlared

In the analysis of adverse cvenls, only ovatmenl-
emepgent signs and symptoms wers considered. These
were dified 2§ events that were oot present at bayeline
and sppeared during teatment or, i’ present at bascline,
becamc more sovere during treatrgent, The cumulngive risk
of developing an adverme cvent, and adverse cvenl clusters
considered to originate throngh (he same mechenism
(oewly emerged In 5% or morc of patitnis Ip at least oo
teatment group) was estinated by Kaplan-Meler mothod
ond differences between weatment groups tested by the
log-rank wat.

Statistical analyses were carricd out with SAS PROCs
(version 6.07) (except Smart—Maxwell test and confidence
interval caleulnlion).

3. Resulls
3.1. FPatismt popularion and vrsaiment

Of the 256 patients in the smdy, 130 were raadomised to
rboxctine (reatment acd 126 were randomised to jmi-
pramine tcatment. The majority of paticnts entering the
tris] wers classificd as markedly to scvercly i) (80% in the
rebozeting gronp sud 72% in the imipraming group (sce
Fig. la and b)). Damography, diagaosis aud histery of the
depressive disorder in (ke (Wo tegaomont groups are deo-
seribed in Table 1,

The majority of paticms were Caucasian and female; the
tatio of fzmales to males was similar in both groups. The
two treatment groups were well matched for ape, height,
weight and ree, The proportion of recumeat cases was
shiphtly higher in the rcboxctine-irated gronp (60.8%)
than in the imipramine-treated group (54.8%), The mean
age of onsel, medizg aumber of provinus episodcs of
depression end mean duration of the index episode were
similar {n the two trestment groups, The onsat of the index
episode was acute or subecute in 70% of the rchoxeline-
treatcd patients and 65% of the imipraminc-geated pa-
ticnta. Precipitating cxiernal stress was sbsent more fre-
quently in cho reboxetipe-(eated geoup (40.0%) thaa ia the
imipraming-tranted group (28.6%).

Protecol violations, both at admission and during the
treaiment period, were fere in botb ireaiment groups. The
tndex-cpisods duration was shoreer than 4 weeks In fow of
the rehoxetine- and two of the imipramine-trented patients
ond was lopger than 4 momths anly iR one rehoxcline-
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Fig. 1. CGl-soveriry of Minms: s frepmmy disiibution st cach amessment imoval o &) Lot exsexstoad n the reboxeting end imdmraming groups

group patient. Long-acting benzndiuzepings were adminls-
tored 1o Gve reboxcting-treacd paticnts omd six imipra-
minc-treater] paticnts. Additional psychotropic medications
were administored to six patieats in both treatment groups.

As shown fn Table 2, u tutal of 188 paticnts (73.4%)
complated the smdy and 68 (26.6%5) withdrew; 32 (24.6%)
in the reboxeting-weated group, wod 36 (28.6%) in the
imiprumine-treated group. Adveme evenls er infercistent
{lincsses newly emerped during the treatment pedod wers
the main ressens for withdrawal in 13 patients (10.0%)
wreated with reboxctine (inclnding ong suieide) and in 18
pulients (14.3%) meared with imipramine. Deterioration

was the main reason for withdrawal in cigit patienls ip the
reboxctine-treamd gronp and seven patlents in tho imi-
pramine-treated group. Remaining cuses included mainly
uncooperative paticats (scven and five in reboxetine and
imipramine treatment proups, respectively)

At the egd of the initisl 3 woeeks of treatment, 13
aticots (10%) in the reboactine-treated group and 16
patients (12.7%) in the bmiprumine-treated grovp had (heir
daily dosn inercascd from 8 mg tv 10 mg of reboxetine and
from V50 ro 200 mg of imipramine. Over the following
pexied, nine additiona) paticntk an reboxetige aad six an
{mipramine were switched to the higher duse level (83
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Desnoprphy. piychiavi disgeosls aad ety
Vinlshle Rabamation (n=130) Pmigncine (a=126)

Saz (%) Famale/mely #6354 asg/3a
Racu (%) Concoian 0.0 «ns

Back 27 (Y]

Ot 23 [ 1]
A ia yours Mo (22.00) 484 (*12.0) 424 (x136)
Hylgit in ess Mem (230) V674 (=00) 1678 (£49)
Walght in kg Mo (2.300) a7 (=114 4 (£19.9)
DEM-LU-R (W) [T s

Stugle cplande »a e
Age of oumt In yoush Mem (L2D) 25 (=132) ;A9 (L139)
Ny of oplamdoy Macing (5ge) 2(=10) 2 (1-40)
Ducutions of imdiat oplands ia wetky Mam (+3D) 2 (232) B8 (239)
Ounot of ik eplonde (%) At [ X L7

Sabasate -1} 354

esidions 335 )
Froscacs of pucipiteting S (%) Abutag LT ns

Protablo ns a3

Dufinlic 24 309

allowed Ja tho peowcol). Durlng (he trostment pesiod the  sxw shown in Fig, 2, The mean (+3.0) HAMD

E
{

dally doss wes somglonally decrossed (i0 & cwciom of st busalies wen: similer im both groups: 28.8(x4.4) in die
five paticais par suidy dey in (he roboxotine-trosted grovp  boxctine-treated (rovp mnd 28.0(+52) in e Imipa-
und in @ mexips four pationts i the Imipamine-trosted migg-trmalnd grovp. As tho stuly progresscd, there was
group), meinly dee w0 missed doset, lost modication or ghmilay jmprovemens in reboxctine-resed pationts (98
emorgonce of sigas/symploms of inlolecssco. Occasioually  patients continwing to recelve study medication) wad
paticnts had tholr dally dose mismkenly noased w & imipemmiog-oeatd paticnts (92 patieis oontingisg o
maximum of 20 mg/day robosetinn and 0 & maximom of  mocive study modication), wih a minimmm vela of
350 mg/duy iniptamiac (in a maximum of four paticoty  9.6(£7.5) and 10.4(282) an day 42 for rwhoxetino and
pex doy in the rebonstiso-trealed group and fivo patiests imipraming trourment, sespeclively.

por dsy I G beipsoino-teend group). This led © The mean docrenses of the SIAMD folal soorn of Jast
sidt-offacts Incladiag headachic, nuwses and ftigue sttt aro shown o Fig, 3, The moan decrosss was

high donn of Islpramine mrh:mdhmﬂmmcl.
32 Efowey Respomss o ramigsion by the lest assossment is shown
n Table 3. At tha logt asacssmcnt 68 5% of the sebuxotine-

3.21. lHamilen dupression roling soals

Tho mtep valr (£SE) of the [IAMD wotsl soom in~ 45.5%, respectively, wom in remiasion. The differonos in
paticnts with st lasst 0pc asseasncnt in addition © baseline the prcenmge of paticnts schieving resputiss in the two

Diposidion Rebuacties (v 190) Imigramitg (n—~126)
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mean decrense in MAMD total score
@
1

10

Rebaxeting Imipramine

n=127 n=121
Fig. 3, Mean duteaasd in t Hausilion depressian eding seals tomd scora
ab Jast aperoment (5% canfideace Inkcrvols).

Tahle 3
Repouse (=30W deormow of RAMD oaxd storp va balios) amd
semboston (HAMD tota) a0 10) b2 o beit emcamem

Criterion Bexaciine  Ipipramioy
@~} (=1
Regunst % patiaas s sa1

9% enfidenco vl SU.1-765 WP~E33
Reunlain % patimts 20 443

$5% conlidones Inteva)  429-009 364~3438
*Sutictiadly significent dlfircoes (12.2% tn Govour of mboartion, 95%
CJ, 0.3-24.3) comparnd with 1bo imipromine-tocatod proup.

s H. Somsazdd & &l ) Lxropesn Namvpschophormaeslogy 7 Sqgpl. | (16097) S97-846
0 oy T T ) T
baseline 7 13 2t -} a8 a2
Days of veawnant
Fig. 2 Manillon deprecon raiisg sealy, mosutS.K
treatment groups was 123% in favour of reboxctine, with
20 — 0 95% C.1. of 03243,

The cumnlative probability of mspaso is plotted by the
Kaplan.-Maler mothod in Fig. 4, Pationts receiving rebox-
eting had 0 cusmulative rate of cesponse significantly highor
than patients on indpramine (P=0.0126), At the end of the
tind wesk (Day 22), (he cumulative probsbility of re-
sponse wis 39.7% op rehnxetine, vs, 27.6% on (mipre-

mine,

Additional analyses were carricd out on the putients
clansificd 28 markedly to severely.- ! at edwission (80% in
o reboxetine group and 72% In tho imipramine graup,
secording to the CGL-Sevwsity of Hiness scile) end on
thaze parlents who could be charsciexised on the basis of
available tnformation as melpnchalic of admission (43% of
tho 219 patients whore infomwtion wes avudiable for
clmsificntion). Tho munn docrease o2 Last assessmont of (hy
HAMD fotal store In pationts efassified as mackedly to
severcly {ll el admigsion (99 rebdxetinc-trented paticnts
aud 87 Imipremine-treoted padonts) is shown in Fig. 5.
Resalis are very gimilar 1o those roparted for the (ofal
population (Fig. 2), tio differencs botwnen he two treal-
meats being 2.0 points (95% G, —1.0~54).

The mean deorease ot last sssessment of tis HAMD
tote) scoro in patients classifind a8 molsnchofie at adnris-
glon fn the (wo treatmant groups (51 mboxstine-treated
patizam, 44 imipramice.meated patients) &8 shown in Fig.
6. There was a diffkrence botween treatment groups of 1.6
poils (95% C.IL -3.0.63) in fQwour of schaxstine
trestrpent,

3.22 Clinical globat bnpressiun

Tho percentape of paticnts stored a8 nommal of barder-
lins on ¢ CGI soverity of flinzss scolo increased more
mpidly in the mboxetine-ireated grup comparced with the
imfgramine-reated group (Fig. 1o and b). A similar profils
was s2en for the CQI-Global impravement Seows (Fig, 78
and b). The frequency disiribation of COI-Efficasy Index
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21 28 = fr)

Days of restment
£ip & Kuplon Meler anaiytis of tho cumpuleting probebilily of respanes (7S0% dosaes of tho Easellun dervasion vating seelo 1otad s:ore).

Scors clemscs 34 last asscssoont fa shown in Fig. 8. The
most selevent githwonce batwasn treatmont groops i som
in the proporden of caws with mavked efiicacy i the
sheoncs of side-eftbom (index 4): 33.9% of the rebaxetine-
trestod ontem v, 22.3% of tic kolpramine-treaind ceses.

323, Montgomwy ond Asberg depresvion raling sculs
The MADRS total acores ovor timo and ot lax sssiss-
mene e shows i Fig. 9. The mcin MADRS toial scores
ul baseline wasn shmilar in both groups (17.2 (3.D,£3.3)
ad 169 (S.D.£33) {n the whoastine-treated and imi-

improvemsest & groups
v-mdu(m_mmu(s.n:mum

sad imipramino-wosind patients, sespectivaly. AL les 20~
sasment ab &illrones botweon (restment  groups wWas
apparcnt.

mean decrease in HAMD total score

-
o

Raboxitine ~  Imipramine
=80 7

3.3, Toleability and safety

311, Adverse swnis

81.5% of paticals (reated With reboxctine caperienced 8o
adverse cvont (an svorsgs of 2.5 events each), 31.9% wera
peobably or dofiaitely rolatnd to dmg ireatnent, 81,7% of
petonts treated with imipramine cxperimond an advensc
cvont (am averuge of 2.9 events each), 39.0% wore proba-
bly or definiwly volatnd to drug treatment, Majcs suffered
from sdverss cvonts mors froquenlly than femelos whon
troaled with reboxetine (87.0% va. 78.0%) and imipraming
(B5.0% wu. 79.5%).

The most frogquendy reparied adverss cvonts aro shown
ia Toblo 4. The comulative risks of dey myouth, kypoton-
sion and related sympsoms, or tromae, (cstimated acoonding
© the Kaplan-Moir method asd logrunk Geml) ware

2
f -
§ - ?
= 16 3
g ]
i 12 )
10

Reboxetine Imipraming
St s Y

Fig. 5. Muosn deaseass of the Fiamilum depromioc rating fotal sonce o et Fig. & M durws of e Hamilies doprpeiom rating s tcal soeee

stesmcrt Jo Sevesely B puolasss, (e Jugd tvy OO soucaity ot baseline)
el

(95% conlidesmc

ol aenmnent ' sociaagiuto pslasss (0 Joiged by DRIV alleels)

(9% oibiency inicrvaly).
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slgnifieantly higher for imipranging-treated patients than for
reboxetine-troated patieats (P<0.05).

The majory of sdverse eveats were jedgad of mild or
muxderate sevaticy in both groups with no clear differoncey
in severily betwesn tho treatments,

Sexious adverss Gvents wers reparted in four paticnts,
Amaong the rebaxutine-treatod patients, ane case of sulcide
(Mbyﬁ:m)mdmeofplmdddnmm
Ous imipraminc-treated paticot suffermed from supraven-
iticalar teshycardin and mnther Gom first dogroe A=V
biook, Thirteen paticnrs on rbaxsiine (10.0%) and 18 on

Imipaming, (14.3%) kad odverse events or intmrourrent
illnesses a8 the maln reason of withdmwal from the smdy.
In he reboxeting group, cvemts axsocinted with discon-
dnudmmmm(mhmmmm

dizelness, headashe,

imipramine group, cvenls associated with discontinuation
more than occasionally (iwo o five patients) wers tochy-
cardin, handnche, dry mouth, uomar, Dbiigue, dizzincss,
uglmmthaﬂa.mmﬁslm.mmxﬂa,mno-
\ennn, increcwnd sweating and winary marmtion.
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| Reboxetine
B imipramine

40-

Patients (%)

=t »1-£2
Fig. 8. Cril-cilaacy index: froquency distribution of score clasacs &1 lact amonsment n seboxotive aml fadpraming-innted pationts,

4=matked cfficary Jo tha ahsenon of shieaffects,

332, Physical parameters

‘Thess wrso not modified to any significant extont by
dither treatment, Ths gnly diffcrences coneomed the fice
quency of clinlcally selcvant docrsasa of both sysswolic end
diastolic bload pressure on standing. This was lower in
rebaxetine- compared with imipmmine-teated paticats
(4.0% va. 10.8% of patients, tespectivaly). The Lrequancy
of hesrt yato valnes which incressed 220% vs. baseliue to
2100 bpm was slightly highor for rcboxotine-teated

18
16
134

3 4

yatizots than for imiprmuine-treated poticnts, pmGeulady
on smnding (27.6% va. 21.2% of paticnts, respuctively).
Howover, the majority of these changns in blocd psswro
#0d beart rats occumed only opss, Body woight amd
EaIpeTItuIe were oot affected by cither toatment.

233, Blodrosardiogran
No offesl on cardias fimotion was indicated by ECG
recondings. At last sssessment, simormalities unewly

" =-m=+ Roboxstine
-0 [mipramine

Days of roatment
Fig 9. Monpomery-Asherg dopresion tating szale; mosn valurs and gtondard ey o each apscssment interva) ond o faxt axgessmmy,
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Tabls 4
Frequency of adveren ovents txxuming in 5% ur mor of ptiants in Al lxd oz tesmml group
Advemo avent Reboxeting (9=130) Imipmmine (r=126)
L] %" » L
Dty wouth k] A6 45 357
Mecadeche and/or migiine a1 162 18 143
Nsusca and/or related sympioms [ D] 146 1" HI
Incecascd swosting 18 138 18 143
Cotigipation 3 1090 13 103
Byporeosion and/or selated sympmous 13 100 3 183
Inxixninin [0 .1 14 114
Urinwy bedibmey andfer siation 10 ” 6 13
Agitstion ondfar anxlely wnlf o sirvinGuEss 9 69 9 EA )
Tachygrdia 8 62 3 103
Sommplenes 4 31 9 721
Trzmor 2 19 3 103

emerged in motg than one patient included sious wehycer-
dia (8.4% of rchoxctinetreatnd patients and 42% of
imipramige-treamd pationts); disordere not classifiabls as
thythm, ¢onduction or ischacmic disorders (1.8% of rebox-
eline-treated patients); and oceasiosal veanicular ectopic
beats (3.1% of imiprumine-treated patients).

334 Laboratory tests
There were no clinically ket changes in labora-
tory st values fn ejther treatment group.

4, Disgussion

This compatative, controlicd study was undertaken to
estimate the diffcrence in cfficaey, measured by the changs
of the JIAMD total score, between rcboxatine and imi-
wumige. The maults for the imipramine-trested paticnts
were similar to these fom studies comparing imipramine
treatment and plasebe. For exemple, Stuk ard Hardison
(1983), in a lape smuldcentre outpaticnt srudy, found a
similer mean HAMD 1oind scere af baseline, and a mean
improvement in HAMD (after @ 6-week couse of trepl-
menl with imipraming) of 12 polnts (SD.%10,1), This was
only slightly lower than the 143 points improvement
(5.D.%9.6) scen in our sludy. In their study the mesn
HAMD impravoment in palients recriving placebo was §.2
poiats (80.2:9.0). In the study doscribed horo, tho diffks-
eace in cfficacy, o8 measured by the HAMD, between
treatment groups was of 1.5 polnts and the 95% C.L.
(~1.0-4) in favour of whoxstine Indicarcs that the ue
differcoce nnges Gom a lower *clinically ifrelevans’ limit
{n favour of immipramine to an yppér ‘clinically relevant®
limit in fevour of reboxctine. This indicates thet reboacline
is ol lzast as effective s imipramine in the exwonc of
improvement of major depression,

The aub-analysis of soverely ill and melyncholic pa-
ticnts, contirms the offectivencss of rebaxetine in the most
difficult cases within major depression, a population

reported o respond less woll to entidepressunt therapy
(Kocsix ct al., 1990). Scvere depreasion is an experimental
condition required for the demonsiration of the efficacy of
new antlideprogsent agents (CRMP, 1994).

The percenwage of paticars showing climically-relovant
improvement was higher in the veboxetine-ueated growp
compated with the imipromine-treated group. In agrecment
with this, the curaulative probability of responsa (Ksplan—
Meier analysis) was significantly higher (P=0.0126) in-
dieating an carlfer onsct of responee in reboxetine-treated
patiens. Results from the COI-Soverity of [llnes and
CQIGlobal improvement ratinps alse show & quicker
respunse in reboxetiue-treated patients,

The tolerubility of reboxetine was high, as shown by the
results of laboratory tosm, ECG regordings and physical
parsnciny moassremonts, Scrious advene cvenls were
infrequently reportd in clither group. The ncwly emerged
adveise cvemt rats was quits high, as expested when using
a check list to cwoord adverse evemts (Spilker, 1984).
However, these wore judged probably or definitely related
tg study medication In only a minarity of cuscs,

A slgaificant difference was found in the cummlative sk
of individual adverse events (dry mouth, hyporension and/
ar rcleted symptoms and tromer) in favour of reboxetine,
When the investigators wers asked to weight efficucy vs.
side-effeets aecording to the CGI-Efficacy Index, more of
the reboxeline-treated patients thap [mipramine-trusted
pationts were jutlged to show evidense of marked cficacy
in the absence of side-cffects at the Iusl assessanent.

The edvantage for reboxeting in the ewnulntive risk of
development of hypotension and/ar related symploms was
confimed by blood pressure measwements. The - only
clinically relevant difference between the two treawment
groups was (he frequency of detrease in both systolie and
diagralio blood pressure on etanding which was less
Lreqquent in reboxetine-treated paticats. The advantage of
rebaxeting over imiprmming in requensy of hypotenaton is
likely 10 be dus o e nbsence of «, noradrenergic
recegor-blocking propertes of rehoxetine (Riva ot al,
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1989; Cookson, 1993). The sdvaniags fix reboxstion in the
Jroquancy of dty mouth and tromor may be dun 1o the
wlative weskaens of #e ssecarinlc cholinergic recopror
bmm”ﬁ--wummmm
models (Besmment, 1939; Riva ot ul, 1989; Coolwom,
1993; Thoolllopowios et al., 1993),

1n conchmion, the afficaty of reboxetine was similar 0
that of inipameing in the overall populstion and
soverely dagransed sad molsmcholic petionts. Robaxstins
wis also botier Roleeated than imipramine.
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2020

Bogota, D.C.,

Doctor

EMILIO FERRERO

(Apoderado)

ASUNTO Radicacion 00067212
Tramite 002
Evento 001
Actuacion, 430 951
Oficio - 3 5
Folios 002

Como resultado del examen de fondo, realizado con fundamento en el articulo 45 de
la Decision 486 de la Comision de la Comunidad Andina, se le comunica:

Documentos estudiados:

Los textos estudiados fueron la descripcion (Folios: 2 a 25) y las reivindicaciones
modificadas 1 a 16 (Folios: 78 y 79), las cuales no representan una ampliacion del
objeto inicialmente presentado.

La presente solicitud reivindica prioridad finlandesa N° FI19991925 de 10 de
septiembre de 1999 y cumple con lo establecido en los articulos 9, 10y 11 de la
Decisidn 486 de la Comision de la Comunidad Andina.

Objeto de invencién:
La presente solicitud se titula: “Soluciones farmacéuticas de levosimendan”.

El objeto de la presente solicitud se refiere a soluciones de levosimendan para uso
farmaceéutico, y particularmente para administracion intravenosa. Las soluciones de
la solicitud tienen estabilidad mejorada y son particularmente Utiles como infusion o
soluciones de inyeccién o concentrados para infusion. El levosimendan o (-)-[[4-
(1,4,5,6-tetrahidro-4-metil-6-ox0-3-piridazinil)feniljhidrazono]propanodinitrilo, es dtil
en el tratamiento de falla cardiaca congestiva.

Segun la descripcion, el levosimendan y métodos para su preparacion se describen
en la EP 565546 y WO 97/35841. El levosimendan es potente en el tratamiento de
falla cardiaca y tiene enlace significativo dependiente de calcio a [a troponina. Los
efectos hemodinamicos del levosimendan, la farmacocinética en el hombre después
de dosis via IV y oral y el uso en el tratamiento de isquemia del miocardio se
describen en el estado de la técnica (ver folio: 3). Los estudios clinicos han
confirmado efectos benéficos del levosimendan en pacientes con falla cardiaca.

La elaboracion de las soluciones de levosimendan y particularmente las soluciones
adecuadas para uso intravenoso, involucra numerosos problemas que son causados
por la sensibilidad del levosimendan a las influencias quimicas y fisicas. En
soluciones el levosimendan es sensible a la degradacién quimica que limita la vida



media de las soluciones y puede producir productos de degradaci6n indeseables. El
levosimendan también es pobremente soluble en agua y precipita facilmente en las
soluciones intravenosas es extremadamente peligrosa en razon a que el material es
particulas puede ocluir los vasos sanguineos. La solubilidad del levosimendan se
disminuye adicionalmente en forma severa cuando el pH se baja en neutro, de tal
forma que un pH bajo pareceria en principio desfavorablemente. De esta forma
existe la necesidad de formulaciones acuosas mejoradas de levosmendan que sean
quimica y fisicamente estables durante un almacenamiento prolongado y adecuadas
para administracion intravenosa.

Lo que se reivindica como novedoso es lo siguiente: una solucién acuosa
farmacéutica que comprende levosimendan o una sal de este como ingrediente
activo, caracterizada porque el valor del pH de la solucion es inferior a 5.

El objeto de la solicitud definido anteriormente se clasifico en la IPC A61K 31/50.

Claridad de la solicitud:

El articulo 30 de la Decisién 486 de la Comisién de la Comunidad Andina establece que: “Las
reivindicaciones definiran la materia que se desea proteger mediante la patente. Deben ser claras y
concisas y estar enteramente sustentadas por la descripcion. Las reivindicaciones podran ser
independientes o dependientes. Una reivindicacion sera independiente cuando defina la materia que se
desea proteger sin referencia a ofra reivindicacién anterior. Una reivindicacion seré dependiente
cuando defina la materia que se desea proteger refiriéndose a una reivindicacion anterior. Una
reivindicacién que se refiera a dos 0 més reivindicaciones anteriores se considerara una reivindicacion
dependiente muitiple.”

Aun cuando se hicieron modificaciones en el capitulo reivindicatorio, de todas
maneras se considera que las reivindicaciones 1 a 5 (folio: 78) contintGan siendo muy
generales, ya que no se especifica una composicion o formulaciéon farmacéutica de
levosimendan, sino que a partir de la reivindicacion 6 ya se habla de una solucion
farmacéutica mas particular. De hecho, tal reivindicacion 6 y sus dependientes, no
dependen de las anteriores 1 a 5.

En cumplimiento del articulo 45 de la Decisién 486 de la Comision de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de sesenta dias
contados a partir de la fecha de la notificacién de la presente comunicacion. En caso
de no dar respuesta al presente requerimiento o si a pesar de la respuesta
subsistieran los impedimentos para la concesion, se denegara la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del
capitulo quinto dgl titulo prithero de la Circular Unica N° 10 de 2001.
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