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Asunto : Solicitud de patente para SOLUCIONES FARMACEUTICAS 
DE LEVOSIMEN DAN 

Solicitante : ORION CORPORATION 

Fecha de solicitud 6 de septiembre DE 2000 

1. Yo, Emilio FERRERO, obrarido como apoderado del solicitante en el asunto antes 

identificado, me retlero al ofido nÆmero 2087 notificado por fijación en lista del 23 de febrero 

de 2005. 

2. Mediante el oficio nimero 2087 se puso en conocimiento del solicitante el informe 

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

patente. Atiendo a las observaciones de la manera sigulente: 

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 requeildo por su Despacho de acuerdo con el 

ArtIculo 46. Manlfiesto que el articulo requerklo por ese Despacho no es relevante Para el 

estudlo de patentabdidad de la presente solldbid puesto que no estÆ dhigido a la materia aqul 

reMndicada. 

3. Puesto que se han atendido a cabalidad las observadones hechas por su Despacho 

sobre la presente solicitud de patente, atentamente solicito que se continUe su tramitación. 

Anexos: 

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

Bogota, 1b mm. 2006 
Seæora Jefe, 

EMILIO FERRERO 

T.P.A. No. 31.929 

1co0 08962-801002-0 
CWZCNID400086/WPL8962 
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EUROPEMINEURO 
PSYCHOPHARMACOLOGY 

ELSMER Eampcan Ncarojnycl pban elegy 7 Suppl. 1(1997) 937-847  

Efficacy and tolerability of reboxetine compared with iinipramine in a 
double-blind study in patients suffering from major depressive episodes 

H. Beizcwski’, M. Van Moffaert", C.A. Gagianoc 

Thc Orvnwi R bo.rcthw S4  Group, Fraia £Jnh’eniiöt Berlin. Rcrlin. GemzwU’ 
’1flw R4glan Rsaratha .tiu4r Growp. UnivcrUaire ZidasilwLa Ce4 clear. 84tiim 

2’7be Snath APIcan ItebezethTc Study Crony, UrdvwItp of Lim Crwiga Fraa Xwla Bloemfontein. R,ubUc of 5uth Afica 

Abstract 

A 6-week randomisad, double-blind, inülticsntte stu4y in 256 patients with a DSM-m..ft diaosis of major depression was carried our 

to compare the selective noiadmnalinc roupiako inhibitor (WART), reboxedn% with the referonco standard tricyclic antidepressant, 

O imipraininc. The efficacy of reboxatinc, as muasurod by the extent of improvement of Hamilton Dcprcssiou Rating Soul; Montgoraray 
and Mbcrg Depression Rating Scale and the Clinical Global Impression Scale, was similar to that of irthpnsninu. The improvement was 
observed in the overall population and in severely dcpicsscd and melancholic patien1. Reboxeilne tolerability compared favouiebly with 
that of üxiipraniine. Frequency of discontitmation due to adverac cvcnts was lower in the teboxeline-treated group (10.0%) than in the 

imipraminc-thailed group (14.3%). and the cumulativc risk of dcwlopmcnl (Ksplaa�Meier analysis) of dry mouth, hypotension andf or 
related symptoms and tremor was slgnfficantly higher on iniipramiuc than on rcbuxcline. @ 1997 Elsevier Science B 

Keywords: Selective noradrenalinc nmuptokc inhibitors (NARlt; Reboxetinn. Major depression 
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tmDelgiwm Pt I Bollen, Smuts Maria facbiu1r ZickuhuL% Sin! Tmidam 

Dr M Dcrcly, Ncuropaychiithic Hospital. Brussels: Dr P. SpIns, St 
Camillus Zickeshuls, SE flenfjs-WcSUtm; Dr M Vim MaIThait, Uv.i-
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Dr I Wilmeec, H5p11 Civil Visenat Van 
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CA CJiano, University of Orange Free Sure, Blcamfometh Prof A 
Levis. Pen England Hospital, Cirthnnistawn Or DAB Wilson, G,uu(n 
Schww Ucapilel, Cape Town 

1. Introduction 

Iteboxetlne is a selective noradreunline reuptake inhib-itor (NW, highly potent in animal models predictive of antideprcsaant efficacy (Melloni at al., 1984; Riva at al., 1989). Pharmacodynamic studies In humans confirm the animal findings. In placebo-controlled conditiona, single oral doses of 1 and. 3 rag of reboxetine had dose-related effects on the CNS, with modifications at quantitative power specmlm analysis of the human electroencephalog-rain similar to 75 cag imipramiue in the fronto-central, but not in the occipito-lemporal derivative (data on jib). There was also Increased growth honnone release (data on file), probably due to hypothalamic noradrenergic stimulation (Lankinana, 1983). A dose-ranging study in patients with major depression showed that rcboxctinc is well tolerated when administered for 4 weeks at fixed doses up to 10 mg/day. Daily doses of 8 or 10 rag provided the lnrgcst safety margin (data on file). The controlled study reported in this paper compared the efficacy and tolerability of reboxctinc with the tricyclic antidepressant (TCA) hni-0924-917X1971517.00 Ccpynght 0 1997 ElWVià Snienoc BY. All tights reserved Pit S0024-077X(97)00418-5 
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ptnmlae, the standard referenan of choice (Angst at al.. 
l99). 

2 Riperhuental procedure 

V. .Ya4 destgn and palignts 

� This pmspneiiv doubk.bThal, n duoiiaed, pssllcl-
group, mWdccntm tool was carried out In 22 cannes 

� located in Cicrmwiy, flulginni and South Atica, Patients of 
either sex, of any race, aged lB 65 yesis, under ia-patient 

� cam or attending out-patinal at day-hospital clinics for a 
major depressive cpIsodc (DSM.11I-L Ainadcan Psycbiat-
nc Association, 1987) were includerL Patients with a 

�1  pm camlant toast more for the 21-kern Hmniften L3npTcs-
elan Rathig scale (HAMD) of ta22 (Hamilton, 1960)i and 

� with the depressive episode prcsre for at MaSt 1, but no 
more (bag 4 months were recruited. Inlbmied consent was 

� obtained (rum each patient pier La acmcndng 
At screening, a thil medical history raviow and physical 
nInatlon (IncludIng chei X-ray, cicarrocordiogjem 

� (MG) and vital signs) were carried out and laboratory 
Lams fur the aascmment of baernalopuictk, hepatic, renal, 
thyroid (15K and T4) and glucose handling fimatien wow 
porfcrmnd. Eaclusion criteria Inoluded; 

history of major 
dcprmiive episodes associated with endocrine disorders or 
of drug hypcnwaisitivity pregnancy detected by a ping-

� nancy test at the cad of the wash-out period; retheal by 
� Lhmale patients of childbearing ago to use effective contra-

caption during the study pcnad participation in another 
� clinical sandy in the 4 weeks preceding the study; evidence 

� of Subsianoc Use Disorder (DSM-01-R). cmantly or � 
within the past 6 nionthat chronic respLottiy lasuffleisuny 

� (determined by physical ainm’iion and X-ray); history 
or presence of gastruioiasiirrnl, bepatic at renal diacase, at 

� other conditions luzown to inferfem with the absaiprian, 
� distribudo; mctubolism and nacrctian of drugs history of 

retsuris or brain Lnjwy; current evidence of clinically 
important hagmtowm0c or cardiovascular diseases; cat-

: tout cvidcnce of thyroid function disorders, winery re
-caution or iaucoina; tymproms of any other Impormut 

clinical illness In the 4 weeks preceding the sludy 

CUM��
 lcclrocłnvuIsivc therapy in the prevIous 6 unnmths; 

sally reinvent abnormal findings to the physical snarnine’ 
tins, laboratory rests and ECG at admission: patients with 

� high risk utsuicide. 
Alter am initial wash-our period of 4.14 days, patients 

ware rand.ammscd to one of the following tt’: oral 
rohasetine 4 rag twice daily, or imipr.iumine 50 mg in the 

� ntomin  end lo0mgin the ecning(SOmg for the first 3 
days), for 6 wacks. After 3 weeks of frealmnt, If the 

� pationt eapadonccd an unsuloftatory responso but rotor-
atcd treatment well, the daily dose was increased to 10 mg 
for raboxetinc and 200 mg for haipasmino. ITIdIVIdUSI 
patient treatments we supplied In Lndlsrlagulsbable sup-

sales, packed in weekly cartons. Individual trennirnent 
Infeunslion was supplied in scaled erwmtiope for emergen-
cies necessitating tronmunir Identification. 

With the atception of hypnotics such as chloral hydrate 
(0.5-1 g) used for sleep induction on a pro in aSIa basis, 
no concomitant medication we allowed on catty and 
during the canine of do study. In the case of events siting 
during the course of the study, non.psychotroplo medica-
tions needed for the patient’s welfare could be adminis-
tered, and were recorded on the case report form. Approval 
from the Sihics Committees or institutional Review Boards 
qf the psrticipatlag cciures was obtained in accordance 
with the regulations and requirements of individual 

conetrim
 

-

12. Ammmonm 

Emeany, aasaasznenb, at batoline and at weekly intervals 
thereafter, included the HAMD, the Clinical Global Impic.. 
salon (COD. (Gay, 1976), and the Moargonisty and 
Asbeeg Depression Ruling Scale (MADRS) (Montgomery 
and Mberg, 1979). Tim MAURfr Items were scamd. from 0 
to 3, as in Aabcrg or at., 1975. 

Safety and tolerability wow assessed In do following 
way. Adverse events weca reported, spontaneously and by 
a check-list Body weight, bland pounce and heart rule 
(measured In lying position after S min rear, and in 
standing position. 1-2 maIn after standing up) wow mea-
sured at baseline raid at weekly intervals thereafter. ECG 
and laboratory tests (full blood count, serum ciccinilytea, 
liver enzymes, nthna$ysia, blood sugar, serum alkaline 
phoephaisac, blood urea aitregen. serum ctoatininc, nile 
acid, bLilnibin, total serum protein arid electeophorcals, 
amman cbofralcrol and biglyccnidra) were also perfnmna 
at hemline and on days 21 and 42. 

2.3. GCP compliance, dine qriad(v assw’auee 

Tee study was conducted In accordance with the 1)ocla-
macinn of flebtinki 1974 (version of Venice, 1983) and 
according to standard operating procedures for study 
monitoring and co-ordlnalion. For training purosce, ye. 
liability sessions on the instruments used for the esawa-
went of change were carried ona Those took place during 
Investigator meetings and/or during monitoring visits. 

.2.4 &atiaiical an4air 

The primary oflicacy assessment was defined as the 
Absolute decrease of the HAMD total score at teat sneers-
went vs. basdllun. Ninety-live perweit confidence Intervals 

of to mean difference in cash teesanout am were computed using the standard eaor (S.B,) obtained from the 

ANOVA, and the 93% cnfldenco interval for the differ-
ence between vosnuonts was calculated (Gill, 1978). The 

standard deviation of the outcome variable was expected to 
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be of approximately nbc polats (ann, e.g. Stark and 
Hatdlaon. 1985) and the drop-oar rate bctbm the first 
post-baseline as=mot was expected to be 105/c. Under 
Such assumptions a sample else of 100 pulicais recruited in 
WA newznent Uzza was capumcri to provide a confidante 
interval of the hrtweea-onannwt difference of the out-
come varieble, of 5.3 points (2.65 points each tIde). The 
came aralysis was carried out in two subsets of patients. 
One cub-set of patients were defined as those judged 
martcdty (acorn 5) to sevuroly (score 617) ill at entry 
uceenlieg to the C01-Scvasity oZDlness scale ((icy, 1976) 
The second subset wore melancholic padeama defined 
retrospectively by applicable DSM-IV criteria (Lo pretence 
of ibm 2, ’loss of pleasure us all or almost all daily 
aetivili& lathe DSM-111-R classification at entry (Ameri-
can Psychiatric Msociaxlon. 1994) and of mit lewd three of 
the tbltowirzg in the baseline HAMO scale: late imomnia 
of inasimal severity, agitation or retardation or at tomb 
moderate severity (.carc2), definite loss of weight or lass 
of appetite of maximal severity, diurnal variation with 
worsening in the morning, orceerelve or inapprepriate guilt 
(score 2 or 31 

Seconthuy oftacy ometonents Were 10590fl8 (a do-
crerwo of at ta&t 50% in the total HAND score) and 
romlealon (a total HAMI) score of 10 or 

lass) at tom 
assessment. Ninly-five pescont confidence for within-
treatment and -irroizeent diftcrcoocs were calcu-
lated (Pace, 1988). 

The cumulative probability of response (time to caret of 
response cnflmrer1 at all subsequont assessments) was 
ealcalrfled by the Kaplan Meier niethod and the corn-
parisun of tteauawt groups was carried out using the 
log-rank test ( aiblicitch and Prentice, 1980). Home-
gcnetty of baseline RJmMD-21 total course as well as 
homogeneIty of variances across trormnnont groups were 
tested by /INOVA. Snnmuuy statistics of the RAW) total 
SCore and of the secondary efficacy assessments (MAORS 
and Cut) at each visil end as the Imit valid observation 
were ecdcuiaterL The data analysed Included all patients 
emend Into the trial, with tire caception of patients who 
W to pesi-basclhus cvaunznlinns. 

Physical parameters mcaaacd at each assessment were 
sununamlscd by dowmptive statistics. The Ibequcacy of 
patients ebowing clinically relevant change (20% or once 
VL batelina). accompanied by ribauluLe critical values 
(2160 or atIOD asinlig for systolic blood pressure; cr100 
or r570 mmHg An diastolic blood pressure; 100 or etSO 
bprn for heart rate) at each anacesmom were calculated. 
ECG tracings were interpreted by cardiologists and the 
presence of pan-ceded Individual abneanalities idntiuled. 
Frequency of individual abnormalities in each croerment 
&roup at baseline, during the trial ported and at last 
assessment wore calculated. 

Laboratory rest creults were classified as normal or 
abnormal on the bats of the normal ranges provided by 
11w parfbnaing Laboratory. Changes of 8equcncy distelbu-

Lions over time were tested by MaCNectar or Stuart 
Maxwell test (Plans, 1973). ContInuum, values of labora-
tory tests were siandanlised according to a reclhud 

pro-

posed by Cluing-Sieiu (Cbuarg.Sscin, 1992). and changes 
over time were tested by the Wilcoon Reote Signed test 
the paired data (Hoflaxeler and Wolfe, 1973). Abnormal 
values of laboratory tons were Identified 

as 

clinically 
relevant on the basis of mitpdud criteria and thair ftc-
quency over time calculated. 

In the analysis of universe event.s, only tomimant-
emergent signs and sroptuma were considered. These 

were defined as events that teen not pZmonI at baseline 

and appeared during Irwiment or, If present at baselim 
became more severe during tnxanncnL The cumulative tik 
of developing an adverse event, and adverse event clusters 
considered to originate Ibroagh the seine mwhwgsm 
(newly emerged In 59A or maze of patIents In at toast one 
treatment group) was estimated by Kuplaa-Mckr method 
arid differences between ircamincrnt groups tasted by tIm 
Iug-nmk test. 

Stenlatical analyses were catried out with SAS PItOCs (vetsien 007) (except Stuad-MaxweU test tod confidence interval caicu]a1b09. 3. Results LI. Patwru population curd zr-aanv,mz 

Of the 256 patients in the study, 130 were rendoudecd to 
jbtfn  MMcat and 126 were randomised to ml-
pmzninc Iseniniant. The majority of patients entering she 
ttial were classified as matitedly to severely in (80% in the 

ceboxctinc g and 715A in the Zwipmmlna group (see 

Fig. La and b)). Dcnmgrephy, diagnosis and history of the 
depxetive disorder In the two cecailnuat groups arc de-
scribed in Table I. 

Tier majority urpdww were Caucasian and Lalc; the ratio of females to moles was similar In both groups. lire two treatment groups were wall matched for srje, height. 

weight and mace. The pwportion of easutrent cases was 
slightly bighat in the rcboxdnc-lzoatcd group (60.06) dice In the liolpruxnlne-treated group (54.8%). The mean 

Age of onset, median number of previous episodes of 
depression and 

mean duration of the helen episode were 

abnitor his the two treatment groups. The onset of the Index 
epIsode was acute or stibnxcule In 70% of the reboxeline-

1reatd patients and 65% of the ltulprnmlnc-treulcd pa-licnt. L5raclplanlrrg cerornal stems was absent more ftc-

quuntly in the reboxetine-trcexcd group (40.0%) than In tier 
lrnfpremiac-tranted group (28.6%)-Protocol violations, both at admission and during the 

trcaencni period, wore rare in both treatment groups. The 
index-episode duration warm shorter than 4 weeks In font at 

tim rirbeserine- and two of the lmipxumiue-tzeated patients and was longer than 4 months oniy in one cebozetinc-
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J0. I. coJ-ty of iTh, o f2oIgy dwmat b mum= litn,iI Sod at IISI Mmmalagm rd=uW=ud bmtp= pulm 

group patleuL Long’acdng beneodlazeplass were was Lbs main tomes fr whbdraw*l In dglg paiinnlo In the 
tated in five atlas-treated patinals moi omz pra- rebnxctlnn-bonlcd group end sciun patinnts In 4w ImI-
nilno4ronnel putint& Additlenel pcychmrupte medicatIons pramlns4teated group amoniring omr in&i.dii mainly 
wow administered to elz pationte In both ucaunent groups. eucoopeatlive ptdienlo (eevmz am) fin in mbezeline cod 
As shm in TableZetotalo l88pelicste(73.4%) Wrambn ammotrcspccdvoly) 

gampictad the aiwly cod 68(26.6%) wlthdmw. 32(24.6%) At the and of the inItial 3 weds of treatmeuL 13 
to don rdmadnoacmd group, and 38(284%) in the patlente (10%) is the =bmmfimvacuW group and 16 
lndprumlnoirealed group. Adverse events or Intezacateal patients (12.7%) in 

don 

lmprcmlmz.wentcd gmnp had their Moon newly emerged dozing 
4w autmad 

period wets daily done increased from 8 m 

to 10  m# of rcboietlmt and 
U main reasons for withdrawal in 13 patients (10.0%) from 150 to 200 tag of lmlprmolne. Over the following 
treated with rebozelise (Including one tuicida) end in 19 partod, also additional padents on rebozotlnc end ala on 
patients (14i%) treated with iroiprnsnim ictartmotion hulpranilna were switched to do Lighor dose level (as 
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prwvin4 the snatthud ssfcronau of choice (Angst at oh, 
19g9). 

2. £iporhuenw procedures 

2.1. $aidjr dezig’x wzdpatir.ots 

This prnpSativC, double-blind, randomised, pataIM-
group, multicanize trial was ceeded out in 22 centres 
located in Germany, Belgium and South Mica. Patients of 
cithar sea, of any race, uged 18�O5 yams, cedor La-Rd o, 
cain or attending out-patient or day-hospital clinics for a 
major depressive episode (f)SM-ffl-L American Psiibiat-
tic Association, 1987) warn ineindad. Pzlenta with a 
pie-trcatnlcnt toed score for the 21-itran Hamilton Dapras-
lon Rating scale (HA311D) of 3:22 (Hosiltna, 1960), and 

with the dapanisivo cplsode present for it least 1, but no 
more dam 4 muzitht were racrinted. Inf*nncd consent was 
obtained *crsn each patient prior to sezcoixjng. 

At screeffing3 a full medical history review and physical 
xnuiiatIoa (Including client X-ray, electrocaxdiogmm 

(ECO) and vital signs) ware carried our and Inboasiozy 
tests for the assessment of beematopoindo. hcpatic, renal, 
thyroid (TSIt and T,) and glucose bnmllixig fonetlon were 
parraymcd, Es.cluslmi criteria Inclutixek history of major 
depressive cpisOdas atsaciatad with cndocrhm disorders or 
of drug hypersan0viV, pragannoy directed by a pn-

ORMY test at the and of din wash-out petted; rutbani by 
foronle paticnrLt of childbearing ago to use effective conna-
caption during the study poiiod, parilcipalion 

in 

another 
Clinical study in the 4 wcakat pzemding the suzdy cvidcticc 
of Substance Use Disorder (DSMIll-R), currently or 
within the pest 6 months; chronic respiratory Insufficiency 
(determined by physical examination ned X-ray); history 
or presence of g&’etointrstlfl3l, hipailo or renal disease, of 
other conditions Mown to interforo with the ubstupilor% 
distrIbutIon, tustnbollsm and mcmdon of li Idsuny of 
scizurts or brain injury; cutTarta evidence of clinIcally 
important baemstopaialie or cardiovascular diseases cur-
rear ovidonco of thyroid function disorders, urinary to-
tenSion or glaucoma; symptoms of any other Impudent 
clinical illness in the 4 Weeks preceding the smdi, 
elcalsotinavulelve therapy La the previous 6 months; dm1-
esily relevant abnormal fiedid Lu tim physical uxarnina-
tier’, labatutory tests and ECG at admission; patients with 
high risk of suicide. 

After an initial wash.out period of 4-14 day% pulienis 
wcro randomised to one of the following teeaimenttt oral 
mbusoticc 4 rug twice daily, or linipramian SO rag In the 
morning and 100 mg in the evenIng (50 lug for the diSc 3 
days), for 6 weeks. Aft 3 weeks of anarinmrç if the 
patient experienced an wisatisfactozy response but toler-
ated treatment well, the daily dose was increased to 10 mg 
for reboactina atid 200 rag for imijuarnim lwllvidual 
patient atatancrgs were supplied in Indistinguishable Sap-. 
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u1c4 packed In weekly cartons. Individual M=1 OM 
infomintion was supplied in sealed cnvalopes for crncrgan-
ales nemesittling treabncnt ldanli6cailon. 

With the exception of hypnotics such as chirnid hydrate 
(0.5-1 g) used for alacp induction on a pro to nate basis. 
no concoraltitut niodicadon was allowed on entry and 
durIng the course of the study. In the case of events arising 
during the comae of Ike study, non-psychotropic med lea-
lions needed for the patient’s wclfhco could be ariminis-
tcrcd, and were recorded on the case report form. Approval 
from the Ethics Committees orIutitutignal Review Boards 
of the prdciputing centres was obtaincd In accordance 
with the regulations and requirements of individual coun. 

trics. 2,2. Arsar.rmmn(a 

Efficacy asaessmnnet, at bnselhie audit weakly intervals 
therusfier, included the HAMD, the Clinical Global Impa-
ssion (CCI), (Guy, 1976), and We Montgomery and 
Asbarg Depression Rating Scala (AfADRS) (Montgomery 
and Asbcrg, IM). The MADRS Items were scored rmm 0 
to 3, as in Asberg ci at., 1978. 

SaMy and tolerability were assessed in the following 
way. Adverse events were rcprtnd, spunlaucously and by 
a check-list. Body waighl, blood pressure and heart rate 
(measured in lying position uflar S ruin real, and in 
swndmg position, 1-2 juIn after standing up) warn wSa. 
sated at baseline and at weekly intervals thereafter. ECO 

end labortiory tests (foil blood courts, tenon e1nolytna, 

Eva enzymes, urinalysis, blood sugar, serum alkaline 
Ithesphulase, blood wan nitrogen, saturn acaftmue. uric 

acid, bilirultiri, total scriun protein and clactrophuatsis, 
serum cholesterol and triglycerides) were also performed, 
U baseline and on days 21 and 42. 

2.3. CC? cunIwacs, data qualify orrruancc 

The stady was conducted In accordance with die Decla-
ration of Helsinki 1974 (version of Venice. 1983) end 
according to standard operating praccdnras for study 
monitoring and co-ordination. For training purpasan, to. 
liability sections on the ia1twmrnts used for the sastan-
meet of change were curried out. These look place during 
investigator wcethigs andlur dutiag monitoring visits. 

M. Sraitrzjcaj analyst, 

The primary efflanay assessment was defined as the 
absvlow decrease of the ff/,140 total acorn as last easme-
intel vs. baseline. Nincty-five percent confidence Intervals 
of th mean difference In each tacennent arm were 
computed using the standard error (S.E.) obtained twm the 

ANOVA, and the 95% cunildonco Interval for the differ-

cane between ueatmcnts was calculated (CIII, 1978). The 
standard deviation of the outcome variable was expected to 
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be of approximately a5 pint5 (em, e.g. Stork and 
Hidisou, 1985) and the drop-cut rate before the firt* 
post-baseline easesamoni was expected to be 10%. Ueda 
stoh sannuplioa a sample srseof tOO patients reenritrat in 
each Irratmont ems was cipected to provide a confidence 
interval of the bc&weea-avalmcat diffatcece of Ike cur-
came variable, of 33 points (2.65 points each aide). The 
MOM toalysis was carrIed cal in IWO mbcwa of patients. 
One sub-sot of patients were defined as those judged 
markedly (score 5) to severely (scorn 617) 10 at army 
according to the COl-Scvcdty of Illness scale (tiny, 1976). 
The second ubet were melancholic patients drilned 
retrospectively by upplicb1C DSM-IVcritciia (La presence 
of ham 2, q055 of pleasure in all or almost all daily 
cdvilias in the DSM-111-ft classification  St ermy (Arned-

can Psychiatric Msociarlwi, 1994) anti of at least thran of 
the following in the baseline I4AMD scaler late Laswunla 
of inaiimsi acvmtiy. agitation or renudulion of at Irnar 
modcrtc severity (scuran2), deilnite Inca of weight or less 
of appetite of ,ua2timal severity, diurnal variation with 
worsening in tim morninr, ezcet.tive or Iirppropæsrc guilt 
(score 2 or 3) 

Secondary ccArry essecenusus were scopause (a tic-
ava5c of at [cast 50% Ia the toiI HAMD scum) and 
remi (a total RAMI) acme of 10 or loss) at last 
assossmonL Nivatplvc percent confidence for within-
Izealinens and bcrweeu-IstawienI dU’tbrcnccs were culus-
lated (Peace. 1988). 

Thu cumulative probability of zcspwzse (time to onset of 
response confirmed at all aubacquerd srneat was 
calculated by the Kaplan-Mater method and the cam-
prison of ir,a(n.cot groups Was caniod out using the 
tog-rank rest (fCrrlhileissh and Prcntico 1980). lkmo-
geaeit.l of baseline HAND-21 total scorns as well as 
homogeneity of varlaneca scram tmetmear groups were 
lasted by AP4OVA Summary statistics of the IIAMD total 
score and of dte secondary efficacy assessments (MADP.S 
and CCI) at each visit and at the last valid observation 
were calculated. The date analysed inclutitsi all patients 
entered Into the trial, with the cxccpzlan of patients who 
Ind no pcSl.baactlnc cvshmlinas. 

Physical patarnemem tnmswvrl at each assessment were 
summarised by descriptive atatiatic. The frequency of 
patients showing clinically relevant change (20% or more 
vs. baseline), accompanied by absolute CritiCti velunt 
(a 160 or Zion nsmllg for systolic blood pumawu; teIOO 
or 1-170 nuoHg for diastolic blued pressure: tslOO or ’5tb 
bpm for been rate) is cash amcemient were calculatet 
ECG uacinga were interpreted by cardiologists and the 
presence of prc-codurl individual abnormalities idjfleij 
Frequency of individual abnormalities In crab fraulmenl 
group at baseline, during the trial period and at fast 
assessment were calculated. 

t3aborammy est results were olasaffial at normal 
or 

abnormal an the basis of the normal ranges provided by 
the performing laboretmy. Changes of frqcney diatrihit-

Lions over time were tested, by MrnrNtrmar or Stuart 
MxwdU last (Pleise, 1973). Continuous values of labwu-
tory mats were standardised according to a method pro-
posed by Chunng-Stciu(Chuagg-SfzrIn, 1992), and changes 
over time were tested by the Wilgoxon Rank Signed test 
for paired data (Hollander and Waite, 1973). Abnormal 
valuer of laboratory No were Identified as clinically 
retevani on the basis of stantlard criteria neil their fr-
quenny over time calculated. 

In the analysis of adverse cvceis only averment-
emergent Mgns and symptoms were considered. These 
were defaind as evcnts that were rot present at baseIic 
and appeared during treatment or, if present at baseline, 
became more severe during treatment. Tha cumulativ, risk 
of developing an adver0 event, And adverse event dusters 
considered to otightam through the same mechanism 

(cmwly emerged in 501. or more of 
patients In at least cnn 

UeatSflCnl group) was stiwawd by lcaplan-Misier method 
and differences between teenuncris groups tested by the 
log-rank mat. 

Statistical analyses were carried Out with SAS P&OCs 
(version 6.07) (excepI Swan-Maxwell test and confidence 

Interval esiciduritca). 

3. Results 

11. PuIlern population and excamcni 

Of the 356 patients in the stody, 130 were maadontiscd to 
reboxcthm treatment and 126 were mandomised to lint-
piwnlno treatment The majority of patients entering the 
ntJ were classified as markedly to severely III (80% in the 
reboxeting group aud 72% In the intipraiulne group (�
Fig. In and bD. Demography, diagnosis ansi history of the 
dcprcasive disorder in the two vcamunit groups are de-

scribed In Table 1. The majority of patients were Cn,iinelen and fomale; the U& of Croaks to mates was shelter in both groups. Tha 

two flcsntient groups were well matched for age, height, 
weight and race. The proportion of recurrent cases was slighll)P higher in the rcboxctinc-lraated group (608%) 

than in the imipzazeinc-tratcd group (54.801c), The mean 
age of onset, median number of previous episodes of 
dcptCSSiOn and mean duration of the index episode were 
imfls- In the two treatment groups. The onset of the index 

episode was acute or subacute In 101A of the rcboxetinc. 

ousted patients and 65% of the irnipcanriae.uvetcd pa-
dents. Precipitating antamal stress was absent marc tIn-
quentty In the rcbomliac4realed group (40.0%) (usA It. the Lmipraminc-tzeeted group (28.6%). 

Protocol violations, beth at urstusission and during the 
twalment period, were fire In both lrcalnieiii groups. The 

India-episode duratioe was shoiter then 4 weeks lit four of the rbozotIne- end two of the Ltulpmumfnc-tnnited patients 

and was longer than 4 nianulrs only in one rehoactine-
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Reboxetine 
100%i � � - - - - 

80% 

60% 

40% 

20% 

0% 

lmlpnenlne 
100% 

80% 

60% 

40% 

20% 

Banellno? 14 21 23 95 42 last 
nssmant 

O  Di ays  

� extleme mMced EJ iii 0rjoffw 

Imovers moderate bwdotlina 

rIg. 1. C0I-aestiy of I11r Lkucny diniilwtioa at anh ananntn innwJ ad a! had lu the atmWim mat 

group patient Lng.11z b ztxhzizaputes were adminis-
toted to five roboxadneueaied patients end an iroipta-
wtno-xeaod patients. Mditional psyclwwopic mcclicaiian 
woo dminiatnzed to sia patients in both taeannont groups. 
As shown In Table 2, e lulal uf 188 patlolis (73.4%) 

cOmpbtfitd the study and 68(26.6%) withdrew 32(244%) 
in the roboxcilne-nented group, end 36 (28.61%) in the 
iltlipnimine-Iaeatthl group. Adverse events or inttoCUtIClII 
lilnessen newly emerged during the treatment ptdod were 
the main rensons für withdrawal In 13 pa1Ient (10.06/) 
treated with robozetine (Including ono aulcido) and in 18 
patients (14.3%) enernl with iroipinermne. Deterioration 

Was the main roason for withdrawal in eight patients in the 
Ebtsccthtc-tiiiatod group anti seven patients in the bth-
prammne-tacated group. Remaining ones included mainly 
uncooperative patients (seven and five in mbwLethie and 
imiprammne frealercet groups, respectively) 

At the cud of the InItial 3 wcck of henheent, 13 
patients (10%) in the rebo netrcated group and 16 
padonn (12.7%) In the Laip,umiae-ffeatcd group had their 
daily dose tnennscd fianu 8 nig to 10 tag of rcboxcthic and 
frni ISO to 200 rag of Imipramina. Over the following 
petiod, nine additional paiienth an cuboxvtlne and six an 
imlpnnnica were switched to the higher dose level (as 
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titaunant groups was 12.3% in favour of rcbaxede, with 
u95%C.I. of 03-24.3. 

The cuim4ohm probability .ranuwo Is plostasi by tho 
KapIas..Meicr tOnhad in 1115.4. Ptdzls tetclving TSbOX-
atlas bad a mmmbdvcrate of 15it0 a15ucant1y ldgh*w 
than psdcrw an itokamlim (P0.0126). At the and of the 
thhd week (Day 22), Uat cuninladva probsbhlky of it-
sponsa was 39.7% so robozatias  vL 27.6% on Mpra.-
Mim 

Mdltieoal arwlyrra won canlcd oat on the pniisnts 
elsasiSed as itarhedly to anionly-lil it eIan (50% in 
the itba*tfhie group sod 72% in the lndpeemleo group, 
according in thc CGvwity of flhwa aadg) mO on 
those psthroa wiw cordd be cbajasiadscd an the No of 
available ftarma6m as mgsecba& at admIssion (43% of 
do 219 padowa wtnwo Infonootine was available for 
htiiOt). The mane darasase am last onionoon of lie, 
RM8D total score In padonla classillad as roarkadly to 
savonhy III at mIIon (VP tebasehInn.nmzted patIents 
sod 67 lmlp adnn4iaeled patIents) is gown in Fig.5. 
Radio lit way similar to tbaso ccpanted for the total 
populadon (Pig. 2), the diffinonas bitwtse the two troit-
masts being 2.0 pubIs (95% CL, -1.0-S.01 
lbs assan drozanas am last aasassinant of the R1iMD 

total scam in palienta cfle1 as at admis-
don In the two trcaanont asuniat (51 mthroatluo-nasted 
pulititta, 44 WpmaiWVcftd patients) is shown in Pig. 
6.

 
Thm was a cWkeaco bstwiu frenhnont muip of 1.6 

points (95% C.l. -3.0 6.3) In Ihvour 9f sebuzatlac 
-t 

3.2.2 awma S&W tmp,arÆui 
The pm=oMp of patinds scored as animal or bordor-

lina an Ore Cal savorily of Pinion stole hwraased store 
iapidy In dm raboacline-treated group compared with the 
lmlpmnzlowirearnd group (Pig. An and b). A sheller profile 
was seen for to C014ftbal Inlpruvit Semen (Pig. 7a ad b). Tim lkequctwy diebibullon of CG1-Bcaey bidon 
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lad-
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c (an slcmge of 2.9 canon emii). 3911% wace pmba-
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(16.0% vi. 79.5%). 
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Table 4 
Frequency of edienue enenie uLndng le 3% or n3q= of pious to al feel ee amaza BMW 

Mvcnc avrst Rrbncstha (’=l30) Inipianjas Ole 120 
0 iS iS 

7010111h 32 24.6 45 35.1 
thadacte aad/oz mgra!ne 21 16.2 18 143 
NIuso indies inland aipinue IC 14.6 14 ILl 
lnolciicdswenithg lB 13.8 18 143 

}iiinial1on IS 10.0 13 10.3 
Bymnasien aini/or gslalcd iynuw’ne 13 10.0 23 18.3 

to 7.7 14 ILl 
Uthuey he1Iy nd/Or SamdaA 10 73 6 44 
Agiedon aad/er enLy =U0t=Vftft= 9 69 9 7.1 
rathyuensa 8 62 13 10.3 

4 3.1 971 
2 ES 13 *0.3 

emerged In more then one patient Inetuderl sinus tseliycsr-
die (8.4% of rcboxednc-tzcarcd pationts and 4.2% of 
iraipramisc-trcared putien); disoidere not classifiable as 
rhythm, conduction or isohacreto dIsorders (1.8% of rebox-
cth-reated patisots): and occasional veatticular OCtopic 
bears (3.1% of umprumme-Izealed patients). 

.314 Laboratory Ieatz 
Them ware no clinically significant chflnge in labors-

toiy leSt values In either IICaUTIout group. 

4. Diecu.,ahm 

This coxaparatNo, controlled seedy was undertaken to 
catirente the difference In cfficaey, measured by the change 
of the fl/tivm total were, berweeli rcboxatlnc and Imi-
pramme. The r&1ls for this I rseduc-srested patients 
were similar to them fern studlea comparing irnipxnmiue 
Ueetmeel and p1asobe Per casrapt; Stink and Hw&son 
(1983), in a large muitloenite oulpasicin Study. found a 
similar mean HAMD tolni score at baseline, and a mean 
improvement in HAM1) (afar a 6-week coicac of treat-
inset with ianiprnnilne) of 12 points (S.D.t 10.1). This was 
only slightly iuwor than the 143 points improvement 
(5.13.9.6) sccn is our study. In their study the e.in 
}IAMD hnpmvcmcnt in patients receiving placebo was 82 
points 

(S.D.–9.0). In the study described hum, the dir-
once in etheacy, as measured by the HAMD, between 
trsalmon_t groups was of 1.5 poInts and the 95% C.I. 
(-1.0.4) in favour of tebosnilno Ii4lcazcs that the wee 
difference ranges from a Lower ’clinIcally imelevent’ Until 
in tkvour of imijumnine to an upper ’clinically relevant’ 
limit In fkvour of rbxctinc. This indicates th*1 rebozewie 
is at least as effective as InlipramlnO In the extent of 
impiuvumont of major depression. 

The sub-analysts of severely in and rnalru*cholic pa-
lien’s, cnfirmus the cfThcfivencsa of rcboxclinc in the most 
dilflcult cases within major depression, a populaxlon 

rnpoftcd to respond 
hue well to antidepressant therapy 

(Kocala at al, 1990). Severe depression is an experimental 
coon required for the demonstration of the c23ca4y of 
new anhldcpressaiit agents (CPML’. 1994). 

The pcincnlagc of patients showing cIiniealIy-nilcvant 
improvement was higher he the reboxerinc4rnt*nd group 
canaportal with the iu4nwaine-Uuatni group. In agreement 
With this, the cumulative probabilIty of risponan (Ktplan�
Meler analysis) was significantly higher (P0.0126) in-
dicating an earlier onset of suspense In boacline-tzeattsl 
Patients. Results uroni the C01-Scvceity of theme and 
COI-Global improvement ratings also show a quicker 
response in meboaeliee-Irtsrted patients. 

The lolunibility of rabwztinn was high, as shown by the 
insults of laboratory tcat, ECCI recordings and physical 

imater meaweernants. Serious adverse cvonls were 
(nficqnenhiy reported In either group. The newly emerged 
adveise evans talc was quite higb, as expected when using 
a check list to record adverse events (Spilkci 1934). 
However, these were judged probably or definitely related 

to study medication In only a minority of cases. 
A significant difference was found In the cuimmiative risk 

of individual adverse events (dry mouth, hyporcesion and/ 
or related E1nptmns and tnnnor) in favour of reboxotine. 
When ft Invcstigtrors were asked as weight ethccy vs. 
aide-effeels according to the COI-Efficacy lode; more of 
the rebQzoIine-trealed patients then Intipmmlnc-trcated 
Patients were judged to show evidence of marked cfli’acy 
In the absence of side-effects at the lust assessment. 

The advanmgo for rcboxctinc in the cumulelive risk of 
development of hyporcnalon and/or related symptoms was 
confirmed by blood pressure ,nemu,cincnta. The only 
clinically relevant differanca between the two onsuncnt 
soups was the flqucnzy of dearease in both systolic and 
diastollo blood prreswn on standing which was less 
Ibeparot In tine-treated patients. The advantage of 
rebozermna Over Lmipsrimiee in frequency of hypolenston is 
likely 

to 

be due to the absence of in1 noradrcncrgle 
rcccpmr-blocklng

 
properties of rthozcIin (Riva et al.. 
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SUPERINTENDENCIA DE INDUSTRIA V COMERCIO 
DMSIÔN DE NUEVAS CREACIONES 

2020 
Bogota, D.C., 

Doctor 
EMILIO FERRERO 
(Apoderado) 

ASUNTO Radicación 00067212 
TrÆmite 002 
Evento 001 
Actuación 430 3451 Oficio 
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 descnpciOn (Folios: 2 a 25) y las reivindicaciones 
modificadas I a 16 (Folios: 78 y 79), las cuales no representan una amphación del 
objeto inicialmente presentado. 

La presente solicitud reivindica pilondad finlandesa NO F119991925 de 10 de 
septiembre de 1999 y cumple con lo establecido en los articulos 9, 10 y 11 de la 
DecisiOn 486 de la ComisiOn de la Comunidad Andina. 

Objeto de invenciôn: 

La presente solicitud se titula: "Soluciones farmacØuticas de levosimendan". 

19 El objeto de la presente solicitud se reflere a soluciones de levosimendan para uso 
farmacØutico, y particularmente para administración intravenosa. Las soluciones de 
la solicitud tienen estabilidad mejorada y son particularmente Utiles como infusiOn o 
soluciones de inyecciOn o concentrados para infusion. El levosimendan o (-)-[[4-
(1 ,4,5,6-tetrahidro-4-metil-6-oxo-3-piridazinil)fenil]hidrazono]propanodinitnlo, es itil 
en el tratamiento de falla cardiaca congestiva. 

SegCin la descripciOn, el levosimendan y mØtodos para su preparaciOn se descnben 
en la EP 565546 y WO 97/35841. El levosimendan es potente en el tratamiento de 
falla cardiaca y tiene enlace significativo dependiente de calclo a la troponina. Los 
efectos hemodinÆmicos del levosimendan, la farmacocinØtica en el hombre despuØs 
de dosis via IV y oral y el uso en el tratamiento de isquemia del miocardio se 
describen en el estado de la tØcnica (ver folio: 3). Los estudios cilnicos han 
confirmado efectos benØficos del levosimendan en pacientes con falla cardiaca. 

La elaboraclOn 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 qulmicas y fIsicas. En 
soluciones el levosimendan es sensible a la degradacion quimica que limita la vida 
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media de las soluciones y puede producir productos de degradación indeseables. El 
levosimendan tambiØn es pobremente soluble en ague y precipita fÆcilmente en las 
soluciones intravenosas es extremadamente peligrosa en razOn a que el material es 
particulas puede ocluir los vasos sangulneos. La solubilidad del levosimendan se 
disminuye adicionalmente en forma severe cuando el pH se baja en neutro, de tal 
forma que un pH bajo pareceria en piincipio desfavorabtemente. De esta forma 
existe la necesidad de formulaciones acuosas mejoradas de levosmendan que seen 
quimica y fisicamente estables durante un almacenamiento prolongado y adecuadas 
pare administraciôn intravenosa. 

Lo que se reMndica como novedoso es to siguiente: una solución acuosa 
farmacØutica que comprende levosimendan o una sal de este como ingrediente 
activo, caracterizada porque el valor del pH de la solución es inferior a 5. 

El objeto de la solictud definido anteriormente se clasificO en la IPC A61  31/50. 

Clandad de la solicitud: 

El articuld 30 do la Decision 486 do Ia ComisiOn do la Comunidad And/na establece quo: "Las 
, reivindiceciones deflnirÆn Ia mater/a que so desea probe got med/ante la patente. Deben ser c/eras y 

concisas y ester enteramente sustentadas pot Ia descripciOn. Las reivindicaciones podrØn ser 
independientes o dependientes. Una reivindicaciOn serâ independienbe cuando dot/na Ia mater/a quo so 
desea probe ger sin referenda a otra reivindicaciôn anterior. Una reWindicaciOn sera dopendiente 
cuando dot/na la mater/a quo se desea proteger refirlØndose a una reMndicación anterior. Una 
reivindicaciOn que so to flora a dos o mâs reivindicaciones anteriores so considerarâ una reMndicaciOn 
depend/onto mUltiple." 

ie 

Aun cuando se hicieron modificaciones en el capitulo reivindicatorio, de todas 
maneras se considera que las reivindicaciones I a 5 (folio: 78) continUan siendo muy 
generales, ya que no se especifica una composiciôn o formulación farmacØutica de 
levosimendan, sino que a partir de la reivindicación 6 ya se habla de una solución 
farmaceutica mÆs particular. De hecho, tal reivindicaciôn 6 y sus dependientes, no 
dependen de las anteriores I a 5. 

En cumplimiento del articulo 45 de la DecisiOn 486 de la ComisiOn de la Comunidad 
Andina, se le indica que debe der respuesta dentro del tØrmino de sesenta dias 
contados a partir de la fecha de la notificaciOn de la presente comunicaciOn. En caso 
de no der respuesta al presente requerimiento o si a pesar de la respuesta 
subsistieran los impedimentos pare la concesiOn, se denegara la patente. 

Notifiquese el preente oficio conforme a to dispuesto en el numeral 5.2, literal e), del 
capItulo quinto dl titulo prªero de la Circular Unica No 10 de 2001. 

AUX CARM 
1. 
ENZA CESPEDES DE VERGEL 

Jefe de Ia’iDMsiOn de Nuevas Creaciones 

El anterior requerimiento fue notifkado por fijación en lista, de 
fecha 

-a 6 ABR. t1i 

CONCEPTO TECNICO EXAMINADOR TECNICO EXAMINADOR JURIDICO 
N°: 492 CódIgo N°: 202005 CØdIgo N°: 


