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Expediente No.: 06127373 
Asurto Coniestadon de reque,iniiento do fond be la Patente de 

Invencion: !!Nueva AsociaoiOn de In InN dor be In cordente 
sjnusal If y be un inhibidor cÆlc1co y las mpc1cion 
fanaceLdica qua lo contienen. 

Solioftante: Las LASORArOiRES SEVIER 

JULIO CESAR RAMREZ PIRA, abogado an ejerciclo. identificad con In cedula de 
ciudadania nurnero 79779.0 be Bogot portaor de ía negate proPaonaI nurnero 
113.206 del C. S. de Ia J doniiiLiado an esta eluded an la camera 11 No. 86� 32 (oticina 
101) be Bogota! D.C. an nit conici6n de apoderado be la sociedad LES 
LABORATOIRES SEWER, tal y coma consta an of pader qua 0 men el expediente 
radicado of pasado 22 be Detainee be 2009, per medio del presente onto doy respuesta 
of requenmiento de fondo qua obra an of Oficio 005010 notificado ediante fl;aciOn an 
late  del 15 be akxil ck ZOIQ en el siguiente sentido: 

1. CONTESTACION Al- REQUERIMIENTO DE F NDO 

1. Al punto 4.1. Oescripcian (,ticIo 28 D. 488) 

� Teniendo on cuenta qua  an of requerimiento Se manifesto qua el to rhino asociacion as 
confuso Se he eLimiflado of trmino !!asociacian! y Be solicita qu $e interprete comb 
!!ccmposicion! La niodificacion estâ sustentada en (a descripciOn d La presente soiCjtud 
an las paginas 4 renglones 1-3 y no debenla emptier el asunto exced endo el contenido de 
la solicitud presentada. 

El Iltulo de la Patente se he modificado per of siquiente: Nueva C MFOSICION de an 
Inhibidor de In cortlente sinusal If y de un inhibidor cÆlcico las composiciones 
farmaceuticas qua In contlenen. 



2. Al punto 42. Reivindicaciones (articuo 30 D. 486) 

Las reivindicadones so modilican yaspec*o be to p9ci6n orginaI on el iguiente sentido: 

1. Se rnodifican as reMndlcacione riurneros i 34.5! 6,7,8, , 10. 1. 
2. Se e}jmnan reivindicaciones n(imeros 2 V 12. 

En virtud be to cual ruego qua SB concocts c( prMego do Is pate a bale Is siguiente 
redaccion: 

RElVINDICACO NE S 

1. ConiposiciOn fermecu1ica comprendLba an Uri inhibidorelect 
de Is conferee rainfral lf. V be Un inhibidor de Is Ivabradi a, 0 

cristaLinas o sales de adiciOn be Uri Acdo farmaceutica*leflte aceptable y Un 
inhihidor calcico. 

2. CompsiOn fsrrnaceulica de acuerdo cot, a reivndi cidn 1, en a qua or 
inhibidor selective y espocco be Is corriente sinusal I as of hidrocioruro be 
ivabradina a 343_E({7S)_34-dimetoxibiciclO( 2.Ojocta-1 35-trien-7-
iqmetLqrneiQamLnoprop)-7,B-dimetoxi-1 3.4S-tetrahidr 2H-3-benze2epn-2-
orIa-hydrocbIorid o uno de sus hidratos 0 formas costa ’nas. 

3. Composition tarmaceutica de acuerdo con a reivindi con 1, an a qua a 

inhibidor calcico pertenec a a case be (as dihidropirtdi ss 

4. Composicion farrnaceutica de acuerdo car! a reivir, don 1, an a qua el 
inhibirior ctcico as at amiadipüio a uno do sus hLdra S. torrna cristalinas 0 
sales be adicion Se un acido farmacØuticameflte acept bIt 

5. ComposiciAn farmaceutit be acuerdo con a reivin caciOn 1, an ( qua or 

niLbidor câlcico  as at besileto be anitodipino, a uno e sus hidratos a formas 

cr,statnas. 

B. Compoiciôn farniactitica e acuerdo con a reivind acLOn 1, qua consent Is 

Ivabradina o uno be sus hidratos, jonas ciist&irtas saies be adicion be un 

acLdo tarmaceuticamente aceptabte, y at arnLodtpin C uno de sus hidratos, 

tormas onistalinas o sales be adiciOn be un Acido farm ceuticamente ac%table. 

7. CornposictOn tarmaceuflca Os acuerdo con Is reivi icaciOn 1, qua contiene 

hidroctoruro be vab,adjna, o uno be sus hidrato a torrnas cristatinaa. y 
besao be amodipino, uno de sut hidratos 0 form cristalinas. 



8. Composiciones iarniaceuticas que coritienen comeprincip4 activo jn inbibidor 
seLectivo v espeolfico de a corriente sinusal If an asocacLn con on inhibidor 

benzazen-2-ono,o line de sus hidratos a fomias on alinas, solos o an 
combinacion con uno o varies acidos fanmaceuticamen aceptables y Un 
inhibidor tie calicio, de acuerdo con las neivindicaciones I a 7, solos o an 
conibinacion con uno o varies excipientes farmaceuticame e aceptab(es. 

9. Las composiciones farmaceuttoas do acuerdo con Is ivindicaciOn 8, quo 
cantienen come principle active hidracloruro de ivabra ma 0 uno de sus 
hidratos 0 fomias thstalinas en asociaciOn con besilato aniLoaipino, 0 Uflo 
de sus hidratos 0 formal; cnistalinas, solos o an conibinac n con uno o varies 
eKcipientes ParmacEuticamento aceplabies. 

10 Las composiciones farrnaceuticas de acuerdo Coil line re indicaciones I a 9, 
usadas pera Is fabricacion do on medicamento pars of not mienta do ía  angina 
de pecho. 

5. Al punto 5. Relvindicaciones refativas a on no o attn use di into fardennArm, 14 
21 D. 48$) 

ML mandolins dessiste, y renuncia ala reivindicaciôn nmero 12 

II. MOTIVOS V DERECI4O 

El exanhirtador sostiene quo las expresiones un inhibidor selecti 0 y especifico de Is 
coterite android If y un inllibidor de cgIcio no son concisas y oernente mer,cionan 
aclividades terapeutioas. Mi mandante considers quo las expr clones un inhibidor 
selectivo y especitico de is corriene smnusal If y "Un inhigoor do cio estan claraniente 
deffinidari para of hombre capacitada an Is teonica. Efectivamen as on hecho bien 
canocido ones ’inhibor do caIcLo" so ’eiaciona con una clase drnedicamentos do Is 

class difriidropiridina de bloqueadores de los canales de calci y de Is close no 
dthidrop,idina do bioqueedores de los canales de Caddo y qua bloq ean Is conducoion tie 

calcio da los canales de calojo, lo cual conlieva a Is reducciôn do Is ntracciOn muscular. 

Adjunto encontrarâ literatura general relacionada con nhibidors de as canales do CaLrAo. 

AdernÆs Is expresion un inhibidor selly especmco do Is ottienIe sinusal If se 

nations a on ir,hibidor do Is corriente iOnica del maroapasos cardi qua setsaltamerite 

expresada le undoes?en e( nodule  yen of nodule efriovent,icular. La iv bradina as el inhibidor 

de (Is corriente) If miss selectivo y especifico; Por tanto, niL niand Life he reemplazado Is 

expreston Ur inhibidor selective y especlfjco do is corviente sinus If por "Ivabradina" a 

fin tie acceder al requerimiento do fondo. 



Se adjunta literature general 

III. ANEXOS 

N. NOTIFICACJONES 

Eq suscrito recibira notLf’caciones en a Carreya II No. 66-32 (Oficirja 101) de la ciudad 
de BogotØ. DC., o an all cuilLero asignado al susorito porsu Despach. 
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Calcium channel blocker 180 

an W income. Elie f’e encyclopedia 

Calcium channel blacken (CC Bs) area class of drugs and natural substances t I disrupt the 

calcium (Ca2) conduction of calcium Channels.[ 

It has effects on many exdtablc cells of lie body. such as cardiac muscle, i.e. he rt, smooth muscles 

of blood vessels, or neu�ons. Drugs used to target netlmns are used as antiilep lea and we not 

covered in this article. 

�[he main clinical usage olcalciuni channel blocker, is to decrease blood pressil I. It is for this 
action that they are used in individuals with hypertension. 

Contents 

� I Explanation 
� 2 Mechanism of action 
� 3 Classes of calcium channel blockers. 

it 3.1 Dihydropyridine 
� 3.2 NonOihydropynidille 

� 3.2.1 Phenylallcylamine 
- 3.2.2 Benzothiazepine 

3-2.3 Nonselcetive 

� 4 Other drugs with similar uses 
� S Toxicity 
� 6 See also 
� 7 Recrences 
� S External links 

Explanation 

Most calcium channel blockers decrease the force of contraction of the usismar links (muscle of late 

heart). lhis is known as the negative inotropic effect or calcium ohatel harela rs. It is because of 

the negative inotropic effects of most calcium channel trackers that they are as aided (or used with 

caution) in i ’cl ividual s wits cardiomyopa hy. 

�Many calcium channel blockers also slow down the conduction of electrical cc ivity within the has 

by blocking the Calcium channel during the plateau phase of the action prationtid of the heart (see: 
cardiac action polential). Tins results in a negative clonotropic effect resultin in a lowering of Ill! 

heart rate and the potential for heart block. Ihe negative chionotropic effects o calcium chnnel 

blockers make them a commonly used class of agents in individuals with actual fibrillation or flutte 

in whom control of the been rate is an issue. Negativc chronotropy can be bent ficial in that elevaR 

heat rate can result in significantly higher cardiac work!, v4iich can result in a lginal symptoms: 

lower heart  rates represent lower cardiac oxygen requirements. 

Pl,aimacologic Bcta blockade is superior 10 Calcium channel blockade rtanCan created opic 
properties of the inyocardium. Titration of a Beta Blocker to a desired heart ’a is decidedly easier 

than titration of a lion dihydropyridine CC B. 

Mechanism of action 

Calcium channel blockers work by blocking volume-gated calcium channels 



Calcium channel blacker  - Wikibattle the free encyclopedia 

muscle and blood vessels. This decreases intracellular calcium leading to a 
contraction In the heart, accounts, in calcium available for each heat resull 
conrractility. In blood vessels, a decrease in calcium results in less contracti 
smooth muscle and therefore an increase in artenal diameter (CCBs do not 
ri,uscle, a phenomcnon cal led vasodilation. Vasi]aton decreases total be 
a decrease in cardiac contractility decreases cardiac output. Since blood pre; 
cardiac output and peripheral resistance, blood pressure drops. 

Will, a relatively low blood pressure, the afterload on the heart decreases; ft 
of oxygen required by the heart. This can help amd orate symptoms of isch 
as angina pectoris. 

Unlike n-blockers, calcium channel blockers do not decrease the responsive 
from the sympathetic nervous system. Since moment-to -moment hlood pies 
out by the sympathetic nervous system (via the baroreceptor reflex), calciun 
Mond p?essuye to be niainlained more effectively than do p-hlcckers, 

l-lowever, because calcium channel blockers result in a decrease in blood pan 
reflex often initiates a reflexive increase in sympathetic activity leading to it 

contractility. A f3-blocker may be combined with a dihydropyridinc calcium 
niflin,ize these effects. 

, tonic calcium is antagonized by magnesium ions in the nervous system. Sec 
supplements of ungracious oxide and other magnesium preparations may in 
effects of calcium channel bIockode.17 

Classes of calcium channel blockers 

Dihydropyridine 

Dihydropyritline calcium channel blocked; are often used to reduce systel 
and arterial pressure, but ale not used to used angina (with the exception of; 
and nifedipine, which only an indication to treat ohrcnio stable angina as wt 
because the vasodilatioii and hypotension cart lead to reflex tac.hycardia. fly] 
chanel blockers can worsen proteinuria in patients with nepha-opathyi31 This 
identified by the suffix !!_dIpme�. 

� Azelnidipine (Calhlock) 
� Baniidipine (HypoCa) 
� Benidipine (Coniel) 
� Cilnidipi"e (Atelec, Cinalong, Siscard) 
� Clevidipinc (Cleviprex) 
� Efonidipine (Landel) 
� Felodipine(Plendil) 
� Lacidipinc (Motens, Lacipil) 
� Lercanidipine (Zarlidip) 
a Maxiidipine (Calslot Madipine) 
� Nicardipine (Ceojene, Carden SR 
� Nifedipine (Procardia, Adatat) 
� Nilvtdipilae ivadil) 
� Niniodipinc (}li,notop) 
� Nisoldipine (Baymycard, Sular, Syscor) 
� Nitrcndipine (Cardif, Ninepin, Baytown 
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� Pranidipirie (Acalas) 

sme effects of these synthett drugs may include but are not limited to: 

� Dizziness, headache, redness in the face 
� Fluid biLildup in the legs 
� Rapid heart rule. 
� Slow heart rate. 

� constipation 
� Gingival overgrowth 

Non -Dihy 1 ropyri diii 

Plienylalkylamine 

PIienylailyIamine calcium channel blockers are relatively 
selective for myocardiurn, reduce myocardial oxygen demand 
and reverse coronary vasospasm, and are often used to treat 
angina. They have minimal vasodilatory effects compared I 
with dihydropyridines and therefore cause less reflex  

L tachycardia, making it appealing for treatment ofangina, 
where tachycardia can be tile most significant contributor to 

heart !s for Therefore, is the need oxygen. as vasodilation 
minima with the phenylMkylomines, the major mechanism skeletal ormula orverapani 
Of action is causing negative inotropy. Phenyllkylarnines are 
thought to access calcium channels from the intracellular side, although the e dance is somewhat 
mixed 141 

� Vemparnil (Calaii, Isoptin) 
� Gallopamil (Pr000l-LLm, DoUG) 

flenzothinepine 

Bnzothiaztpsw aIthtsii, diannel bloeken are an 
intemiediate class between phenylalkylamine and N. 

Our

dihydropyridines in their selectivity for vascular calcium 
) 

if 
channels. By having both cardiac depressant and vasodilator  

actions, benzothiazepines are able to reduce axterial preasure 
without producing the same degree of reflex cardiac --� 
stimulation caused by dihydropyridines. 7-. 

0 

� Di I tiazem (Curfircent an 

Structural oimLi Ia ofdiltiazein 
Nonselective   

While most of the agents listed above are relatively selective, theta art additio al agents that are 

considered nonseleotive. These include mibefradil, bepridil and fluspiritenci5l 

Another example is fendil incfsl 

Other drugs with similar uses 

Other classes of pharmaceutical agents that have overlapping effects as solemn channel blockers 
include ACE ith,ibitoj, bela-blockers, and nitrates. 
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Toxicity 

Mild CCI3 toxicity is L’alc with supportive care. Non-dihydropyridine CCB t way produce profound 
toxicity and early decontamiimlion, especially for slow release agents, is essent al. Treatment 
jisvolves intivenout; calcium, atropine. floadaninkorlionandenhoet Insulin is equired because at 

high doses C CB block the effect of insulia. It’ unst’ccess1il ventricular pacing E mild be usedi’ 

See also 

VohIage-dpendont calcium channel 
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Description an iniportarit cause of heart f i lure too THIS OuIS 
when the heart chambers are liable to expand auth 

FIELD OF THE iNVENTION eleMJy buying diastote (period of heart relexatLon in 
whioti the ohantera till with his 

) 

and hence blood VOL. 

100011 The present invention relatee to the novel use a urns in the veritholes is made under  Whether syatol Ic 

of a cyclic amino dertvathde namely ci lob radi na or the and/or diastolic dysfu hello ii 1st � basis 0th eaII fail Lire 

ph arm aceuf I tally acceptable salts thereof, For thereAt carried output Is d I nun ished. W en additlo tally there is 

me nt drawl on of hoMfallum of any astiology. "darnmIng back of blood ht the olus $ysteiD COF?qfl-- 
son may ensue in the Lungs (p into I ary osdema) and’ 

BACKGROUND OF THE INVENTION TO or in the abdomen or peripheri (peripheraL oedema). 
When isoth occur the terminal congestive heart fall -

(0002J Hann failure is a Marc’ world-wide pubtle U to Is often used. 
health problem and is the only cardiac disorder that is a007] In other respects, th dlshnotlon betweet len 

increasing in Incidence in the United states alone, 5 and right sided heart failure ce be applied to refiecithe 

liii on patients surfer from heart I aitu re, with a new dl- IC clinical presentation (i.e. puhii nary oeder,ia Indicate 

agfa 515 lade in 0.5 nIl ion patients per year. Despte or Left sided heart raiiure, WHIM a the principal aytit*tom 

advances In fherap9 cards leaf decade, FIne annual of righT sIded heart teil U re Is Ilu retention iii the po(oh-- 

number of hoso talisatlo ns has Increased from 550 000 arIes) or to denote the under my oause. Right elded 

Is 000 000 as a primary diagnosis end from 1 7P 2 . heart taliure is most common a oonseque not Of left 

million  as a primary or secondary dal is (J. Am. 10 sided heart failure, although d eases or the lung ]such 

Phan  Ass cc � vol. 41(5) to 572551 
� 2001) Unless as chronic obstructive pull any disease), the right 

treated heart failure may I aad to death kence now d, ventruols (e.g. right VentItLila Infarction) or The 

pro Ron as are warranted to treat or prevont heart failure. latlure (prim try or secondary u Impliary tiypertensi on, 

(00031 Although tho temil n o’,ogy hean faIlure seems the latter due to conditions suc as pus-no nary embolIsm 

to be fri e most accepted termtr,o logy (or describing this 15 (or e sample). may result In redomln ate light sIded 

cardiac dial nay ous turner equivalent Paul heart fall u re. 

glee can be found In the scIentIfIc, patent or medical l’f. [010081 AccordIng to fhe I nt national  ClassifIcatIon of 

rature as Intel  oardl Sc tai lure! mnsuatolent car- rural  Isability and H alth, lasny published by 

dIac outut, cardiac insuffIciency, cardIac collapse and the World Health Organ Izati on 15 November 2001 

cardiac synoopo. CO (ISBN 91 4 1545420) and cepted by 191 countries 

(00041 Furthermore, tlsougfn head of a irtvariabiy during the 541h World Has Assembly (Resolution 

a chro sic Qerdl ac dl aorder. often wthh an lneldlouus onsat, WH A 54.21), Sam failure o in when the heart tuna-

ha art failure may be Present acutely or be Punctuated ran of Pumping the blood n adequate or required 

N episodes of acute deterioradon. Co calfod ’decon,- amounts and pressure throu out the body is Impaired. 

p0 nested" head tall urs. Tad oscribe thsae condition, s at Ja (00091 As cardiac output I normally a litres/mi flute, 

so related tot cant fei lure, fu ntli Sr terminologIes alt corn- ath Olugli thIs can noreasa ford wh Treaty aarctss. 

mo I ly be found in the scientifIc, patent or medical liter- In eeaerioa. heart failure 000u a when the heart eu natle 

sprorituth. as. I or exeni pIe. ofiron ic heart failure. acute to moat this demand, 

heart failure, heart dacors po usatlo ri. cardIac decorn [001 01 . As hcart failure ma feats Itselt In a varIety Of 

pcnsanion and cerdial docompe nsatl on. . 40 ways, at the time of thIs paten applicatIon, tile trearient 

[0005] Lastly, as wirl be explained in the roregoing, as or praven lion of head lallur cemp rises a combination 

Feel failure oan be caused by a dysfunction Ing or the of per - medIcatIons. The e medatlons are based 

heart reflected by var iO us clinIcal 
p 

resenhations and upon Of princfpres or 
p 

romot ng fluid excretIon to lessen 

sometimes subjected to in rth er complicatIons, further oedoma and volume overlo d (e.g. a various types of 

termlriofog as related ro Meet failure sf11 eisc commoN)’ 4$ churefias). fyasod rlato’y or to reduce preload (I .e. He  

he found in the sal enr lIlt, patent or medical literature at prassurass and/or aftsrt ad i.e. prassu re against 

such as for example rryocardlal tallune nlyooa rd iat In  . whh the heart has to beat] and Inotrop Ic drug, to In -

suftiol ency. all muscle Ins ufflcioncF cardiao mustle or oontrachil ky. 

us ufficieficy. lies ’t muscle weakness  oardl ac musol e (00111 Vesodl latory drug available at this Him, in  

eakncss, eystol IC or lah ventricular plat failure. Or  X dude Angiofelrehr Convert EnEmta (ACE) lJnlnlbilors, 

astolic heart a ilure left on 0 end sided heart tail nra. bIn- An gi otensin IL Receptor or okert or Be) and nitrate 

strlcul en heart fal’ re and con geslive heart tail u re, ye nodilatois. I notropic drug are usually adminIstered 

(0008I Hence  ad istin otlon can be made b etweeri the any In acute sItuatIons. A olig h Capped glyoosldes 

sysboic or dJastol:c all of rho dystru nctlori In g. Co m- such as digoxl ri are som etl as prescribed to r their He  

onfy heart failure is a consap U enca of a progressIve Ti tropIc propertles. their use I more Comm on hi heart fall -

deterioration of myocardial contractIle function, named um patients when atrlal art planning co-exist, 

systo 110 or ’,eft ventrsct tsr dysfu ncrlo n. However. diaato- 100121 Recant, auto III okert which ware enDs 

HE dysfunction Is becoming increasingly  recognIsed as thought to be colitra-indlcat din heart faltu re per Ge due 
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use of cii Obradine, or Its pharmaceutically acceptable five Now failure. 
us for lila t,eet*i,spf or ptst’ej,fion, of heart failure of 00431 In accorancew1th ef rtheremodlmentoffhe 
any aetiofogy. present Invention, heart failure of any aetlology means 
[0035] line present invention is also method for tile heart failure dl agnosed an a o sequence or cotlipi ice-- 
treatni etil or prevention of Ii ears failure of any astioiogy. S tion of arty ocher cortotficin, ths or dlhordbr Such as. 
by adrr.I n 1sf ratio n to a patient in need thereof or a she,  for etamp le syetIic dysfu nctL n, diastolic phyrANDI 
maceunbal cotnposfticrr cornprli7g ci!obivna. or To Isctaemlc heart diseases, Inc ding myocardlal Infeno-- 
phaflhiaceutically acceptable salts, tosth er with equal  ion, dght ventrLll Sr infarodo and chronic 15°f semI 
maceuflcaily suitable carder, coronary heart diseases, hyp ar,slor’ primary pulniO-- 

TO by hypertension  second" ufttiolts4P rrypeasn.Io,r, 
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ASIA, 534050 shwised tat tanłiol �stad oecttmdiout tlatriy an6hs mtthzuiisns of Not ii uceuto ha coucted, 
IF py improved ecrc ise duration and the titus to onset of Cuffelltly. EEC? rherapy is one f the most widely used 
sT-segiiient deprenton.t’ The natrabes of Leohatole sneasts mid promisisig Netatineets If re* torV ariitta, uldownswi 
decreased is firl Ireatnsent groLip. Iiowłver, these benefits cuema I countetpulsation therapy FDA approved and is 

joust be an tined against till Initial dcrease in cardiac recommended by the Ameticw cart Asanciation as a 

1:110,tiqa" Chs Pt or. t>c i atw. 21514; 79! ttii let Act . ,awse n]on ep,ars*ags 
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FIG0 1. Euus tees tetos I sot eauIeassu. arep L. INredot Ituxatux !etri 

OR
St usue. Stea 2 Inrlation of anNa on Iou, rnh. 50 unl, Ireoousa later. Ste 3. 

Itoutlot of caFe an ueut tnign. SD ,nlllleeconus lare, Ste 4, slaitItsu us 
all a C .Me,. 

potcu na] thcrapy for t’elnototy angina. It has a class ’lb contralaroral dem,atome. Sti ucletion of The larcr no,,�

ittd icatiolt (U scfulttess(cfiicac y is less well esmbliahedl.0 pain-condulchn neree is beli ved to mitt bi trsnsm Lasiom 

through die snial er puin-cood cling nerva fibers. 

TRANSCUTANtCIJS ELECTROCAL NERVE ST1MW_aTa,N Scvccl ontu#IL cticttcxL trLt ltwn Li ctjatc4 the tifu-

The cot IC tpt of netlrosti oblation Ill regulate Palo dates to cacy If TENS in rite iteatin it of refractory angba. 

the aucutfl do, of Gclu]tntnctett. xiid xst Un i roodero MsexuttaFn a r ian&gI& if palies with tIan II 

nic.dlcinc7 k- in the 1070, C’nitcnfly. rIse 2 math mcth- IV chronic angina to ptauceho TENS therapy for 5 wcckx 

otis of as oIrnrs aiioa air irscutanernaa eectricu) Derve Patints ’In the active ann recei e to 50 mA poison at a 

sliotulatton (TENSI and spitta! cord stimulation (SCSf. froquency of 70 Hz for I hot times a day with e addi-

TENS consists of u Iteurostitilul cor unit and 2 cc rrodcs, noted I to 0 minutcs of frcmp as nccdod for brc,kthougla 

file r lectrode is placed in rite d crotarotoc, the site of the pain. After 5 nasks, paricars teal with TENS had a 15% 

highest in ten, ity of pain and the other is placed in lie increase i exercise tolerance d sing stttns testing (Ps. 01) 

rA5La 1. P.JblI.h.4 cttioJkd ama UeoomteeliS trIals of tb� as.d Es t. ma’ osantit i�stlłn 
l Fattest. Wfth staLe &skna 

&etcLu T&rgto C&diac 
NO  çc,,dtb el CCC NERVE tunasautu ST4ateant petsatun 

Iteitlellre rulnteuts riunu rlamge] ant depreatlue To 

2150 ottsuc In?) VA NA . NA NA 
LuInre it el’’ 13 OreasullOO} Deneese lrene (67) NA tt,etunse(iu) 

SI:., 27 NA NA , t,tu,eusn (CII NA tncnna (159 
Lsiusot I’’ 50 Deetsose I wo Deweun r, 1A HA teuretee (SO) 
Lusnoretot’’ 11 total .NA lerrese NA III rteese(75) 

IV, I Oeeeue treat Stoutest NA 
Lsttiuu Cl el� .is flerreene{tlt)] Tel TA NA imenesue (I) 
tuauet;,F" 12 HA NA tusteesre rscunue 
Manuds a attn II NA NA lucreste 1.11". Isutee 
sly, CI 01" 39.9 Perteune If8 NA NA NA No 
Iletsaelf CI ul 910 rrleanektl3 Potato NA NA NA 
Sty, at I’S D.T.E. (85) NA Ineneesu NA 111.1 (83) 

’CCS - Cast. Ce,iu,ureIer Vale, NA - nut flailubte. 
Adapted front ./ .3 a, Cold (Sun/elI. 31511:4 t 1 9 19 191 ith Rarsors f7oea lie AmnCdesn r:utteg4 at flmdiets 
FuuuusI000. 

.tat,u Cit, Pnur � OuIuMu 21.011; 799111: 9fl1. 2292 ta oatlo udwpooc0e Sal 
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for retrac tory a gina II au tast At a] showed that 6 
weeks OF Vnerapy with SC% in5 patients with class Ill 
and IV chronic ang iii a rcau I te4 in a 39% increase in the 
sloe to onset of ST-segmen epres5i0il of, .05) and a 

19% increase in etsercise capaity (P<.05) during Mad 
FIAT setting Also SCS reducd the number of anginal 
attacks and use ofnitrogtyoerny 41% aM4% (P< 051. 

In the IONSM111 Stimtletre4 Venus Crncaaq P,a%eTy 
Bypass Surgery iii Severe And a Pectoris (ESOY) trial, 
104 patients with chronic angin who were considered o 
Eta ye only symptomatic bettefit ons coronary artery by-
pass surgery wet�e randomized t SCS or coronary arlery 
bepasa surgery." Spinal cord sti ul at] on was as effective 
as bypass sstrgcrv for improving nginal symptoms (4 ,s 
episodes pa week, r pectivey 

al
 was associated wdAt 

less procedure-related mortality 1% vs 140A; fin 05) and 

and 2 classes or higher in 421 of patients. The main 
pvsotsca;tess t:svsporevessts 0! On 505 aral lasS advere reactions to All are the AS of Indoor] hematoma an external wire and , or d renly’ll The ad 11 11111 In, 

01cr00 a sacs at tbS Ieael Of cv throogh TO atid tnfl oceuct,g Or abou 1% of 9auents. Ia adds 
lion, SCS n,ay iasttrfere with the function of pacemakers 
And plaMable prolebrournma, 

and a To. dccta5e in angin ci systlproms per week (P.O5). Although r results of the initial Funds appear promising, 
these modest im]rovemersss could ha’,e been due these tthala  had a small number 0 patienLa 

� and none had a 
to a placebo effect a rare a shato-c000l Led arm way not shamcontro] led arm to prevelt a placebo effect. The 
iFall . During therapy, pfltienrs expcæenced skin itita Amor Heart Association Cu ently considers SEE a 
tion, breakdown at the electrode sites, and pMesthdiea. possible treatment of refruc tory gina. It lIas a class tub 

ijt dication (slscifi l’iessiefficacy is I OFwell esth blislied) .° 

NVASIE1)IERAPIfl 
TRAN5MYOCASDSAL RrvascuL.aiza,pa 

SpIL Call 5ttsuwnu Thocetot’tsITtvsat\ izst]onbtm 1956 
SIsi nat cord atisnula Ii ott (SCS) is similar to TENS in An  when Ooldmait It a15° proposed in I the tbnnation of aresfi-- 
Flor  sad ZOAT or 3 e rsrnponeo%: ISIS epldural And, an cial conduils in the ssjbe,tdocardi would improve oxy 
c teti sion wire, and a psalse generator (Figure 2). The OFF gen deli very 10 myocy tot. Initial iteed!es were used. In 
dt,ral lead is placed in tIle epidoral space ar the level of C  1086, Okada Ct 51u became the firs to me laser technol o, 
tIw)lagIt T . ajtd the pacen,aksr-s iced generator is stegically as, generate tnyovardial channels. Currently. 2 types or 

i nap] sttred lit rIte Left lower abclonsi Os I area. Pa eicttrs rxeive 3 I 55cm are land dbon dioxide d holnaistm:YAG. The 
otte boor ad otulations a day and edit activate the des cc with carbon dioxide sywest tranvtitt LAW through s sedes 
a ol magnet tO tTeat episodes of hteakteo ugh Any It of ml ton and lettars. whereas the holmium: YAG system 
is belved that SC Mocks 5rniu by stioaules rise doasal vets an t1nical Imbers, In Itenamy 0 rdiat revaaculsri2a11011 
coitantns. whi cIt i ntt ihita rJansm issiott through the pain -con- 

( TMR), a left thoracotomy I, per All aild the laser is 
dottIng spmaotholaethc lram4 fto aver, pain two to an ins natnload directly into the atlyoca 

i sian. If a carbon diox-
acute coronary Syndrome has not been shoi Sok bLocked Ads laser is used, a aug10 pulse is elived to generate a 
In cli tn ral trial sand will continue to cause t)vica I symptoms channel. If a Ito] ntium Value scale it used, several ptilse, 
despite s tilt, aalation. 5: Also, SACS has ben, shown to decrease art needed to font a single chaime 

, 

With either system, a 
sy ntlpatheti c tone And improve myocardia I blood flow .°’ total of 25 to AT conduits ate forme 

1284 Ms0u Oh,, /’lor. (t0!w ntIs: 7QrIO: ) 2R4r13i2"’ a5a5rs. as,l/p’acwdhws 
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Several stud icc have in et gated the use of TMR for 
rctactoty scene lie. Its the I argtst trLal. Allen  Ct cou random-- 
,zed III patiettrs with class [V refractory angina to TMR 
with a ho lttt ken: V AG Is sir plus con ii] tied medical therapy 
If we "I therapy alone. At II iitonths, life TMR group 
had a $rearer percentage 0f pa ti ants iv itli a decrease oIl or 
more angina Classes (761 is 3 1% too 00 and a greater 
a mount of cxefliOtta] inference on same testing (1.) or, 3.9 

etahot ic cmli vale ttrs P .OIy ’niece Was no i ntprovemettc 

in mortality, Or perfusion. The second largest trial was 
cottdti c ted by Frazier at 11" who randomized 192 pati elite 

jilt class filar TV refractory angin a to TMR with a carbon 
di oaide laser ph a medical therapy Or medical tlaerapy 
,11111 At 12 tuontits. in, T MR group had a greater pcent- - 
age of unions cots with a decreasr of 2 Or can e angina cia sacs 
(72% vs I3%1 P0.0011. Unlike patients its the study by 
Allen It efe T MR-treated pandors did not have an of  

p I’oveIs OtIt to external toi erance despite all improvement 
in perfus]OPt. These 1 trials along wish 4 other loves tiga- - 
they of TMR are sumnta rized in Tab]: 3.cast to genera], 

MR has beer sliowtr to i nt prove anginal s>tiiptonas and 
exertional tolerance but does ntt seen’ to improve ritottl ity 
or tayncardia I perfusion. 

Registry data from the S oci ely of Thoraci c Surgeons 
,,,ailing all 7 patients who underwent nIX showed an 
itt crease in the number of a orals TMR proced ores per  
formed between 19ON 19O and 200 (59 in the first half of 
1998 and 573 in the last half of I001) ’I Interestingly. 
67% of these procedures were for TMR plus bypass sor- - 
gold  an 0 tT- lahe] use Co r I �M R. The pen operative morasl-
ty ,it in the registry was 6.4%: tab is higher than the 

rate irons C] ilti r a! smd icc of first which ranges from 
Ij% ro 5.3%. into niortaSity rate was higher in Older 
patients, diabetic patients, and patients with a recent Sc u(e 
roronote 5V11 a ro ole, Despite did trends reponed in this 
registry. the  U IC of role has decreased in recent years 
Pascal’s Of oil avail ability or other treatments such as 
ErCR 

,tI 5 Cm? ]wac *ieae, 10(04; 7W1r) 

.:..-. 
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The actual mechanism by ’Itich TMR insprovm angina] 
symptoms is tttnosssl. It ws originally believed to be due 
to improved myocard is] perth ion rhrough open chaone] 
However, subsequent s tttdis as. shown that the channels 
lIlt with oerrotic debris and lose shortly after the proce- - 
durti" Other proposed mac an dams ems have recorded anglo-
genesis tlwougl, the release 01 growth factors and denerva-- 
Iran of pain fibers by the I er.’’7 A placebo effect is 
certainty possible and is peril a the most plausibte rheory 
gitsan the lack of randoniized dais with a sham-controlled 
arm). Although use of TMR or chronic angina tat de- - 
creased, the A laterican Has A S5OC sri on considers it a 
class Ia indication (weight of vidence favors efficacy) for 

the treatttiette 0 chronic attgin 

PERCLSr*N tous MYOCAnDIAL R toLl LARIZ *TION 
Perce tsneous ntyocardia] revs cui erization (PMR) is based 
on the Sante concept as TMR except that it is perfortntd 
percutaneously. A guiding ca red is placed into the Left 
veotric] e vu a fbtatora I app ccli, and a banner,  
laser label is advanced throu Is the catheter into the of  

dovardi tins. Several pulses are hen delivered to generate a 
channel. Clinical trials of PM art sttmmadzed in Table 
4,15’ Ut ike studies 01 J0R, several of these i nvestiga-- 
!iOnT used shanbcontrolted a s. In the Direct Myocardial 
Scow s ru Initial iott In Regene ion of [ndomyocardia I 
Channels Trial (DIRECT). Leo ’5 rsndomized 298 patients 
with refractory angina to PM or a sham procedure. He 
found no si gtti Ocant d ifferen in angi nal symptonts or 
egettiona I tolerance at N11111- . Blame et a]’0 found Simi, 
[at results in their study of I t Patients with refractory 
aligina who were rajadomized PMR ore sham procedttrc. 
The onty sham con cr0] led tria] show clinical bendS t was 
tlte one by seem an all mm,[ q 82 patients. At follow, 
tip, more Pat ietits in the I’MR g tip had t decrea Se of 2 or 
more original classes than did he sham-control led groarre 
141% vs Are, IT 006)  There ,based on the results of 
the sIts nt-co ’ttro ltcd trials, PM is not an etTcchve therapy 
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for chronic agin  it ia unlx why TMR is effective on between AoGF-4 and 
p 

c*O Was not tigttlicajit 
� 

and PMR is tlot, little placebo effect in the surgical TMR (4.1% vs I .C%; e. 14), The Via rolar Endotholial Orouqlt 
iv hr the ttasnn. tirnttaneuus inyotardi reveeco- icier in I shernits For Vascular ngiogiesis (VIVA) trial 

lan ze lion has not been approved by the OA for the treat, randomized 78 patients with i, dory An8tha to pLacebo, 
titcat of c Ironic refractory angina. feww-doae VOF. Or hIgh-]nse E’OF.w After 20 days, 

çaiicnts reivulg Fbghde ’, a sigltifeit thi 
El NEtA an pro cement in angina class and a d toward improvement 

Tile use of gene ttcrapy to indu cc the forntation of in exercise duration and ifequienc of anginal s)Thptoois. 

co] laterals vie angiogencs ie we S first pioneered by Jailer or At II, is door  gene therapy a pears to be prom sing 
al  "lit e roncent of gene therapy centers sro and 3 factors: therapy for refracto angina, b it is still considered en-
Itte gene target to be delivered, the vector used to package perithenta], Limitations include vedor-assoc eased thereof 
the gene target, and the mode of delivery to the site or ties and initliune response to PC tots. Larger randotii i zed 
ad ion The 2 malt, gm factorc r uivently being investi- . trials are needed, to determine long  -tern efficacy and 
gated art VECIF and basic tibroblast growth factor. (FCIF.). caferrDirecr iiiiertion of (,rog for cells is a po&sibk 
7itesc gene targets have been parneed in either a.lasinid strategy t induce acigiogenesis, If phase I and 2 clinical 
or an adenovirus for delivery to the target organ by sutical triats arc currently older way. 
or taerelltatteous methods, 

Sevesal pit sac t almost   hall of Qette therapy have c ONC LUS I N 
conducted in parent, with rerrac tory angina and have shown 
mt prove ttleltt in eerr isa to Ic rsnre_ autthml sytuptorns. and ebctocy angina in a itticot ltcl cndtion Stat 

� niyoca rdi ci perthaion .11 5 Tsva trials have had a placebo- 
controlled arm. The Angiogetb (3ette therapy (AQNT) 

growing in prevalence. Current iTe cinent options br refire -
tnry aginacan btdlssstfted nt swaps: phMraacokegital. 

trial involved 79 patients with class If Drill angina who were nonphannacologi cal noninvestvc, and invae ire. Aldiough 
raodoranted to dscect ineotiott of ndeootieoe eontaning his- none oftheae terapies have bran tvwn ID Trpltsve mona-

sir FOE or plarebo " After II weeks, patients in the ad Five it, solve improve symptoms and q lily oflife. At this time, 
utannant tWill hsd a OV1. sIWnisOfl n txeacst dsa,aIicaa nfl L-,rge. UwtoateTone, caogen, BCP, TE5, SCS. and 
treadttai I] teati Ce. Add sou gh 2 pad enla in the active treatnslen t TMR are the only ntnannents that te FDA approved. FISH 
’re.,enrcd imtaient tltmiotts in hver eozyToe levelf. rently, hHCF is the ntost widely us therapy ana is the only 
no major adverse rcactiosts ocrurted. In tire thilow-tup pla- VDA_aFproved treattnent for reftac angina that has been 
ceho-eortholed, ble-bisd thttl. AOENY-2. 52 patients sopponed by aheta-eontro]Ied do . Trials With SCS are 
with refrarto,’ angina were randotn i ceo to ma intvacoronary curreni ly in pros and will hope Ily result in an increase 
injection of 0n adett oviraX particles cotitaining a gene lit ribaice I use for refractory angi . Use of FOR lj de_ 
encoding FOF (A d FGF-4} or plarebo." At S weeks, the creased because of its inssiveneua and resul may be due 
Ad 5 F OF -4 liii ection res abed it a sigitificant reduction in the to a placebo effect. The phamiacol gical agents rennleaine, 
sri teotic defect size, detain i ned by adeauoaioe singlephoron ivabradine, .and ntcoratttlil appeer fmcdve, but additionaj 
emission rontpnted tontography, (4.1% absolute reduetion phase trial; need to be condected before they can receive 
Is’  0(11), and pleccbo’ea ted patienta had no improvement FDA approis’n I: Finally, gene therap appeals prontisiog but 
(Ps. 32), However, lie change in reversible pThsion’ ddfecf iscrntetitly considered errperiniettta 
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DROGAS ANTIARRITMICAS 

INTRODUCCION 

Los recientes progresos an los conocimientos, a nivel celular molecular, an Is 
eleotrofisiologla de las oelulas cardlacas normales y patolo icas, permitieron 
conocer Is estructura y Is funoiOn.the . los canales ionic s, quo son los 
responsables de Is actividad electriŁa y.ei.sitio :de acció do las drogss 
antiarritmicas. 

El meoan’srno do acciOn do unto drogÆ p*rrkmita esta 

is 

lacionado a sue 
efeotos Sabre Is generaciOn del irnpulo4Łh los diferentesipos de celulas 
cardlacas, determinado a su vez, por el funcionamiento los rangos de 
aperture y cierre de los canales ionicos (I). Se analizaaspectos do Is 
eleotrofisiologia oolular an relaciOn con los efectos do as drog  antiarritmicas. 

Potonclal do membrane 
y 

potencial do acción: el polencü I do reposo do Is 
membrane an las celulas marcapasos modulo sinusal) dis ninuye an forma 
gradual a diforencia do las celulas mioothrdicas (auriculare 

y 

ventriculares) 
qua tienen un potencial de reposo estable entre -70 

y 

-90 my El valor negativo 
del potencial de repose refleja el efeoto comments do un efIuj ! estable de lanes 
potasio transportados por una corriente (IKI) a troves do un canal denominado 
’rectificador interno". Las celulas marcapasos (nOdulo si’ usal 

y 

Purkinje) 
carocen de una IK1 significative 

y 

muestran un potencial marcapasos quo las 
despolariza gradualn,ente .haste desencadenar el potencial do accion (figure 1). 

El potencial de accion provocacambiospositivos an .1 peter :ial do membrane 
(despolarizaciOn) por Ia apertyra de. conales LiJcos selectivo; qua permiten Is 
entrada de jones do sodlo 

y 

cable. La velodidad do despolar acion durante el 
asoenso del potencial de acciOn (fase 0)4n celulas I iocardicas 0 de 
Purkinje as mas rapda quo en celt4ieLIlolnetica5 d I nodule sil 
debido a qua predomina to cbrrrØhte trartrtMa por los anales de sadie, 
mantras que on las cØlulas marcapasos predomina to corrimme vehiculizada 
por canales de calclo, 

Despues der pico del potencial do acciOn (overshoot), el potencial de 
membrane as restaurado a sus valores negativos a save do un proceso 
denominado repolanizaoiOn. Los canales responsables de Ia c aspolarlzaci6n as 
cierran 

y 

los caress de Is repolarizacion (predorninandc los canales de 
potasio) as abren. La fase 1 0 repolarizaciOn preooz, as rØpid I 

y 

fugaz. La fase 
2! plateau, as ones evidento an cØlulas miocardicas o do Pi rkinje. La face 3, 
repolarizacion tardia, complete to reouperaoiOn del potenci ii do membrane. 
Finalmente, Is fase 4o periodo post repolarizacion, as estabil an las celulas do 
miocardlo con-un 

y 

none despolarizaoiOn diastolica espontØr ea an las celulas 
marcapasos, . . . . I --

H 

:;:�..t 
. . 2 
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Figura 1: Se niuestran love corrientes de entrains despolarlzantt y as de salida 
(repolar’zantes), an (ins celula auromatica del nodulo sinLJsaI (izquier ) y on one fibra do 
Purkinje (derecha) con su autoniatisnio deprimido. 

Canales ionicos: Is generacOn del potencial de acción depends de Is acciOn 
combinada de diferentes canales iOnicos unidos a IS membrane celular. 
Simultaneamente, bombas proteicas con consumo de ATP in ercarnbian Na/Ky 
Go para sostener Ids gradientes transmernbrana, En forms simple, los canapes 
ionicos pueden definirse como proteinas qua contienen on sensor de voltaje 
acoplado a on poro a traces del cual fluyen los ones. El porc incorpora un filtro 
selectivo qua determine qua ion case cuando all porn as able 

/ 

La celula an reposo estØ cerca del pbtencial do Łquilibdo del witaslo (cercano a 
-90 mV)  all proceso do despolarizacion tiende 8.: Ilevarla have all potencial de 
equil’bno del sodio y calcio y Is repolariza.Oh laacha, otr I VOZ, al potencial 
de equilibrio del potasio. ;. . . . . 

Los candles responden a cambios del vItaje do Is me mbrana y tienon 
compuertas en las qua all voltaje regula Is n,agnitud YB’ tiem ode so aperture. 
El canal jOnico no permits all paso do corriente (jones) haste qua as Splice un 
estimulo despolarizante. En reposo, all canal as considers ci rrado. Cuando as 
Splice on estimulo despolarizante, ci cambib del potencial de membrane as 
detectado por all sensory el canal as are pare permitir all Ii jo de corriento. El 
can,bio de estado del canal do cerrado a abierto Be denomin I "activacjon La 
probabilidad qua un canal Se mueva de cerrado a abier 0 depends do Is 
magnitud del cambio de voltaje (Is activacion as voltaje depei diente) (2) 

3 



Algunos canales solo muestran dependencia del voltaje para I activación, pero 
an otros on segundo proceed influye an el full do corrien Si of estimulo 
despoiarizante $o mantiene, OCUJre on segundo cambia an a canal, uma pale 
de Is proteina Se mueve 

y 

ocluye el pond, do modo quo sun us el canal esta 
abierto conduce pobremente los. ones. Este proceso oltaje 

y 

tionipo 
dependents so denominsa inactivacion Las propied des del canal: 
activacion, inactivaciOn, sensibilidad at voLtajyselectivided nice as estudian 
experimentalnionto can tecnicas do okathpeódevoitaje (2). 

Resun,iendo: 1) Una variedad de canales iOnicos gener n las corriernes 
despolarizantes 

y 

repolarizantes responsables del potencial e accion., 2) los 
canales ionicos con diferentes funciones sobre las qua a Oan las drogas 
antiarritmicas son Is base para Is clasificacidn del efect de estas, 3) Ia 
dependencia del oMado del canal con el voltaje 

i 

lica at memos 
teoricamente, quo a dregs puede unirse a canales on r p090 (cerrados) 
activados (abiertos) 0 inactivados. 

Las drogas qua Se unen a canales abiertos 0 inactived pueden ejercer 
electors qua varian con Is frecuencia de estimulacion o Ia fre uencia cardlaca 

y 

como tales muestran dependence del uso. Una Crops ideal bloqueanto de Un 
canal, doberia tenor dependence del uso mostrando mayor cciOn inhibitoria a 
frecuencias mØs rapdas. Las drogas quo as unen a canals ceriados pueden 
ejercer acciones independientes del uso Q inveion do I dependencia do 
uso, separandose do an union durante Is activacion del canal mostrando 
mayor accion inhibitors a frecuencas miss Ients 

y 

to or a frecuencias 
rapidas. 

En IOS canales compromet’aos an is ectivlaaa automatics elulas Gel flOQUlO 
sinusal) Is corriente de calcio tipo T (ICaT) y Is corriente iperpolarizante (lf 
aportan Is despolarizaciOn qua precede a Is fse 0. Las drog s quo disminuyen 
estas corrientes deberian disminuir Is frecuencia cardlaca y tenor un efecto 
cronotropico negativo (3). El mibefradil as on bloqueante do Is ICaT qua relaja 

SIs vasculatura coronaria y disminuye Is frecuencia cardiaca as ash on agents 
bradicardizante potencial 4) Este compuesto fue retired de Is yenta por 
detectives inlejacciones clinicas peligrosas. 

Los canales cornprometidos an Is despolarizaciOn, canales Is scrip (Iris) y de 
calolo tipo L (lCaL) son importantes sitios do acciO(i de las drogas 
an tie rritn,ioa S 

La ICaL as Is corriente dominante an Is despolarizaciOn do las celulas del 
nOdulo sinusal y del nadulo AV Este dependence do Is 00 ducion nodal de Is 
corriente ICaL hace a las drogas �bloqueadoras del canal Is calcio, como el 
verapanlilo y of diltiazem, Utiles an el tratarniento do las taquicardias 
supraventriculares (5). En las Isquicaroms SV paroxT ticas. cuando Ia 
conducion en el nodulo AV forma patter del circuitb de .reentroda el bloqueo del 
Is ICaL puode interrumpir Ia taquiqrØia ypef#nir las recur nclas Pueden ser 
efectivos tampion para disminUiiIªfouefii,n Iafibrilaoio I auricular (6). 



Los estLidios experimentales y clinicos preliminares, mc straron quo las 
propiedades eloctrofarniacologicas de Is dronedarona y do amiodarona son 
similaros (250). La ineidencia de IdeP provocadas par Is are a son muy baits. 

Las propiedades de Is dronaderone modifloando los interval sOT y QTc y Is 
freouencia cardiaca son imporlarites para el desempeno d l fªrmaco conic 
antifibrilatorio!a nivel auricular y ventricular. La dronader no aumenta lot 
intervalos QT y QTc an funciOn do la dosis (1200 a 3200 in 1/dia). Un ensayo 
olinico qua use dronaderona a 800 mg/dia (dosis qua prolong L do marera p000 
significative el OT y QTc) as superior al placebo para mariter r el ritmo sinusal 
despues do la reversiOn do Is fibrilacion auricular. Su eli acia clinica estÆ 
siendo evatuada. 

DROGAS ANTIARRiTMICAS CLASS IV H 

BLOQUEANTES del CANAL de CALCIO 

Los efectos electrofisiologicos do Is 6th4uentds del canal do calcio IJsados 
part controlar Its arritrnias cardlacas so pareco a its de its ,eta-bloqueantes, 
ospecialmente par sus acciones sabre el node AV. Es as acciones son 
responsables do Is mayorla do lot efectos de esta class do d ogas an el control 
do las taquiarritmies supraventricuLares 25l,252). 

EL grupo units numeroso de bloqueantes del canal do caIclo, I s dihidropiridinas, 
no modulan el node AV, ni ejercen efectos especificos sobr Is refractarieded 
an las aurloulas o Ids ventrioulos. Tienen osoaso a ningun a coo para terminar 
el aleteo y fibrilacion auricular 0 an controlar las lormas comt los do taqLtioardia 
ventricular. 

Solo unos pacts de Its antagonistas del ceiclo sintetizadc s y desarrollados, 
(varapamil y diltiazem) tienen efeotos antiarrftrnicos ospocif as y directos; las 
acciones; antiarritmicas fueron primero doscritas pare el vera emil 

Estes drogas son poderosos aætiisquemioos y algunol do sus efoctos 
antiarritrnicos puodor deborse a Is correccion del disbala co entre  oracles de

y 

demands do oxigeno an pecientes con enfein,odad cor l a. Sin embargo, a 
pesar do sus acciones antiisquóniicas,  so impacts so re Is r orlalidad despues 
del infarto agudo do mlocardic s.-.inoieda .yŁn aI9Lino$ . p cientes poodle 

sen-A 

porjudioial (253). 

Line major comprension do Los efectos etectro1arm ofagicos do IOS 
antagonistas del condo siguieron al conocinliento e las corrientes 
depolarizantes do entrada an las membranes celulares de  rontes organics 
tejidos. Estes corriontes reguladas par �l voltaje, a  udan a controlar 
importantes funcionos fisiologicas. an Is contraccion do las ibras mLlsculares y 
Is seorecion de hormonas. 

Se identificaron sois closes do canales do celcio, pore solo dos Se hallaron an 
el sisterna cardiovascular, lot oariaLes de doled tipo L y tipo r (254). 

50 



Los canales calcio tipo L Se encuentran an cØlulas do mt) ulo esqueletico, 
cardiaco y lisa; aster relacionados con Ia actividad ale tromecnlca del 
musculo cardlaco y vascular normal. 

Los canales tipo T no Se encuentran an cantidSd significatil an los miocitos 
ventriculares; sus conceritractiofles miss altas an all cora2bn estan on las 
colons marcapasos y an las de Ptirkinje. NŁstaA sometidos a Is estimulacion 
beta adrenergica. Mi, el influjo de calcio por los canoes lips T as do poca 
importancia para Is contractilidad miocârdica peR, es critico in Is formacion y 
tend uciOn del impuiso (255). 

La irnportancia farmacologica del bloqueo del canal tipo T radica an Is 
capacidad de influenciar las mismas funciones qua los C nales tipo L sin 
producir efectos inotrOpicas negativos an los ventriculos. 

0 
El conocinliento de las propiedades del canal lento an el ihusculo cardiaco 
permits explicar los efectos electrofisiológicos y antiafritmicos do los 
antagonistas del calcio. La inhibicion selective do Is actividd del canal lento 
aumenta Is refractariedad dependiente del tiempo an Its fit$s do respuesta 
lenta an el corazon. I 

Arritmogoneols y Actividad del canal Lento: Los estudi4s experimentales 
mostraron el rol del canal lento an Is genesis del automatisrijo gatillado (256) 
an Is forms de post potenciales prØcoces (PPP) y post ptenolales tardios 
(PPI). Los PPP pueden ser gatilladas porel flpjO transmehbrana do calcio 
durante Is repoLarizacion cardlaca prolonada, especialme te por el usc do 
bloqueantes de los canales’de potasio:Er blares condicii,nes, pueden ser 
responsables de las TdeP (257). All casos do ideP ol nicas so deben a 
on aumento de Ia corriente do calcio a traves del canal lento. 

Los dabs experimentales sugieren quo los PPT son m diadores do las 
arritmias inducidas por digital. Este forma do automatism gatlllado

 pied
e 

� deberse a intervenciones qua eleven el rival de calcio Intrac Ill mas alla do 
un valor critico como puede ser one concentracion extracel or de calcio alta, 
frecuencias de estimulacion rapidas, digital y catecolarninas ( 58). 

El rol del canal lento an Is genesis do arritmias clinicas as uy importante on 
las taquicardias supravontricuiares paroxisticas reentrante quo utllizan as 
nodos AV y SA (259) La eficacia clinical do Is adonosina y el ATP an las 
mismas condiciones apoya el not fundamental do los recaptures purinØrgicos an 
Is niodulacion do Is conducion y refractariedad an el nodo AV (260). 

Eloctrofamiacologia del Canal Lento: La conducion del n do AV normal as 
dependienle del canal lento y los artagonistas cicicos bloqiiean Is COndLJcian 
an un modo dependents de Is concentration ode la duals. or otra parts, no 
tisnen efectos significalivos sobre los;p!JIodos refrac rios do celulas 
auriculares, ventriculares ode His?urkinjenlsobre la veloci ad do conducion. 

Disminuyen Is depolarizaclan an la free 4 an las cØlulas do k s nodos SA y AV, 
con enlontecimiento do Is velocidad do conducion an estas acres. Los efectos 
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Como rosultado del examen de fondo, reaLizado con fundam nto on el articulo45 de 
La DecisiOn 486 do Is ComisiOn do ía Comunidad Andiria,  as jo comunica: 

1. Documentos ostudiados: 

1 1 QLciOn: (Folios: 27 a 34) co mo Se radico nioja(menre. 

1.2. Reivindicaciones: I a 12 (Folios: 35 y 3 ) como Se radicO 
inicialmente. Modificadas: I a 1 (folios: 147 y 148). 

1.3. Prioridad 21/12/2005 FR 05.13008. 

2. Anallsis do Is Prioridad: 

La prioridad do La presente solicitud corrÆporde al objeto ivindicado. 

3. Objeto de la Invention: 

La presente solicitud Se titula: "Nuevas composicion do un nhibidor do Is corriente 
sinusel If y do un inhibidor cloico y las coriposicione farmaceuticas qua Ia 
contienen (Ver folio. 146). 

EL objeto do La presente solicitud Se refiero a una nueva as oiacian de un inhibidor 
selectivo y especitico de Is corriente sinusaL If, quo as Is i abradina, asl como sus 
hidratos formas cristalinas y sales de adicion de un 6 ido farmaceutican,ente 
aceptable, y de un inhibidor cÆlcico y mÆs particuLarrnente n inhibidor call de Is 
class de dihidropiridinas estos inhibidores cØlcicos an a asociacion se9cin Is 
presente solicitud son: arniodipino, nifedipino, felodipino y sus hidratos, fornias 
cristalinas y sales do adician do un acido a do una Se farmaceuticamente 
aceptable y mas particularrnente el besilato 0 of maloato. 



trC 

Ll 

y mas parucularmenta ivauraoina, ilenerl prupIeoaaes on 
(reduccon de Is frecuencia cardiaoa),. qua J,aceh a estos cc 
tratarniento 0 prevonciôn de diferØntes sitUaciones cllriicas th 
tales Garlic Ia angina do pecho & nfa,to do m5ocardio y in 
asociados, as! come Las diferentes patologias quo implicar 
especialmente supra-ventrLeulares y an fa insuficiencia cardi 

Los Lnhibidores cÆlcicos son molecules quo tienen comb plOpJE 
La pernieabilidad aL caldo de ciertos oanaLes de Is membrane C 
abertura do as poras as los canales dopendientes del voltaj 
penetraciOn del calclo an las fibres musculares lisas de los vas 
de caLcio bibme intracolular, a quo tione come cansecuenca 
m’sculos lisos de los vases perifericos y coronarios. 

cements sinusal If 
apices negatives 
estos ütiles an el  
uemia miccØrdica 
stornos del ritmo 
3tomos del ritmo, 

onene asi a Is 
Lnuyen Is tasa 

of tono de los 

Ml, estos cornpuestos, particularniente los qua pertonec n a Ia clase de las 
dihidrcpjridinas estÆn especialmente indicadOs an 01 tratami ,,Io de a nagina do 
pecho porque disminuyen ci retomno venoso aliviando asi el rabajo del ventriculo 
izquierdo 

y 

qisrniriuyen el consume miocardicc do oxlgeno r una pane poT otis 
parte mejoran el flujo sanguineo coronario 9racias asu accion asodilatadora al hive1 
de las arteries epicÆrdicas nayomes. Los efec:to&.i  es 

urson taquicardias, 
esdeoalom

 palpitacones,cefale  sidelines   seo  .. 
. 

dependientes de as dosis. 

En el capitulo reivindieatorio so reclama be siguiente: 

Reivindicaciones 1 a 7 (folio: 147): Con,osiciOn farinaceut comprondida en in 
Lnhibidor selectLvo 

y 

especifico de Is cements sinusal If, 
y 

de Un inhibidor de Is 
Lvabradina,... o uno de Bus hidratos, formas cristalinas 0 sale do adicionde Wi âcdo 
farmaoeuticamerite aceptable 

y 

Un inhibidor calcico. 

Reivindicacionos 8 y 9 (folio: 148): Composiciones farniac uticas quo contieneri 
come prinoiplo active un inhibidor selective 

y 

especilico del con-ante sinusal ton 
asociacion con Un inhibidor de Ivabradiria,... 0 uno do us hidratos 0 formas 
cristaLinas, solos o an cornbinacion con uno 0 varies acid S farmaceuticamente 
aceptables 

y 

Un inhibidor de colon, de acuord.9 can las reivin icaciones I al solos 
an con,binaciOn con time 0 varies exeipientes farniaceutica ante aceptables. 

Reivindicación 10 (folio: 148): Las àothposiciones farmacut as do acuerdo con as 
reivindicaciones 1 a 9, uaadas pare Is fabricaclon de un medicarnento pare of 
tratainiento do Is angina do pecho. 

El problems planteado an estasolicitud as Is necesidad den evos tratamientos quo 
permitan beneficiarse de los efectos positives de lo inhibidores calcicos 
aumentando su margen de seguridad, especialmente carol vascular. 

La solucLOn propuesta par Is presents salicitud consiste e una asociacion as Un 
inhibidor selective y especifico de Is corriente sinusal If y d Un inhibidor calcico. 

El objeto do Is solicitud definido anteriorniente so clasific an Is IPC A61  31/55; 
A61  9/08, 

4. De Is soilcitud de Patents 

4.1. DescriociOn (art/oWe 28 1486 

De acuordo con In reveIado an Is descripcion, of tltulo mixaficaft de Is presents 
solicited dabs moncionar los componentes especiticos do Is composicion qua Sc 
desea proteger. AdemÆs, as dabs aclarar si so frata de uncomposicion dentro do 



otra composicion y analizar si eLlo as encuentra sustentado den rode Is descripcion, 
para Jo cuai requeriria una nueva moditicacional titulo de las licitud. 

4.2. Reivindicaciones (erticulo 300486) 

De acuerdo con Is revelado an el capitulo reivindicatorio modifi do, continua siendo 
poco concise con cuanto as refers a las actividades de los farm cos qua envision an 
Is composicion farn,acØutica. Pon otra parte, as  dabs aclarar el ermine ’inhibidor de 
Is Ivabradiris’. 

Las reivindicaciones By 9 (folio: 148) no son clams puesto quo ice: composicionos 
farmaceuticas due contienen come principio active un inhibition lectivo yespecifico 
de Is corriente sinusal If an asociaeion con un inbibidor d Ivabradina’: no Se 
comprende a cuÆl Inhibition especifico do to corriente sin sal If Se reflere Is 
reivindicaciôn, ni quØ Be quiere decir con "inhibidor de Ivabradi a?. Toner an cuenta 
qua el farmaco Ivabradina as un inbibidor de Is warriente sinu al. Ademas, as dice 
quo esta asociaciOn alas farmacos an cuestiOn van solos o an mbinaciOn con uno 
I varies acidas (no as especifica el nmero ni cuÆles) o con un 0 varies excipiente 
(tampoco Be especifica el nmero ni cuales) y no Be especffic qua long farmacos Be 
encuentren an un might sistema do entrega (SENF). Do Ia lecture de estas 
reivindicacianes Be puede apreciar qua Be trata de dos mÆs tormulaciones 
asociadas 0 combinadas para su posterior administraciOn on paciente. Favor 
aclarar. 

5. AnÆIisls de la(s) Oposiciôn(es): (articuJo 430. 486) 

No so presentaron oposiciones al objeto reivindicado. 

6. Determinaciôn del Estado do to Tecnica: 

La fecha qua Be he tenido an cuenta pate determiner el Esta a do Is TØcnica as: 

Feche de presentacion de Is solicited prioritaria 21-12-2005. 

Teniendo an cuenta Is teacher iridicada, se buscaron docum ntos del estado de Is 
tecniea relacionados, con fecha de pubLicaeian anterior a as 

� Se encontrO como anterioridades qua puen afØctar Is pate tabilidad del object de 
fa presents solicifljd: 

de NI’ Documentis TituloFecha 
Publication _______ 

Ivabradine in clinical practice : enems of Ill f 2005 inhibition’ 

02 Articulo 2 Long term safety and antianginel efficacy o 2004 the If current inhibitor ivabradina2 
�p 

1i 
Use of cilobradine or the pharmaceutically 

_______________________ 

19 de noviembre 
03 EP 1362590 acceptable salts thereof for the treatment 

de 2003 
� J prevention of heart failure 

D4 Articulo 3 I Current and future treatment strategies fo Octubre de 2004 refraoto arm ni  
D5 Articulo 4 Acwaliracłn

 

an fErinacos aitierfltmioos’ 2004 

I TARDI F J .c; ’vabradtr.$ IF’ enamel practice: Be at of 10) ii, h ibitlon. Ewopsan Halt J theI, S U ppIeni.nL vol. 7 � No. H. 
pp H29H32. Rate 26 I 55 N; I 520.765X, Oosn; EH JSFt 2005. 
2 Lbp$z-ascb$ I., Foya B, Mans R, on bshalr of the study ellethei Lo’,-temi a sty and antlan0 ii,sl effloacy of 
the If cLsrre Ut hearer I ivabrad ins in natients wiü, chronic stable  angina A one-year rando isrUd, JoUllini unilateral 
trisI[reUumsn]. Eur Hear j.2004;25;875. . A 
3 yANQ E., BARSHESS 0., GERSH B.. CHANORASEKARAN It LAMANIA. turrect d total tre&meii(manages for 
rfnsotory angina’. Mayo CIIF, for  Oct 2004: 791101; 1 2e4.1 2g2 
4 CACHARRON. J., ALOARIZ, A. Ac1uaIizacion ea larmacos anhIarrrtmlcoc. 2004. 



at 

7. AnaIisis do patentabilidad (articulo 14.0486) 

71.Novedad (avtiou!o 16 D486) 

Comparando elemento par elemento Øl objeto do esta solicitu can Ia mencionado 
an las anterioridades tenemos que: 

La presents Solicitud do Patente Colombians No, 06127373, refiero a: 

Composiciones farmacØuticas qua contienen comb principi active Un inhibidor 
selective y especifica de Is corriente sinusal If en asociaciOn con urn inhibidor de 
vabradina,. ,.c uno de sus hdratos a Formica cristalThas, solos on combinaoian can 

uno o varies acidas farrriaceuticamento aceptables y un in ibidor de calcio do 
acuerdo con las roivindicaciones I a 7, solos o an combinac on con uno 0 varios 
excipientes fajmaoeuticamente aceptables. 

- 

La enterioridad: Artictha 1 (folios: 141 a 144), so relacion(c composiciones de 
ivabradina y mericiona adomas composicionos do amlodina s Un bloqueador de 
cabLe). Adicionalmente divu(ga Is administraciOn de estos macas solos a an 
cambinacibr, a pacientes con angina de$cbo. 

La anterioddad: Arflculo 2 (folio: 145), trata sobre: Un estudio ealizado a pacientes 
con angina an donde as administran conipasiciones de ivabr dine y de amlodipina 
soles o an cambinacion. 

El eleniento carecteristico de las composiciones raivindicad ya era canocido an 
articubo I y articubo 2; pot lo saab las composLcones de las Fe indicaciones S , 9 no 
pueden considerarse nuevas, 

7.2. Nivel inventivo (artIculol8 0486) 

La presents Sobithtud de Petunia reivindica ic siguiente: Co posiciOn tarmaceutica 
comprendida en un inhibidor selectivo y espØcifico do Ia corr nte sinusal Sf, y do un 
inhibidor de Is Ivabradina... 0 uno as sus hfrdratos, forma crLstaHnas 0 sales do 
adician de Un aoido farmaceuticamente aceptable y Un inhi dor calcico 

El Artioulo I (folios: 141 a 144) enseMun..stüdio.cIInico on ivabradina pare el 
tratamiento dale angina en rondo as coin ,çr  Los Øfectos d ostefÆrniaco con otro 
tipo de farmacos perlenecientes a las siguintes clases tore uticas: -bloqueadaros 
y bloqueadores do calcia; ademØs menciona Is terapia de   rnbinacion anti-anginal 
an donde as encontro evidence importante quo Is temple e combinacbon as ms 
elective quo a morioerapia (verfolio: 143). .AIJI Be revels qu Ia oticacia y seguridad 
do Is terapia de cornbinacian de ivabradina an 386 pacien es con angina estable 
tratadas con nitrates o blaqueadores do calcio. So concl 0 qua el nUmoro do 
ataques par angina Be redujo significativamente per Is adie n de ivabradina. 

El ArtculQ 2 (folio: 145) destaca el estudia de Lopez-Ooscos at al, con 386 pacientes 
con angina estable qua reciblan amlodipiria o nitrates, a lo qua as anadio, a doble 
ciego, ivabradina o placebo. En on seguimiento de 12 nose as redujo Is frecuencia 
cardiaca (FC) entre 10-12 1pm a dosis de 5 Y75 mg do ivab dma yse obsorvo una 
dismmnucian significative de Los episodios de angina respec a a situaciOn basal an 
los pacienles qua reciblan ivabradina. 

La ivabradina, inhibidor selectivo de Is corriente iOnica do I s canales Jr prolongs eJ 
tiempo de despolarizacion espontØnea diastôlica do Las lulas del nodo sinusal 
consigue una reduccion do Is FC on reposo y an esfue o similar a Is do fos 
bloqueadores. En consecuencia, produce ma franca me no do loo sintoinas do 
angina y do los parØmetros do isquemia Th$bradoseh las ruebas de estuerzo, on 
proporciOn similar a Los antagonistas deioalcio a los 3-bloq ei fambien so he 
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demostrado beneficio adicional combinado con otros farmac$ antianginosos. El 
nivei do eficacia V Seguridad do ivabradina an cuanto a efectosadversos graves he 
side muy alto y similar at de placebo. Este docurnento revela culs Is ivabradina as he 
utilizado an terapia combinada con otros antianginosos. 

El documento EP 1362590 (folios: 1548157)50 relaciona con I use do cilobradina 
(um inhibidor do a corriente sinusal 10 para el tratamiento do f Uas cardiacas. Este 
cornpuesto as pLiede adn,inistrar solo o an combinaclo con otro tipc de 
medicarnentos do las eases terapôuticas: inhibidores de La EC vasodilatadores, p- - 
bloqucadores, notropicos, diureticos 0 glicOsidos cardiotoni . Es sabdo per una 
persona medianamente versada an Is materia qua las dihidro iridinas (per ejemplo 
amiodipina) tienen acciOn prodornnanterhonte vasodilat ota. AdemÆs Los 
inhibidores del cakio pueden actuar come inotrOpicos negativ s. 

El articulo 3 (folios: 158 a 166) sereflere avarias estrategias e tratamientc para a 
angina refractaria. Entire las terapias farmaco!Ogicas Be encu ntran las qua utilizari 
farmacos coma a ranolazina (inhibidor de a oxidacion do acidos grasos), 
invabradina (inhibidorde los carlales ionLco It), nicorandil (activ canalesde potasiO, 
L-arginina (vasodflatador endoteuo-dependiente), testosterona estrogeno (dilatador 
do arleria coronaria y agents antianginaL, respectivarnente). 

En este articulo Be divulga tambfen el estudlo reaiizado per lardif (articulo 1) on 
donde Be compara ivabradina con atonotoL y mostro mejo s efectos. Tambien 
monciona otro estudic realizado deride Be comparo ivabrad na con un placebo 
mostrO una reduccian del 77% an Is frecuencia do evento de angina. Do igual 
manors al estudio realizado con ranolaina revels corn macones con otros 
antiariginiosos, comb per ejemplo, anilodipiiia, mostrando in ores resuffados a Los 
do Ia monoterapia. 

El articulo 4 (folios: 187 a 172)relaciana algunas generalldad s sobre Ina tandems 
antiarritmicos y aspectos de Is eleotrofLsdLogIa colular an rela ion con los efectos de 
los mismos. Ensena la importancia de los cnSles iOnicos an a ftecuencia cardiaca 
(lanes Na, K, Ca) y los canales iOnicqscäno: sides de a Ian de los fÆrmacos 
antiarritrnicos, an donde fos canaos .coiifromeiidos an actividod automâtica 
(cØluLas del nOdulo sinusal), Is corriente do calcio U o T y Is corriente 
hiperpoJarizante (If) aportan Is despolarizaciOn qua preced a La fase 0 y qua los 
farmacos qua disrninuyen estas corrientes deben disminuir I frecuencia cardiaca y 
toner un efecto oronotropico negativo. Aqul as encontrari I, farmacos come Is 
ivabradina per ser inbfbtdor S a corriente ff. Este docurne o tambien ensena los 
efectos electrofisiologicos do los btoquoadoros del calcio an esta categoria Be 
encuentra amiodipina). 

El problems tecnico planteado an esta solicitud: Is necesidad a nuevostratamientos 
qua perniitan beneficiarse de os efectos positivos do I inNibdores calcicos 
aumentando su margen do seguridad, especialmente Ca diovascular, so habla 
resueflo previamente modianto una asociacion de un inhibid r selectivo y especifico 
de Is corriente sinusal If y de un nhibidor caleb0 ya cono Ida. Por osta razOn Be 
considera quo lot componentes do las coniposicbones reivi dicadas en Ia presente 
solicltud son evidentes para una persona medianarnento v sada an Is materia. 

La(s) reivindicackOn(es) I a 10 do ala soJcLttd no mencio a(n) una caracteristica 
quo concede un efecto inesperado 0 Łspe.çiaI a las corn osiciones, qua pueda 
considerarse comb Un aporte ala tcn’ca aj que son obvi (as) para una persona 
versada an Is materia. :. .. 

Ademªs, puesto quo 01-03-05, D2-D3, 01-04-05 divulga ii previamente terapias 
do combinacion do inbibidores do La corriente sinusal If y un inhibidor do calcio 
folios: 141 a 145,154 a 172), una persona conocedora de a materba motivada per 

tales sugerencias lograrla el objeto do esta solicitud comp iciones do un inhibidor 



selectivo y especLfico do Is corriente siliusal If  y do Un inhibi 
uno do sus hidratos, fornias cristalinas o sales de 
armacØuticaniente aceptabLe y tin irThbidor cª!cico; de 

persona medianamente versada an Is materia send 
docurnentos. Por lo cual puede no haber Nivel Inventivo. 

8. Conclusion: . . 

Los requisitos de patentabiLidad do Is presents solicitud see 

Is Ivabradina,... a 
in de un acido 
-a qua pars una 
combinar estos 

asi: 

NO Documonto N° 
Reivindicaclones 

afectadas Rqui Ito quo afecta 

DI Articulo 1 L By9     Navodad_____ ____ ______   
1 aj9_ 

 
Ni ’el Inventivo 

2uIo28  Novedad  
______  

1 a 10 
 

Ni ’e( 
I EP 1362590 1 a  1   

_Inventivo 

EM .ArticuIo 3 
_jl_Inventivo J a 10  Nij,ol Inventivo 

I 05 Articulo 4 
- i 

a 1(3 
____ 

. NiIeeL I nventivo 

En cuniplimiento del articulo 45 de Is Decision 486 de Is Coral i6m de Is Cornunidad 
.AI,dina, as Jo indica qua dabs dar respuesta canto del to no de assents dias 
contados a partir do Is fecha do Is æotiftacion de Is presents C municación. En caso 
do no dar respuesta al presents requerirniento 0 si a p Sr de Is respuesta 
subsistieran los impedimentos para is ccnceion, as denega is patente. 

Notiflquese el presente oficio conforme a lo dispuesto one! nu eral 5.2, literate), oaf 
capitulo 

quinjCSPEDES

ero do a Circular Unica 10 d 2001. 

ALIX CARM  DE VERGEL 
Directoranes (c) 

El anterior requerllnionto tue notificado por fija ion an lista, de 
feoha______ ’t 4r Qj 
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