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(5 7) Abstract 
The isoqunoline derivative represented by formula (1), pharmaceutically acceptable salts thereof; and pharmaceutical compositions 

containing either of them as the active ingredient. The compound (1) is useful as a preventive or remedy for cerebrovaseular accident and is. 
particularly excellent as a depressor for cerebrovascular contraction. It is also useful as a preventive or remedy for diseases accompanied by 
isthemic lesion. . . 



WRITTEN OPINION OF THE 
[Ifltoca1 aplieation No. 

INTERNATIONAL SEARCHING AUTHORITY . I PCT/JP2005/021844 
Box No, V Reasoned statement under Rule 43his.1(a)(i) with regard to novelty, ii1nl1ve step or industrial applicability; 

citations and explanations supporting such statement I 

1. Statoinerjt 

Novelty (NY claims  1-7 . YEs 

Claims 811 . - NO 

� inventive step (IS) cii 1-7 . YES 

Claims 81 . - NO 

Industrial applicability (IA) Claims 1-11 . . YES 

2. Citations and explanations: 

� Document 1: WO, 1999-020620, Al (Nippon Shinyaku Co., Ltd.), 29 Api1, 1999 (29.04.99) 
� Document 2: WO, 1997-002260, Al (Asahi Chemical Industry Co., Ltd.), 23 January, 1997 
� (23.01.97) . . . 

� Document 3: JP, 9-12573, A2 (Asthi Chemical Industry Co., Ltd.), 14 January, 1997 (14.01.97) 

Claims 8-11 . . . 
Document 1 describes pharmaceutical compositions for treatment of eerebrovascuinr accident 

which contains (S)-(-)-1-(4-fluoroisoquhiolin-5-y1) s6lfonyl-2-inethyl-1 .4-homopierazine 
hydrochloride. it also describes that a liquid diluent is used as a carrier (l ’ and 2 lines from the 

� bottom, page 8) and that said composition can be made into an aqueous injection (preparation 
� example 1). . 

� On the other hand, according to the description "when preparing an orally administered 
medicine,,... can be made into solution, syrup, elixir, oily or aqueous suspension, etc." ([0028] of the. 

� specification) or "when preparing injection or eye drops" ([0030]), it is considered that the 
pharmaceutical compositions in claims 8-11 of the present application also include those in liquid 
condition. 

Since hydrate dissolves when the pharmaceutical compositions in claims 8-11 are in liquid 
condition, it is impossible to distinguish them from the pharmaceutical compositions described in 
document 1. Therefore, the subject matters of claims 8-11 do not appear to be novel or to involve an 
inventive step in view of document 1. 

Claims 1-7 . 
Though (S)-(-)- 1 -(4-fiuoroisoquinolin-5-yl) sulfonyl-2-methyl-1,4-homopiperazine 

hydrochloride is described in document 1, there is no description or suggestion about dihydrate in the 
document. . . 

Though .a hydrate of 1 -(5-isoquinolinsulfonyl)homopiperazine hydrochloride, which is similar 
in structure to (S)-(-)-1-(4-fluoroisoquinolin-5-yl)sulfonyl-2-metbyl-1,4-homopiperazine, is 
described in documents 2 and 3, there is no desQription or suggestion in them about a dihydrate of 
(S)-(-)-1-(4.fluoroisoqüino1in-5-yl)sulfonyl-2-methyl-1,44iornopiperazifle.  
So, the subject matters of claims 1-7 appear to be novel and to involve an inventive step in view of 
documents 1-3. �� 

form ?CTIISAJ237 (Box No, V) (April 2005) 
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IS()QV4OUNE DERIVATIVES ANT) DRUGS cerebral vasospasm-reversing actIvity The present invention 
has been developed on the basis of the above thiding 

TECHNICAL FIELD- present invention, therefore is concerned with a 

The present invention relates to as isoqmnoiine derfvatave compound of the
 

following general formula {l} or a phar 

having cerebral vasospasm inhibiting tiv and, thus rnaceuticai1 acceptable salt thereof, or a solvate thereof 

thiding application as a medicine. and a medicinal composition comprising it as an active 
ingredient 

BACKGROUND ART 

-Cerebrovascular disease can be groupified into, a hemor  
jo 

rhagic group and an isebemic group The hemorrhagic group 
typically comprises subarachnoid hemorrhage arising from R 

ancurvsmal rupture, hypertensive cerebral  hemorrhage, and 02 

bead trauma Subarachnoid hemorrhage entails a delayed 
vasospasm of the major cerebral arteries and may lead to 15 
vascular constriction disorders and sometimes to death The 
Isehenucgroup is represented by cerebral infarction andN. 

transient techemic attasil,. (hA) The vascular disorder and 
neuronal injury caused by infarction or hemorrhage may 
lead to dvkjnesia such as numbness or motor paralysis of 

. 

the limbs and neurologic and mental dysfunctions in the 
acute through chronic stage, with disturbance of conscious y1erem R2 represents alkyl,alkenyl, alkm) I alkexlo 
ness and death ensuing in severe cases tydroxy, cyano or halogen 

For the treatment of such cerebr-ovascular diseases anti R2 rpresents hydrogen bydroxy, or halogen 
thrombotics and enhancers of cerebral circulation and 25 R3 represents hydrogen, alkyl, or amidino, 
metabolism have been used to this day. Ifowever few drags Ring Arepresentis a S toll itiembered cyclic amino group 
are available which inhibit this fatal cerebral vasospasm or which maybe substituted which cyclic ammo group 
the neuronal injury leading to dementia and there exists a may be bridged between two carbon atoms in optional 
pressing need for an ebctive therapeutic agent positions 

By way of illustration as subarachnoid hemorrhage takes X’ In chemical structure, the compound of the mventioi is 
place narrowing of the vascular lumen persisting for several characterized in that the 4 posItion of an isoquinohnc skel 
weeks is induced in the mafor cerebral arteries in days eton is substituted by a substituent seleeted from the group 
following the bleeding event This phenomenon is known as consisting of alkyl, alkenyl alkynyl, alk.oxy, bydroxv, 
cerebral vasospasm and once the ultimate ischeniia triggers cyano, and halogen.  
the onset of neurological symptoms the functional progno- 35 The present mvcutlon is now described in 
sis and, at times even the vital prognosis of the case The alkyl in the context of the present invention 
seriously influenced includes straight-chain or branched alkyl groups of 1-ti 

As the therapeutic drug for cerebral vasospasm subse- carbon atoms, such as methyl ethyl n-propyl isopropyl 
� :.� �.  to subaracknoid hemorrhage, fasudil thexv&o-l- quent n-butyl, isobiatyl, -butyl, tert-butyl, n-pentyl, isopenryl, �. .. . .. � . . 

..T:. . .�. (5lsoquinolinyteoriyl)-lH-1,diasepineJ hydrochloride 4n -hexyl, and isobeityl. Among them, alkyl groups of 1 to 4 
. 

is the only drag that is used clinically today (Japanese Kokai is carbon atoms are preferred and methyl is particularly pro 
-

Koho S61-227581).ferred 

. 

The "alkenyl" includes straight-chain or branched alken.vI . S . 
... . .. .. . Aside from the above drug, it is known that compounds 

having an isoqinnoline ring substituted by cyclic aminosiii 
.. . . groups of 2 to 6 carbon atoms, such as vinyl aiiyi, . �. 

fonyl an its 5-position are useful as cerebrovascular drugs 
isopropcnyl, methailyl 2 butenyl, and 3 butenyl Among 
them alkenyl groups of 2 

to 

4 carbon atoms are preferred 
(vasodilators, enhancers of cerebral circulation and The "alkynyl" includes straight-chain or branched alkynyl 
metabolism, anuangmal drugs, prophylactic and therapeutic groups of 2 to 6 carbon atoms, such as etbynyl, 2-propynvi ��� drugs for cerebrovascular or cardiovascular thrombosis, 2. propynyl 1 butynyl, 

2 butvnyl and 

2. butyuyl Among .- 
..prophylactic and therapeutic drags for hypertension) 

them, alkynyl groups of 2 to 4 carbon atoms 

are preferred. . � .: �. [Japanese Kokai Tokkyo Koho S57-156463, 558-121279, . . The alkoxy includes straight-chain or branched 
aikoxy 

and S61-2275811 groups of I to 4 carbon atoms, such as methoxy, ethoxy, Not known however, is a compound such that its iSO n propoxy, isopropoxy, n-butoxy, isobtitoxy, sec butoxy and .. ... quinobne skeleton has been sobstituted by 

a cyclic amino- tert.-butoxy. . . . . sultonyl group in its 5 positon and further substituted in its The halogen includes chlorine 
fluorine bromine and . � . 4-position. ...dine. .;f :., DISCLOSURE OF THE INVENTION I Ring A includes saturated 5 to 11 membered monoovelic or bridged hetercvc1ic groups each containing 2 

nitrogen 
The object of the invention is to provide a compound atoms as ring-constituent betero atoms Thus for exainpJe which is structurally novel, only sparingly toxic and stipe 60 irnadazolidyl, 

piperazino hexahydro 111 1 4-thazepm I yl, nor to any known drug as a prophylactic or therapeutic drug 1,5 thazacycloectan 1 yl 3,6 diazabicvclo[3 2 2)nonan 3-for cerebrovascular diseases particularly as a cerebral yl, 3 6 diaaabioyclot 2 l)octan 3 yl 2 5 diazabicyclo vasospasm inhibitor. [2 2 1) heptan 2-yl, and 2,5-diazabicycloC2 2 2]octan 2 yl To accomplish the above object, the inventors of the can be mentioned This Ring A may be substituted by 1-4 present invention synthesized and screened a large number as same or different sibstituent(s) selected from the group of structurally new compounds and found that a compound consisting ofiaikyLtntlogen, pliensi, and ammoallcyl on its of the following general formula [1) has very satistactory � .......� � � �-.��-..� . . .����.� . �.:..,:. �.... carbon atom or atoms 
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airnoes sui4 as trtethylaimne and triethylenediamine This hydropyrany1 tort-butyl, bonzyl, trnnethylsilvl, and tort 
reaction ed out the same reaction solvent bulethylsilyl. en the by&oi oup isprotanted 
under the same conditions as mentioned for Process 1. with benjl, the catalytic reduction results in simu1eoas. 
Co mpomd J can also be obtained by subjecting corn- dnilation to regenerate a free hydroxyl group. r.. 

pound [Id) to citramolccidar dehydration reaction using 5 The stardng compound U] can be prepared by the pm- �. 

tnphenslpbospbme and diethyl azodicarboxylate and cedure described in 1.efcrence Example 1 

removing the protective group The starting compound [Ill] can be purchased riom a 
commercial source or prepared by the procedure de Thc compound of formula [1] herein Ri is alkenyl or scribed 

alkyl can also be produced by reducing the compound inReference Example 2.
ounds DVJ 

. ... : 
IC (formula IJ in which Ri Is alkynyl) prepared by an startingno 

 

of aocan be by 
themnothodde bed in J. 97227 

� . 
.

 

the above-described processes. For example, the Compel 
. The starting compounds [VI] and [VII] can be prepared-ii 

: [I] wherein R is alkertyl Can be obtained by shojcetrug  accordance, with the procedures dosbed in Acm. Cbemica S 
. compound [k] to catalytic reduction in a solvent such as .Scend. 1991 45 621, . ....... 

methanol, ethanol ethyl acetate or iJumolule in the Presence The starting compounds [IX] and [XI] can be purchased 
of palladium/barium carbonate palladium/ calcium from commercial sources 
carbonate or Rindlar catalyst at atmospheric temperature The starting compounds CXII] and (XIII] can also be 

: and pressure. The compound an which R is alkyl can be purchased from commercial sourc& 
subjecting 

- ..... : 
obtained bsubjecting the compound in which Ri is alkvnyl While compound [1] wherein Ra represents bvdroxv may 
or alkenvi to catalytic reduction with the aid of a Catalyst exist in the following tautoneric forms, both isomers fall w such as platinum, platinum oxide, palladium-on carbon, or 20 scope of thewithin invertion 
Raney nickel in a solvent such as methanol, ethanol, pr 
acetic acid at atmospheric temperature and pressure o 
uptionolly at elevated temperature and pr-essure R3_  A. 1 A.) 

the uompouaid of formula (I] in which R1 is a1kl and R "�. 

is bdroxJ or halogen can also be produced by oxidizing the 25 I SOi 

compound [Id] (formula (I] in which Ri is alkyl and Ra -18 
hydrogen) obtained by any of the above described pro 
cesses Thus the compound in which P.2 is bydroxy can be  
obtained by heating compound [id] together with an oxidzz- ’ 

mg agent such as hydrogen peroxide a peracad, or tert-butyl 30 
CH 

peroxide in a solvent such as acetic acid,methylene I 
chloride or chloroform to give upoumoe Nxide and 
hydrolyzing the same with acetic anhydride under beating 
Furthermore, by beating said isoquinoline N-oxide together sasyrometric 
with phosphorus oxlchlonde or phosphorus tnbromide the opttaaiisomcrsSueh respvettse -istimeral Ifidi mixtures 
compound in which R2 is halogen can be provided tliercoLalsnIall vithi haiitp pfl e n1JsuslI 

The compound (I] having a substituent on the nitrogen a-rac*uncmodifinirurnrs produced While the racemic 
atom of Ring A, i e compound [Jo] (P.3 in formula [I) uaodifidetidhiisucb is ph acological-ly active each race 
represents alkyl or amidmo) can also be produced by mic modification may optionally be resolved into the coin-
introducing a substituent group into the compound ( (R 40 portent isomers. Such a mixture of isometa mu be fractinin � 

� 

� 5 : in formula [I] represents hydrogen) obtained by any of the ated into the respective isomers by known optical resolutiim.:.. 

..- 

� : processes described boroinbefore. For example, thecorn- techniques, for example the technique which comprises - : � 

s. � 
- : � � pound having alkyl for R3 can be obtained by reacting reacting The racemic modification with an optically active 

� 

5 s 
wf compound [If] with an alkylating agent in the presence itt a carboxvhc acid (e g (+) or (.-.) tartanc acid or (?) or 

base The compound having amidino for Rican be obtained 45 (-) malic acid) or suifomc acid (e.g.(i-) camphorsulfome 

by reacting compound tin with an isourea derivative in the acid) to provide a salt and isolating the salt by fractional 
Presence of a haze The base which can be used here includes crystalhzation or the technique which comprises using a 
various alkalies such as sodium hydrogencarbonate, potas chiral coluinti Optical isomers can be also obtained b using 
sium catbonate, sodium hydroxide and potassium the Optically active form of starting compound [III] [IV] 
b droxad, and organic tertiary amities such as triethylamine 50 (V] [VT] [Vii] (XII] [XIII], or [Ta] (S configuration or 
and so forth The reaction solvent which can be used P. configuration) 
includes but is not limited to ethanol, methanol benzene, The salt of compound (I] of the present invention can bb. 
toluene N,N thmetbylfonnamide, and dimethyl sulfoxide provided by a pet so known method For example, the 
Thus the compound in which P.3 is amidnio can be produced hydrochloride of compound [I] can be prepared by thssolv. 
by reacting compound [I with S-mcthylisothiourea or s lug compound [I] in a solution of hydrogen chloride in � � 

� 
. ��.� O-thylisourea in a solvent (e.g. tetithythoflaran, ethanol, alcohol or ethyl ether. � - . � 

� S. or methanol) at room temperature or under heating, taflilling compound (T] or a aTh thereof from a � �: 

the above production processes, hydroxyl and amino water)-tray ti to the-In�
 � . 

s’ � sS 
� groups can be protected, whenever necessary, with suitable corresponding solvate (inclusive of hydrate). Sub solvates � .. 

. 

� :1 known protective groups and, after completion of the eon- so also fall within the scope o the invention. For example, the . � � 

� : 
� 5 � 

� templated reaction, deprotectdd by per so known procedures hydrate of compound [1] according to the inventinn may � . � � 

� s such as acid treatment, alkali treatment, and catalytic reduc- form upon recrystallization of compound [I] from an aquc- . �. 

� 

� don. The amino-protecting group that can be used includes mis 4lcohoL---..- .,,. . - � 
. ii � 

but is not limited to benzyl, buozyloxycarbonyl, and trifiuo The compound-of the ins enTion my hnwpu)yorp.hiam. 
.5 �. . roacetyl. The bydmoxy-protecting group d,at can be used ss Such polymohe all fall withiz the scope of the invention. � 5.:. 

includes but is not limited to methoxymethyl The compound of the invention as produced in the above 
2 methoxvechoxmethl tneth’JthiometbyI tetra manner can be isolated an purified in the form of -a free 
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� vasospasm-reversing activity 
in 

much lower dose. 19. The compound according to claim 1, wherein ring A is 
� . 

Moreover, the duration of action of the compound of the bexÆiydin4H1,4-diazepin-1-jil, the ring carbon atom or, 
invention was also considerably longer. Those findings atoms of which may ’be substituted by an alkyl moiety. 
suggest the usefilness of the compound of the invention 
the prevention and treatment of cembrovascular diseases, 10. The compound according to claim 9, wherein ring A.  

.. . . . 
partinularly, brain tissue impairments due to the cerebral 

. hemorrhage. 

. . as selected from the - group consisting of. 2.methyl-
bexahydro-1H-1,4diarepiuyl or 7-methyl-hexahydro-lI-I-1, 

� . . vasospasrn subsequent to cerebral- 
� . . lurthermo1e, the compound of the invention has cerebral . 4-diazepinyl. 

� . vasodilating activity and ’protectant activity against isehemic U. The compound according to claim. 1, wherein the 
.neuronal deaths thus being useful for the management of 10 compªund is selected fror the group ’consisting of 
sequeae of cerebral hemorrhage, cerebral infarction, tran4 hexahydio-1-[(4-maihyl-5-isoquinoinyI)sulfonyl4H-1,4-’: 
sientccrebralischemic. attack, or head trauma. diazepine dthydrochloride, S-(+)-heahydro.2-methyl-1-Wbat,is claimed is: 

1. A compound of formula [I],’ . . [(4.methyl*5isoquinoliuyl)sulfonyl]4H-1,4diaZePine . 
hydrochloride, hevahydro7-methyl-1 -[(4-rn ethyl-5-

15 isoquinolinyl)suifonylj-1FI-1,4-diazepine dihydrochioride, 
bexahydro-5thethyl-1-[(4.methyl5-isoquinolinyl) 

� � S. � �. sulfonyl]-1H-1,4diazepine diiydroch1oride, - bexahydro-2- � � � � � . - 
methyl-1-[(4-methyi5-isoqiinolinyl)sulfonyl]-1H-1,4- 

. � � � � � 

802 � � � . � � diazepine hydrochloride, (R)-(�)-hexahydro.2-rnethyl-1-
° . .. . � � . � � [(4-metbyl-5-isoquinolinyl)sulfonyl]-1H-1,4-diazepine 

� � . - � . � hydrochloride and ’(R)-(+)-hexahydro-5-rnetbyl-1-t(4-� � � . � � 
methyl.5-isoquinolinyl)sulfonl]-1Fl-1,4-diazepine hydro-

N 
� � � chloride. � � � 1 �� 

� � . � ’12. A pharmaceutical composition useful for treating 
� . � � - � � 

25 
crebrovascular ’disease comprising a therapeutically effec-. � � . � � . � 

tive amount of the compound of claim- 1, in, combination 
where �� - � with a. pharmaceutically acceptable -carrier or diluent. 

R1 is alkyl, aikenyl, alkynyl, ailcoxy, hydroxy, cyand, or 13.A method of reducing the risk of cerebral vasospasm 
� halogen; - �. : ’ 30 following a subarachanoid hemorrhage in a subject at risk, 

-. � R2 is.bydrogn, hydroxy, or halogen; �’ comprising administering to the subject the compound of 
� � 

R is. hydrogen, alkyl, or amidino; and � ’ � claim 1 in combination with ’a:! pharmaceutically acceptable 
� � Ring A is a 5 to 11-metnbered cyclic amino group which carrier or diluent in an amount effective to reduce the risk of 

maybe bridged between two carbon atoms in optional 
. cerebral vasospasm in the subject, 

� � 

positions and which may be substituted, or . � � 35 14. A method of treating -I a subject suffering from a 
� � a pharmaceutically acceptable salt, hydrate or solvate cerebrovascular disease; comprising administering to  the 

� . 

thereof, . � . � � 
2. The compound according to claim 1. wherein R2 is 

subject the compound of. claim 1- 
in 

combination with a 
-pharmaceutically acceptable’ carrier or düuent in an amount 

� ailcyl.. � � . � � 
3. The compound according to claim 2, wherein the alkyl 

sufficient to treat the subject. - 
4o ’ A method of inhibiting Or preventing cerebral. vasos-. 

� � 

is straight-chain or branched of 1-6 carbon -atoiis, 
4. The compound according to claim 3 wherein the alkrl pasm following a subaraohanod hemorrhage in a subject. at 

incu risk, comprising administering to the subject the compound 
of claim 1 in combination a pharmaceutically accept 

�  - S. The compound according to claim 3, wherein the alkyl 
� 

is selected from the group consisting of methyl, ethyl.4,5 

� - 

able carrier -or diluent in an amount sufficient to inhibit or 

� � 

n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tort-butyl, - prev the cerebral .vasospasm in the subject.. 
� .’ n-pentyl, isopentyl, n-hexyl, and  isohexyl.’ - 16. A method for increasing cerebral blood-flow volume 

6. The compound according to claim 5, wherein the alkyl � in a subject comprising administering to the subject the 
is methyl. ’ ’ ’ - � compound of claim 1 in combination with a pharmaceuti-

- � 7. The ’compound according to claim 1, wherein R2 is ’so cally acceptable carrier- or diluent in an amount sufficient to 
hydrogen. � ’ ’. ’ ’ -’ - increase ’cerebral blood flow in the subject.  

� 8. The compound according to -claim 1, wherein R3 is � -- ’ ’ ’. ’ � :’ hydrogen. 
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D2 describe una manera le solucionar el problema tcnico, mediarite los compuestos 
derivados del isoquinolinas de formula 1, los cuales son acttan en Ia prevenciOn de 
enfermedades con daæo cerebral. En D2 se encuentran sugeridos los compuestos do Ia 
solicitud presentada (cuando R es halOgeno, R2 es hidrOgeno, Wes hidrOgeno, y el 
anillo representa un ciclo de 5-11 m{embros & cuat puede estar sustituido par aiquilo 
(Ver resumen, columna 2, columna 3, lineas 1-4)), los cuales pueden oncontrarse en la 
forma de sat clorhidrata (Ver columna 3, linea 6) y en forma isomØrica. (Ver columna 
10, lineas 33-38) 

D2 ademÆs ensefa quo los compuestos pueden ser recristalizados o su sal do un 
adecuado solvente (inclusive agua) que puede guiar at correspondiente solvato 
(inclusive do hidrato) (Ver columna 10, lineas 57-83) y ademÆs divulga que los 
compuestos presentan polimorfisrno. (Ver columna 10, linea 64) 

La diferencia presentada, no parece conceclerle un efecto tØcnico inesperado at 
compuesto, puesto quo D2 ya enser’aba quo dichos compuestos se podiari obterier en su 
forma hidrato y quo presentan polimorfismo. Por To tanto el experto medio de acuerdo con 
su trabajo rutinario los obtendrIa do forma fÆcil, y sin emplear actividad inventiva en forma 
clorhidrato y dihidrato. 

La reivindicaciOn es obvia, por que et Experto en la Materia enfrentado at probtema de 
obtener "un compuesto cristalino mÆs estable del compuesto I en cornparaciOn con la 

� forma anhidra ya existente", emplearia la sal clothidrato con su correspondierrte hidrato, 
mediante procesos de solvataciOn como 10 revela 02 en el compuesto de 01. Per tanto, la 
reivindicación I no tiene t’4ivel lnventivo. Las reMndicaciones dependientes 2-10, no 
menciona alguna caracterIstica quo haga inventivos a los compuestos de la reivindicaciOri 
1, por to cuat so considera que no tienen nivel iriventivo. 

S. Conclusion: 

Los requisites de patentabUidad do la presente solicitud so encuentran afectados as!., 

N’ Documento No Requiito quo afecta - aec&as  
Dl j WO 99120620 2-10 Nivel Inventivo 
p2 j US 6153608 2-10 j Nivel lnventhio 

En cumplimierito del articulo 45 do Ia DecisiOn 486 de la ComisiOn do la Comunidad 
Andina, se to indica que debe dar respuesta deritro del tØrmirio cIe sesenta dias contados a 
partir do la fecha de notificaciOn de la presente cornunicaciOn. En case de no dar respuesta 
at presente requerimionto, o si a pe$ar de la respuesta subsistieran los impedimentos para 
la concesiOn, se denegarà Is  patente. 

Notifiquese el presente oficlo co me a to dispuesto en el numeral 5.2, literal e), del 
capituto quinto del titulo pr4 o do I Circular Onica N° t0 de 2001. 

ALIX CARMEAESPWES DE VERGEL 
evasaciDirectoraN  Creones

 
(C) � 2 MY. 

El anterior requerimiento fue notificado por fijaciOn en lista, de fecha 

E 
COdo No. 202070 
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