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1. Me refiero a ml memorial de 19 de AbrU de 2006. 

2. De conformidad con to dispuesto en el ArtIculo 5.2.12 de la Circular 

Externa No. 03 de 28 de Abril de 2003, y estando dentro del plazo de seis 

meses contados desde la fecha de la publicadón de  la solicitud en la Gaceta 

de la Propiedad Industrial nümero  577 de 29de Junlo de 2007, solicito a ese 

Despacho proceder a realizar el examen de patentabilidad de la presente 

invención. 

3. Me permito recordar a usted, que tat como se informó en el Petitorlo de 

la invención,  la presente solicitud corresponde a Capitulo I. 

4. Anexo me permito acompaæar recibo nirner.o 07-72.196, expedido por 

la Superintendencia de Industria y Comercio, que acredita el pago de la tasa 

que dicho examen causa. 

Seæor Superintendente, 

T.P. 53.215 
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Industria y Comercio 
.S U P E R I N T E N DEN C I  A 

DIVISION DE NUEVAS CREACIONES 

RADICAGION EXPEDIENTE No. 06-08246 

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION 

� 
FUE PUBLICADO EN LA GACETA DEPROPIEDAD INDUSTRIAL No 577 DE 

FECHA 29 DE JUN10 DE 2007 EL TERMINO HABIL SEIALADO POR LA LEY 

EXPIRA EL 27 DE SEPTIEMBRE DE 2007 

NOTA: Dentro del plazo de los asia (6) meses siguientes a partir de la fecha de publicaciOn 
en la gaceta de Propiedad Industrial, debera soticitar y cancelar el examen de 
patentabilidad so pena de qua la solicitud caiga en abandono, de acuerdo con to 
establecido en el ArtIcufo 44 de la DecisiOn 486/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI . NO X. 
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United States Patent OfficePatented  Nov. 2296 

3,287,397 
Pip’ S BST1fl71D BEN RtLIDU"E 

CYCLOAL&ANES 
Kant Gunnar Olsuon, Ians Erik Alfred Wabistasu, and 

flertil Sundbeck, all of Cehiasgatan 35, Malmo, Swo. 
den, and Est Herbert B6rMy, Hanbygatan 28A, and 
lean

 
Francois Miquel, Studeatvagcn, lA, both of Up-

sale Sweden 
No brawisig. Filed Nov. 15, 1961, Set. No. 152,625 

Claims. pdorlty, application Great Ezitain, Nov. 22, 1960, 
40123/60 

9 Claims. ’(Cl. 260-479) 

This invention relates to novel chemical compounds 
having pharmacological activity which may comprise es-
trogenic and antiestrogeuic activity and inhibition of go-
zzadotropbins from the pituitary gland, as well as processes 
of preparing the same In particular, said compounds are 
pp’-substituted benzhydrylidene cycioalkanes which may 
be represented by the following general formula 

wherein R is a member selected from the group con-
sisting of saturated straight and branch-chained alkylene 
radicals containing from three to eight carbon atoms in 
the molecule and wherein R and Rz are similar and dis-
similar members selected from the group consisting of 
hydrogen, alkyl radicals containing from one to six car-
bon atoms, alkenyl radicals containing from two to six car-
bon, atoms and phezzylalkyl radicals in which the alkyl 
radical contains from one to three carbon atoms, satu-
rated and unsaturated, straight and brancbchained alkane 
carbonyl radicals containing from one to eighteen carbon 
atoms, cyclopentaus and cyclohexano carbonyl radicals 
and radicals of carbonic, sulphuric and phosphoric acids. 
The new compounds may be regarded as p,.p’dib’4z’oxy-
benzhydxylidene cycloalkanes, their mono and bis-ethers, 
their mono and his-esters and their mono-etber-monoes-
ters. 
The invention also includes compounds wherein at least 

one of the radicals R1 and R2 is derived from a polybasic 
acid, including both organic polybasic carboxylic acids and 
carbonic, sulphuric and phosphoric acids. In these corn-
minds the remaining free acid radicals may be converted 
to the corresponding salts of alkali metals, alkaline earth 
metals, ammonia or amines, for example. 

In the new benzhydrylidene compounds of the inven-
tion R. may be a saturated straight or branch-chained al-
kylene (polymethylene) radical containing from. three to 
eight carbon atoms. As examples of suitable aikylsne 
radicals there may be mentioned trimetbyleno, I or 2-
methyltrirnethylene, 1,3-dimethyltrimetbylene, tetrasneth-
ylene, 2-ethyltetrazuethyleuc, 1,4-4imetbyltetrarnethylene, 
pentamethylene, 3-niethylpentaxttethylene, 2,3-dimethyl-
pentamethylene, 2-methyl-4,4-dimethylpentamethylene,, 3-
iso-propyipentametbylene, hexametbylene, 1,6-dimethyl-
hexarnethylene, heptamethylene and octainethy!cne radi-
cals. 

When R and R2 in the above general Formula I are hy-
drogen atoms each phenyl group 

contains a free bydroxy 
group in the p-position. One of these two p-hydroxy 
groups or both may be alkylated with similar or dissimilar 
alkyl groups containing from out to six carbon L atoms, 
such as methyl, ethyl, propyl, iso-propyl, zi-butyl, trt.bu-
tyl, n-amyl, iso-amyl, for instance 2-methylbutyl, and cy-
clobexyl, alkenyl groups containing from two to six car-
bon atoms, such as aflyl and crotoz4l, phenylalkyl groups 
in which the alkyl radical is straight or branched and con-

tains from one to three carbon atoms e.g. bennyl, phen-
ethyl, and phenylisopropyL 

Said p bydroxy groups may also be mono or diesterzfled 
for instance  with alkanoyl or alkenoyl radicals containing 
from one to eighteen carbon atoms, such as tormyl, acetyl, 
propionyl, pivaloyl, caproyl, palmitoyl, stearoyl, undec-
enoyl and cloy!, cyclopeznane and cyclohoxane carbonyl 
radicals, or with aroyl radicals, such as beuzoyl radicals, 
or with arriiltanoyl radicals such as pbsnylpropiony.l, cia-

10  radicals and the like. They may also be mono 
or diesteriSed with pol’basic organic acids such as one-
cthi, maleic, tartaric, citric, hóxahydrophthalio acids or 
the like, and with carbonic, sulphuric and phosphoric acids 
such as oziho-phosphoric acid. When an organic or in-

16 organic polybasic acid has been used for the mono or di 
esteriSeation of The bydroxy group or groups the remain-
ing free acid groups may be converted to salts of phar-
uzaceuticaily acceptable cations such as Na, K, Ca and 

ammonium. 

20 The free acid used for the esierifloation may in ad-
vance be converted to another suitable derivative such as 
a half-ester or half-amide. Upon esterificatlon it is also 
possible to convert any remaining free acid radical to a 
half-ester Or half.amlde. 

S Thns, in accordance with the above one of said p-by-

droxy groups may be etberifted while the other is esteri 
fled to form mined nzono-ether-rnonoesters, wherein the ether and ester radicals are the same as those mentioned above. 

80 The invention also includes all steno isomers comprised 
by the genetal Formula L 

The new compounds of the Invention having the general 

Formula I may be prepared according to methods known 
Per so for preparing similar compounds. A useful 

5 fliethod broadly comprises using as the starting material 
a compound having the general ormnla 

40 

wherein R1, R and 1 have the meanings liereinbefore 
defined and wherein one of the sytubols R3 and R4 rep-

45 resents hydrogen and the other a member of the group 
consisting of OR and esters thereof and halogens, such 

as Cl and Br. When using such a starting compound the 
benzbydryltdene cycloalkanes having the general Formula 

I are prepared by splitting oft a compound of the formula 6Q t.-R4 so as to form a double bond between the carbon atoms to which the groups Its and It5 are attached, The invention therefore also comprises a process of prepar1n the compounds having the general Formula L According to a preferred feature of the invention said 55 compounds are prepared using carbinols having Formula II above as the starting material, viz, wherein oneof the symbols Rsand R5 represents hydrogen and the other a bydroxy group. Said carbinols of the general Formula II are novel 60 compounds and are included within the scope of the 

invention. They are preferably prepared by an organo-
ntetal reaction and most preferably by a Grignard re-action, In the last-mentioned óase the carbinols hav-ing the general Formula U may be prepared from ketones 65 and esters as can be seen from the following description of the process preferably used. (I) Accordutg to one embodiment of the invention ketones are used having the general formula ,7J 70: no-1_4Jt S 
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wherein R has the meaning berelubefore dened and Rv 
is the sante as R.1 with the exception that it may not rep 
resent an acid radical. 

Said ketones of Formula Ifl may be prepared by re.-
acting an acid of the formula 

’_z�cooz 

S 
(IV) 

wherein R has the meaning hereinbefore defined, or the 
corresponding chloride with phenol. or a .phenta1y1 
ether in the presence of a suitable catalyst, for example 
aluminum trichioride or boron trifluoride. 

Said ketones of PoxrnuIa UI may also be prepared by 
oxidation of alcohols ’haying the general 

=d
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Said bennophenones are reacted with 
a 

Grignard 
reagent. having the general formula 

5 
(VIII) 

wherein R and X have the meanings horelaWore d 
finexL Said Grignard reagents may be prepared as de-
scribed above at item X. linamples of suitable Grignerd 
reagents are cyelohexyl magnesium bromide, 23.-cthnethyl 

10 ycicthezyl magnesium bromide, cyclooetyl magnesium 
iodide and the like. The complex formed in this reac-
tion is worked up in the earns manner as that derihed 
aboreat item L 

(flI) According to still another embodiment of the 
1,5 invention esters are used baring the general formula 

� 

S 

BO_<L>4_{3t. (V) S Cj_cooP4 

for example, by the use of dironnusa trloxldł as the wherein It has the meaning bexmbefore defined and R. oxidation agent.S 
As examples of suitable ketones of the general Formula represents a residue of any suitable alcohol, preferably 20 

a lower aliphatic alcohol such-as a residue of methanol, HE there may be mentioned p-bydroxyphenyl cyclabutyl 
ketone, p-mcthoxyphenyl cythopentyl ketone, 

z 

hYdrOxr ethanol or the like Said esters of Formula IX may be 

phenyl-(4-methyIcyd(yhexyl)ketone, p-berizyloxypbenyl 
prepared In conventional manner from the corresponding 
acid and alcohol in the presence of an acid catalyst or eyclobex’yl ketoxe, p.methoxyphenyl4,4-dunethylgg butyl ketone, pihydroxpbenyt cyclononyl ketone and the 
from the corresponding acid chloride and the alcobot. 

like, As examples of suitable esters of orniu1a IX there 
. The intones of Porm’ula II! are reacted with a Ongnerd may be mentioned ethyl cyclobntylcarboxytate, methyl 

Zthyl-cyclobutylcarboxylate, methyl 3-methyl. reagent baring the general formula c oy1ate butyt 2,54izneth4-cyclopentyl. 
g caiboxy’1ate ethyl 3thyl-cyclthexylcerbcxylate, 

(VI) ethyl cycjdhsptylcaftxyIaft, propy cotylcaiboxy-
- i. �. wherein i It5 is the ’S earns as o a above with S 

exception that 14 may not be hydrogen or an acid radical, 
oxybeuzpbenone and the like, Said canted with t moles of a 0 rignard 

and wherein X represents hlorina, bromine or
 iodine reagent having 

the general Formula VI. The reaction g Is carried out in the 
same manner and the reaction mix Said Gri,gnard reagents are prepared in convw.onaL man- ncr by reacting a compound having the general � tare is worked up as 
described above at item-1 to obtain the desired Oarbinol of the general Formula TI. (IV) According to a still further embodiment of the (VIZ) invention intones are used having the general formula � 

.5 
5 

with magnesium in a suitable form such as magnesdirn ao S S � O turnings in an ether, such as diethyl ether. S 
S 

Upon reaction of the ketones of Formula UI with wherein It has the meaning berembefore defined Said the Orignard reagent of Formula VI in coiwentional ketones are reacted with ’an organometal compound con-manner the magnesium complex formed Is decomposed 4,5 taming the above-mentioned benabydryl residue. In this In the usual manner to form the desired carbinol, for embodiment of the Invention there is preferably used a example by the addition of water or dilute. acids, such’ lithium compound of the general formula as dilute hydrochloric acid or an aqueous solution of ammonium chloride The cambmol of

 Formula II thus formed need not be isolated in pure state to enable It � 50 to be used in preparing the benz,bydrylidene cycloalkanes 

5 

of the invention. It is sufficient to recover the sarbmol � S � (ZI) from the aqueous ’reaction mixture by extraction with a suitable organic solvent for the carbinol, including higher wherein It5 a � -and R5 are ether residues of the kind herein-before defined Said compounds are prepared from the aliphatic alcohols, ethers, ketones, hydrocarbons and 155 corresponding compound containing an additional hydra halogenated ’hydrocarbons, for instance butyl alcohol, iso anryl alcohol, diethyl ether, tetma’bydroturau, methyl gen atom instead of the Li atom. Said compound is reacted with phenyl lithium in conventional manner for isoburyl ketone, petroleum ether, cynlobexane, beuzene, the preparation of LI compounds of said kind toluene, chlonofoms, carbon ’tetraxiblcdtde, trichioro The carbinol of Eomixtula II prepared in this manner ethylene and the like The carbinol is then isolated by 80 contains the Jiydroxy group at the cyctoalkyl carbon atom evaporation of the extract obtained and, if desired, may and not at the dpbenylmethane carbon atom as do the be purified in conventional manner, for instance by dis caibinols prepared by

 the reactions described above at tillation or recrystallization, but is preferably used direct- items I�Ill but the reaction mixture is nevertheless worked ly in the form of the evaporation residue as the Start up in the same manner as described at item I lag material in preparing the bexinbydr4idene cyolo’al- 85 The oarbinol thus obtained is preferably used directly kanes of the aivuition in the form of the evaporation residue of the extract for-(II) According to another embodiment of the In. preparing the benzhydrylidezie cycloalkanes of the veut.ion, there is used as the starting material p,p dthy- Invention droxybenzo pheixine or a derivative thereof wherein Said evaporation of the extract of the crbrnol formed one of or both the Isydroxy groups may be sikylated 

as 70 may be carried out under venous conditions as to time, described above at item I. As examples of particularly temperature end pressure The conditions to be used are suitable compounds of said kind there may be mentioned generally act critical in any manner but it Is preferable pp -dlbydrozybenzophenone, p-methoxy-p’4sydn,4-benz- to carry out the evaporation at 

’a relatively low tens oplienone, p,p -dumethoxybenzophenone, p,p’ dibeuzyl- pernture and in vacuum, e g eta temperature
 up to about oxybcnzopheuone and the like � . 73 50’ C. at water pump vacuum.. In certaIn cases snob 

en 
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when the solvent employed for the extraction of the 
carbinol has a boiling point shove 50 C. also in vacuum 
the use of said conditions may be accompanied by some 
dehydration of the carbinol. 

Complete or partial dehydration may also occur when 
the .above.rnentioned organometal complex is decomposed 
by the use of strong acids and insufficient cooling. In 
this case the desired benattydrylidene cycloalkaite of 
Formula I is Obtained in crude state or in the form 
of a mixture with the corresponding carbinol. The sot-
vents used for the Isolation of said reaction prOducts may 
be the same as those used for the recovery of the pure 
carbinol in the manner described at item I. 

According to a preferred embodiment of the Invention 
the dehydration is carried out simply by continuing the 
heating of the residue obtained in the evaporation of  the 
extract of the carbinol. In this case It is suitable to 
carry out the heating to a temperature between about 
50 and 3000 C. at atmospheric pressure or preferably 
in vacuum. Vacuum Is suitably employed to assist in 

� removing the Water split off from the carbinol from 
the reaction vessel used, but the pressure to which the 
reaction vestal is evacuated is not critical in any manner. 
The dehydration by heating is usually carried out at a 
pressure of about 5 to 200 zurn. of Hg, and preferably 
at water pump vacuum. The time necessary for dehydra-
tion varies according to the quantity of carbinel 

to 

be 
dehydrated but the dehydration should preferably be 
carried out as fast as possible for instance during a period 
of from about one to about thirty minutes. In this 
mariner undesirable side reactions are avoided. Any 
usual distillation equipment may be used for perform-
ing the dehydration However, if the quantity of carbinol 
to be dehydrated is relatively large a period of time of 
up to about two hours or more would be necessary. In 
that case It Is more convenient to use a special evapora 
tion apparatus for continuous dehydration where only 
beating fora short time of the flowing liquid is necessary. 

The dehydration may be facilitated by the addition 
of various materials, such as sulphuric acid, phosphoric 
acid, phosphorous pentoxide in boiling benzene, alkali 
metal hydrogen sulphates, e.g. sodium and potassium 
hydrogezxsuiphate, potassium pyrosupbate, iodine in 
nylene, hydrogen bromide in acetic acid, p-toIuen-
suiphonic acid, sulphamidie acid, formic acid, acetic a.cld 
and anhydrides of lower aliphatic carboxylic acids con-
taining from one to six carbon atoms, e.g, acetic anhy-
dride, and also the corresponding acyl chlorides, e.g. 
acetyl chloride. The dehydration may also be carried 
out in aqueous to alcoholic alkali solutions, such as 
potassium or sodium hydroxide dissolved in water or 
lower alcohols having one to six carbon atoms or with 
the corresponding lower potassium or sodium alkoxylates. 

The desired benzhydrylidenc cycloalkanes of the In-
vention thus formed may be Isolated in any conventional 
manner, such as by distillation at a pressure of for 
instance 0.001 to 5 nun. of Hg and most preferably at 
a pressure of from about 0.01 to about 0.2 mm. of Hg. 
The product may then be further purified by repreelpita-
thin or recrystallization. The desired benzbydrylidene 
cycloalkanes are obtained as liquids or as solids in good 
yield and in a pure state. 

The product thus obtained may be a mono or dialkyl 
ether. According to a further embodiment of the inven-

tion the alkyl groups may be removed in conventional 

mariner, preferably by reacting the ether with a nucloo. 
philic agent, such as an alkali metal hydroxide, e.g. so-
dium and potassium hydroxide. The reaction is con-
veniently carried out in the presence of a polar organic 

solvent, such as lower alcohols having one to eight carbon 

atoms, e.g. methanol and ethanol, or in glycol ethers, 
e.g, triethylene glycol, in aqueous or anhydrous state 
at increased temperatures and preferably at a tempera 

tore of from about 150 to about 250’ C. The pressure 

to be used of I course depends on the solvent used. The 
lower alcohols may be used in an autoclave but the Sri-

6 ethylene .giycol can b used at atmospheric pressure. The deaflcyiated benzbydrylid*ue cycloalkanes of the in-

vention thus obtained, La. the free 1),p’4ihydrony com-
pounds, may be isolated in the following manner. 

The reaction mixture is diluted with water and neutra-lized with a suitable acid for example hydrochloric bold, acetic acid and the like. The benzhydrylidene eyeloalkane can: be eittracted with an organic solvent of the group described in connection with the isolation of the corres-0 pending car’bhiol of Formula IL Upon drying the solu-tion, for instance with anhydrous sodium sulphato or 

magnesium sulphate the solvent maybe removed by dis-
tillation and the benzbydrylideue nycloalirane compound may be distilled at reduced .pressure, preferahly at about IS 0.01 to Ol 

mm. of Hg. The diltydroxy compounds thus obtained may also be recrystallized from suitable solvents. According to still another embodiment of the invention the monoalkyl ethers and the free p,p’-dlhydroxy com-20 are esterifted especially with pharmaceutically no-oeptable adds to form the corresponding mono and dl-esters. In the preparation of the esters of organic motto and polybasic aliphatic, cycloaliphatic and aromatic car. 25 boxylic acids, it is possible to use the acids themselves. However, the corresponding acyl chlorides and anhydrides am preferably used. The estcrił.caxion may be uax’ried out In the presence of ’usual esterlAcation catalysts, such as mineral acids, e.g. sulpbutfc acid, p4oluenesuiplionic so acid, cation exchange resins containing aniphonic acid radicals, and tbe 313cc. The esterifleation may be carried out In a: suitable organic: solvent, such as pyddine, if desired. As examples of pharmaceutically acceptable acids for so the preparation of tiSe esters of the invention there may be mentioned sulphuric acid and orth-phospbesic acid, formic acid, acetic acid, propionlc add, pbenylprophinlc acid, butyrle acid, isobutydc acid, tertbutylacetic add, caproic acid, caprylic acid. cageic acid, palinitic acid, o stearic acid, benzoic acid, s’txcctnic acid, glutaric acid, ethoxyacetic acid, ethylmercaptoacetic. acid, lactic acid, tartaric add, citric acid, hezaiiydrophthalic 

acid, pivauc acid and the like. Esters with polybasic acids containing free acid groups may be converted to the corresponding salts of pbannxaceutteally acceptable cations as mentioned 45 above. The esters maybe isolated in the same manner as the corresponding dihydroxy compounds. The reaction mix-ture ,is treated with water and the ester Is extracted with a suitable solvent, selected from the group used In the iso-50 latiun of the carbinols of Formula II. The solution is dried and evaporated whereupon the residue obtained Is reotlftcated in vacmnn preferably at a pressure of from about 0.01. to OJ ram. of I4g Upon distillation the ester can also be recrystallized from suitable solvents so as to 55 obtain the product in a purer state, If necessary. In accordance with the statements made above the pros. ’ant invention comprises the following groups of com-pounds: (1) Compounds of the general Formula I wherein 80 each phenyl group contains a free bydroxy group in the p-position. (2) Mono and diesteniled pp’-dIhpdrozy compounds Of the general Formula I. (3) Motto and dletherled pp’-dihydrozy compounds 65 of the general Formula I. (4) MonoCsteriflOd-moucietfterjfied p,p’-dthydroxy com pounds of the general Formula L (5) Mono and diesters 

of ;),p’-diliydroxy compounds of the general Formula I with polybasic acids in which 70 remaining free acid radicals may have been converted to the corresponding salts with alkali metals, alkaline earth metals, ammonia or an amine or to an ester with a suitable alcohol, e, a lower aliphatic alcohoL such as methanol and ethanol and the like, or to an amide with 75 ammonia or a lower allpbatic amine, 
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(6) Compounds having the general Formula U where-

in the pp’-hydroxy groups may be free, or converted to 
ether derivatives as stated above at items 2-5. 

The benzbydryiidene cyc Ikanes of the invention are 
valuable compounds. Some are capable of inhibiting the 
secretion of several pituitary gonadottophlns In the male 
and female without being at the 8flO time strong estro-
gens. In some of them the relation between utro*ropb1ł 
and vagnoplzic activity differs from that of prcvioualy 
known steroldal and non-steroldal agents. Some- of them 
interfere with the remaining production of estrogens in 
females, probably by an action of the adrenals. Some 
are able to antagonize the peripheral actions of estrogens, 
Those properties, winch can occur singly or In combina-
tion, .niake the compounds useful agents in the treatment 
of a variety of conditions A special advantage Is that 
being non -steroidal they cannot by metabolism be changed 
into compounds having androgenic corticoid or progesta-
tional activities In this respect they dIner from steroids 
having similar aeth’itles. 

In’ -the male some of them can be useful, where a -re-
duction in the production of androgens Is dusirable, 
Since some of the compounds inhibit the secretion of those 
gonadotropluns which cause spessnatogenesis, they can be 
used for reducing fertility in the male. In all these a. 
plications In the male the relative weakness of their 
estrogenicity is a definite advantage, since feminization 
is undesirable. 

In the female the agents are i’ahzable In their ability to  
inhibit the secretion of gonadotraphins without being 
strong estrogens. 

The abovomentloned findings have been establIshed 
by animal tests carried out as described hereinafter. 

The animal tests used were a vaginal cornification test 
in spayed rats, a uterus growth teSt In infantile 

mice 

and 
a pitidtwry inhibition test in prepubcral male nits.  Bstso 
genicity In birds was studied in newly hatched chicken, 
Antiestrogenimty was studied In chicken and ni1e as de 
sari-bed hereinafter. The compounds were compared with 
atilbestrol and the test for estrogealcity showed that sev-
eral of the compounds were more active on the pltuitaiy 
than on the vagina while o$ieiu are especially weakly 
acting en the uterus while retaining pituitary isthibit’ory 
potency. The benzhydr4idene cyolopentane compound, 
for Instance, was about 3,000 times weaker than stilbestrol 
on the vagina but ouly,  about 100 times weaker on she 
pituI tary Corresponding gures for the benzhydsyhdene 
cyelobexane compound are 1,730 and 750. 

It is remarkable that the pituitary inhibition was always 
achieved without stimulation of ’the senain.aZ. vesiclas,. 
This is not the case with es5radiol benzoate, stilbestrol 
*ad similar comłunds and in itself mdwates a favour.. 
able relation between ability to Inhibit, the -pituitary and 
stinu4atory estrogenle actlos. ’ 

some of, the coxnpo’iuidS are antleatrogenle, in tests 
conducted In the following mauner Zn the chicken a 
’dose of 0.5 mg./day of estradiol benzoate was combined 
with S Mg./day of the compound to be tested, and the 
resulting oviduct growth over the first 6 days was com-
pared with that resulting In controls from 0.5mg./day of 
estradiol benzoate alone The oanincts of the animals 
receiving the benzhydrylldene cyclohexance compound 
weighed 45-50% of -the fleal weight of the controls, 
The inhibitory -potency of the beuzhydrylidene cycle-
pentane compound was less pronounced. 

In a uterus growth test 0.12 ,qiday of estzadiol hen-
mate was given to control mice and the same close 

+30 g./day of the benzhydtylldene cyclohexane corn. 
pound to the experimental group. On the fourth day the average uterine weight was 23% smeller, in the ex-perimental group. . Thus, some of the compounds have an antiestrogenle action on systemic administration. The compounds of the invention may be administered 

as such or together with suitable carriers which are phar. 

8,281,897 8 macotitically acceptable. The carrier Is selected accord-

lag to the route of administration to be used as well 
as according to the physical properties of the compounds and standard pharmaceutical practice. 

The invention is further illustrated by. means of the 
following non-limiting examples, XAh0PLE I Frapvath’n of pp’-dmezhoxybenzhydryUdene cyclohexane To a Orignard solution of 29 grams of magnesium 

(1.2 sueies) and 225 grams of 4.rnethoxybromobenzese 
(1.2 moles) In $00 millilitres of dry ether there was added ie dropwise with vigorous agItation 63 grains of cyoio beasne carboxylic acid ethyl ester (0.4 mole) dissolved in500rnWilitreso.f dry ether. Upon completion of the addition the reaction mixture was relluxed 23 hems with stinting -and wee then cooled, and a solution of 10 moles 20 of anunonlurn chloride in -2 ’litres of water was added. The ethereal layer was separated, washed with water, dried over onhyifroris sodium sulphate and distilled. - Boiling point: 195-207 C. at 0.3 mm. Upon recrystal-lizAtift ethanol the product melted at 110-I11’ C.-05 - - EXA3?LE2 Preparation of ppnyloxyi’enzhydiyitdene cyclohexane 80 This compotm!d was prepared drem a Grignard sam-Von of 16 grams of mg. (046 mole) and 158 

grams of 4-beozyloxybxomobenzene (0.6 mole) in $00 xniUilitre of ’dry ether and 2 grams of ’ethyl cyclolzexanooarbozyl.’ ate (0.2 mole) dissolved In $0 millilitres of dry ether as 35 described, in Example 1. Upon recrystallization from ethanol the meitiug point is 143-145’ C. Yield: 69 arams. EXAME3 - 40 Preparation of p-hydr0xy-p1-rne1hoxybenzhydry1idene - cyclohexane - To a Orignard- so’kitien jirted from 110 grams of magnesium (4.5 moles) and 840 grams of p-bromoanisole 45 (4.5 moles) In I litre of anbydrous ether, there was added dropwise with vigorous. agitation 307 grams of - p-hydroxyphenyi cyciohext ketone (1.5 moles) dissolved - in 1 litre of, anhydrous ether. UpoA completion of the addition the reaction mixture was s’eBoxed for 2.5 hours 50 with -agitation, and . was than cooled. Thereupon 15 moles of ammonium chloride dissolved in 3 litres of � , water were added. The ethereal layer was separated, washed with water, dried over anhydrous sodium sulphate and dIstl1IcL Yield: flO grams. BogingpolutJ80-190-55

C. at 011 mm. The substance was recrystallized from a mixture of carbon tetrachloride and petroleum ether. - Melting point 14S.’146° C. - 60 Preparation of ’p,p".dlbenr.yioxybenzlrydr,yljdene - - cyclohexane -. - A Orhgnas’d solution prepared from, 19’ grams 

of ’cyclabeyl chloride in 100 -millilitres of ether was filtered 65 and evaporated- to dryness. A solution of 45.3 grams of dlbenzylovybenr.ephenm* In 150 niiflhitres of toluene was added to the cyclolzenyl magnesium chloride, After - the addition- was conipleted the react.tort teixture was refuized for two hours, whereupon the magneskzm corn-TO plea was decomposed with 2.M by4rocklorio add. The toluene layer was washed with water and dried over an. hydrous mag-nesiuth sulphate and then evaporated, The residue was recrystallized from a mixture of acetone and chloroform (1:1). The melting point was found 75 to, be 139-141’ C. The yield was 28. grams. 
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EXAMPLES 
Preparation of pp’-dihydroxybenzhydryIidone 

cyclohexane 
A. mixture of 118 grams of �p4zydroxy-p-methozy-

benzhydryhdenn yolohexane (04 mole), 120 grams of 
potassium hydoide pei)ets and $00 millilitres of tn-
ethylsue Slyeol was stirred four hours at 220* C. When 
the reaction mixture was poured into water the sub-
stance crystailllzed and the crystals were flltered off and 
washed with water. The substance was then recrystal-
lized from a mixture of ethanol and petroleum ether. 
Yields 104 grams. Melting point 235_236* C. 

EXAMPLE 6 
Preparation of pp’-dihydroxybenzhydryt%frne 

cyclohexane 

A solution of 10 grams pp’.dimethonybenzhydryexte 
cychexann and 23 grams of potasshmt hydroxide in 100 
millilitres ethanol was heated in an autoclave to 200* C. 
for 12 hours. After cooling the meodon mixture was 
Poured into 500 inUlUitres of water and washed with 
ether. The aqueous phase was acied with 6,N hydro.. 
ebtozic acid to about pH 2.5 whereupon the compound 
crystaThzed,. The crystals were recovered by suction, ft. 
trethm and were washed with 50% (vol,Jvoi.) ethanol. 
Upon Tecrystallization from cyolohenane the melting 

point 

was 242-245 C. 
EXAMPLE 7 

Pipararton of pp’-r21hydroybenzhydryZidew 
cyclohexane 

A mixture of 23 grams (0.00$ mob) of p,p’-dbbeazyl-
oxybenahydryUdene -*Clohexana and 9$ grams of 1tO5 in 
150 miUllitree of ethanol is hydrogenated at normal pres-
sure and 20* C. Mte’r 300 mi’llllitres of hydrogen are 
absorbed the catalyst is filtered off and the solution is 
evaporated to dryness. The residue is reoystaUized from 
50% ethanol and has the melting point 242445 C. Yield: 
0.9 grams, 

EXAMPLE 8 
Preparation of pp’-diace:oxybenIzydr’Uderie 

cyclohexane 
56 grams of p,p dhydroxybenzhydrybideaw oytiobox-

ane  mole) was mixed with 250 milullitres of acetic 
anhydride end 500 millilitres of pyzi4iue. The mixture 
was refluned for two hours and was then poured into 
water the substance orystallWaS out. The crystals were 
filtered off and washed with water. finally the substance 
was rec’rystaiilzed frcvrn ethanol. Yield: 62 grams. 
Meiring Point i3$_136* C. 

EXAMPLE 9 
Preparation of p-hydroxy-p’-methoxybenzhyd,yZk4’ne 

cyclahexane 

98 grams of p-b oxyp’-methozybenzbydrylideae cy-
clohexane (0.33 mole) was dissolved in 400 millilitres of 
acetic enhynide and one drop of eoucentrated sulphuric 
acid was added. The mUutro, was then heated for half 
en hour on the steam bath and poured Into water the 
substance crystallizing out. The crystals were dlitered off 
washed with water and dilute ethanci. and fuzzIly recrys-
tallized from ethanol. Yield: 105 grams. Melting point 
109_110* C. 

EXAMPLE 10 

10 
so’dicm sulphate. The ether was then evaporated and 
the corpozand formed distilled at 195*205* C. at a pres-
sure of 0.005 mm. of Hg a l.5469. The. yield after 
distillation was 1,5 grams. 

6 EXAMPLE it 
Preparation of disodiian pp’-dlhydro.-,thsnzhydryll4ene 

cyclohexane dlaulphate 
To tL well tlrted mixture.of 12 millilitres of chioro Sn,!-

10 phonic acid wad 60 uuildxtres of pyridine, ooled 
to �100 ’C., there was added a sohitiosi of 15.0 grams of p,.p’-di. hydrbcazhydrylldue cyciche n.e 

in 
20 nmiEiiitres of pyridlne. The reaction temperature was kept below 0* C during the addition, whereupon the mixture was heated to 30-40 C, for one hour end then poured into a satu-rated lion, of sodium hydrogen carbonate In water, The aqueous phase was washed with ether, filtered and neutralized with dlkmt’e zhydrosloric acid. The precipi-tated substance was sucked of washed with water and 20 recrystallized from water. The product consisted of the pyridine salt of the disulphate This salt was dissolved In 40 zuillifitres of 1 lvi sodium hydroxide. The soIu.tiot was Altered and diluted wIth 1 litre of acetone and 1. litre of ether. The sodium salt crystallized as long needles 25 which were snaked off and washed with ether. The yield was 12 grams, EXA)4PTJB 12 

Preparation of p-hydr-p-methomybenzhyd,yltde.se 
so ’ 

ey.cioen*ane This substance was prepared from phydroxyphenyl łyc1peuVy1 ketone and amsylmagnenunt bromide as de scribed in Example 3. Boiling point: 193-197" C. at 0.2 rum, Upon recrystallization from carbon tetrachiozide 85 the substance melted ’at 139140" C. EXAMPLE 13 Preparatin gf poy-p’-zemoxpbenzhydrylidene 40 cyclopentane This, substance was prepared from p-hydroxy.p’..zue-thozybcnzhydrylidene cyclopentane as described 

as Exam Pie 9. Melting point: 113-116" () EXAMPLE 14 45 Preparation of pp’-dtacetoxybenhydryUdeni Cyelopentane A mixture ’of 98 grams of p4aydroxy-p’ methoxybnz-bydrylidene cyciopeueaue (035 mole), 100 ’grams of _vo-50 hydroxide pellets and 400 nitllihtres of triethylene glycol was stirred for five hours at 220" C The reaction mixture was ’then poured into water end washed with fether, Tire aqueous phase was acidified with $ N hsfroob1oric add to about pH 3 and was then extracted with ether. 55 Thereupon the ethereal ’phase was washed with water, dned over n1iahuus ’audlum sulphate and evaporated into dryness tire residue forming crystals. The crude product thus obtained m a ueld of 93 grams was dissolved in 400 nulitlitres of acetic anhydride and one drop of con-go centrated sulphuric acid was added. Upon heating on, the steam bath for half an hour the reaction mixture was poured Into

 water and the cxstaThne substance separat-ing ’out was recovered by dkmdon and washed with water and ddute ethanoL Finally the substance was distilled 65 ’at 203-208" C. at a pressure of Q2 mm. Upon recrystal-lizadon torn ethanol 65 grams of she desired product having the melting point 128-429" C. was obtained. Preparation of p,p"dlcaproyloxybenzhydr’li4ene cyclohexane EXAMPLE 15 To a solution. of 1.5 grains of pp’-dthydroxy’benthy- 70 Preparation of p,p’.dmmethoxybenjhydrylidene drylide.ne cyclohexane 2 grains of caproykibloride were cycto butane added The nrtxture was stirred at 20" C for 1 hour This compound was prepared toni cyclobtitane car and was poured into an excess of 2 N hydrochloric acid boxyhc acid ethyl ester as described 

In Example 1 B. and Ice The oil formed was extracted with ether. The zag point 113-175" C at 003 mm Upon reorystalliza. ethereal extraOt was washed with water and dried over 75 tion, from ethanol the product melted at 116-117" C 
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EXAMPLE 16 

Preparation of pp’-dketoxyben*,driUdene cyclobutane 

This compound was prepared from ppdimethozybenz-
hydrylidane cyclobutane as described in Example 14 . 
Befllng point: 205_2220 C. at OZ mm. 

EXAMPLE 17 

Preparation of pp-dtmethoxybenzhydrylideiie 
cycloheptane °. 20 

This compound was prepared drorn cycicheptane car-
boxylic acid ethyl ester as described in Example 1. Boil 
izg poin 225-235° C. at 003 mm. Upon retrj.stafllza 
tion from ethanol the product melted at 64-46° C. 

10 EXAMPLE 18 
Preparation of p)p41hydroxybenzhydry11dene 

cycloheptane 

This compound was prepared from p,p-d1methiybenz  
20 

-

hydrylidene cyclohoptene as described In Example 6. 
. Upon recrystallization from a mixture of ethanol and 

benzene the yield was 7$ grams. Melting point:’159-
1980 C. 

EXAMPLE 19 25 
Preparation of p,p’4acetoxybenrJzydrl1defle 

cycloheptane 
This compound was prepared from p&-dlhydrozybenz 

hydrylidene cycloheptane as described in Example 9. 
The substance was distilled at 207-225° C at 007 mm. 80 

� o Hg. Upon recrystallization from óthanol the product 
melted at 98_10l0 C. Yield: 42 grams. 

� EXAMPLE 20 
Preparation of p,p-dIrnethoxybenthydryl1dene 

cyclooctane 
This compound was prepared froi 4-móthoxybromo-

benzene and ethyl cyclooctane carbozylate as deecribçd 
In Example 1. Boiling point- 190-200°  C. at 0.05 mm. °f  do 
2g. Upon rcciytaThzation from ethanol the compound 
melted at 68_700 C. 

EXAMPLE 21. 
PreparatIon of p)p1.dlacetoybenzhydry71dene cyclooctane 

� This compound was prepared from p,p’-dlmethozy-
benzhydrylidene cyOlooctane as described In Example 14., 
Boiling point: 214-217° C. at 0,05 mm. of Erg. Upon 
recrystallization from ethanol the melting point was 111-
213° C. 

EXAMPLE 22’ 
Preparation Of p,p141methoxybanzhydrfr’1i4ene (4-methyl-

cyclohexane) S 

This compound was prepared from 4-niethozybromo-
bcnzene and ethyl 4-methylcyclohezane carboxylate as 
described in Example 1. Boiling point: 166-268° C. 
Upon recrystallization from ethanol the product melted at 
47.-50° C. S 

EXAMPLE 23 
Preparation of p,p’-dlace:ozybenzhyd’ylIdene (4-metkyl. 

cyclohcxane) 
This compound was prepared from pp’-dimethoxy-

benzhydz’yhdene (4-methylcyoloharane) as described in 
Example 14. Boiling point: 196-IRS* C. at 0.15 mm. 
Upon recrystallization from isopropylketcne and from 
ethanol the product melted at 222-124° C. 

45 60 455 GO not EXAMPLE 24 Preparation of pp’-dimetho.zybenzhydryltdene (3,4-di- 70 methylcyclohexane) S This compound was prepared from 4-methoXybromo-benzene and ethyl 3,4-dimethylcyclotzeuanecarbOxyiate as described in Example 1. � Boiling point: 180-190° C. 7 

12 . 
Recrystallized from ethanol the substance melted at 64-
66° C. 

EXAMPLE 25 
Preparation of pp’diacet6xybenzhydryl1dene (3,4..dlineth’. 

ykyc4,haxcme) 
This compound was prepared from pp".41methoxybenz’. 

hydryUdene (34-dimethylcyc1obexane) as described in 
Example 14 Boiling point:222_2240 C. at 0.35 mm. 
Recrystallized from light petroleum the substance melted 
at86-88°C. 

EXAMPLE 26 
Preparation ol p,p’-dIme:/rorbenzhydrylidene (3-methy-

cyclopentane) 
This compound was prepared from 4-inethoxybromo’. 

bcnzene and ethyl 3-methylcyclopentaue carboxylate as 
described in Example 1. Boiling point: 172° C. at 0.2 
mm. Recrystallized from methanol the substance melted 
at 73-750 C. 

EXAMPLE 27 
Preparation of p,p’- nethoxybenzhydrylldene (4-1spro-

pylcyclohexans) 
This compound was prepared from 4.metho*ybronw. 

benzàne and ethyl 4-isopropylcyclohezenecarboxylate as 
described in Example I Recrystallized from ethanol the 
substance melted at 80-81° C. � 

S �AMPt28 
Preparation of p.allyloxy-p’-hydroxybenzhydryll4ene 

cyolopentane 
3.1 grams of p,p’-dihydroxybexizhydtylidene cyclopen-

tane was dissolved In 10 millilitres of mCtbylethyl ketOn 
3.3 grams of anhydrous potassium carbonate and 2.8 
grams of ailyl bromide were added to the solution and the 
reaction mixture was refluxed for 7 hours. Then the 
reaction mixture was poured Into 25 xnlliuitres of water. 
The precipitate formed was oxtracW with ether. The 
ethereal solution was washed with water, dried over an-
hydrous magnesium sulphate, evaporated to dryness and 
distilled. Upon recrystallization from ethanol the melt-
ing point was 46-48° C. The yield was 3.0 grams. 

S EXAMPLE 29 
� 2(10 m, tablets 

200 milligrams of  pp’-dthydroxy..benzhydrylidene cy-
cloheptane 100 mg. of powdered sugar, and 64 mug. of 
corn starch are mixed and granulated with a 10% gelatin 
solution. The granulation Is dried and ground to fine 
granules for tableting. About 19,17 of magnesium stOarate 
Is added as ’a lubricant together with sufficient corn starch 

to give a weight of 600 mg. per tablet. The product Is compressed on a single punch or rotary machine using a %a Inch punch. S 

S EXAMPLE 30 500 ,n. tableb. 500 mg. of pp’-diacetoxy-benzbydryli4ene cyclooctane in finely powdered form Is admixed with 60 mg of corn starch and 100 mug. of powdered sugar and then granu. lated with a 10% gelatin solution. The granulation is dried and ground to size suitable for tableting. About 

1% of magnesium stearate is added as a lubricant, to-
gether with sufficient corn starch to give a weight of 700 mug. per tablet. . The product Is compressed on a single 

punch or rotary machine using a Inch punch. 
� The tablets of Example I and Example 2 may be suit-ably coated U desired, as, tot example, with sugar, � EXfPLB 31 Injectable suspensIon, 100 rag, per ml. The following ingredients axe sterilized separately:. 100 

rag, of p-methoxy-p’-acetoxy-benzbydrylldene cyclobex.
 0,1 rag, ’of Tween 80 and ,ij.s. of corn oil to make a 
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final volume of one ml T$se ingredients are admixed 2 The compØund according to claim 1 wherein R is 
aseptically. Particle size ini be achieved by use of mi- the divalent �CR2�C41---CH5--CH5---.  
cronized material or by te a ball mill, maintaining 3 The compound according to claim 1, wherein P. is 
aseptic conditions. The abcve suspension may be ad- the divalent -Rz�CRCBr�Cl�Cflr-. 
ministered subcutaneously eis4 intramuscularly. 6 4 The compound pp’-dihydroxybenzhydryhdene cy-

BXAM$E 32 clopentanc. 
S. The compound p,p’-dihydroxybenzhydrylidene cy-

10% Oi.tment c101xene. 
To a melt of 1.5 lbs.:  of propylene glycol, 6 lbs. of 

polyethylene glycol 400 tSP and 6 lbs. Carbowax 4000 10 
6. The compound p,p#.dlacetoxybenzhydrylldene cy-. 

dohexane. 

US? is added 1.5 lbs of 46apu1verized pp’-dnnethoxy- ’7 The compound p-bydroxy p’ mothoxy-benzby-
benzhydrylidene cycIope. The product is stirred dryhdenecycloiexanel 
until almost solid and mJh if necessary to a smooth L The compound p,p’dicapropyloxybenzhydrylidene 
ointment. The ointment is:$led into suitable containers. cyclohexane. 

What we claim is 10 9. The compound pp’-dlmethoxybenzhydrylidene (4-
1, Compounds contain a cycloalkyl group, corre- methyl cyclohexane). 

spending to the following fmnla 
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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: 

1. Documentos estudiados 

S 1.1. Descripción: Folios: 26 a 288 como se radicó inicialmente. 

1.2. RejvipdiQaciones: Folios: 289 a 308. coma se radicó inicialmente. 

1.3. Prioridgd: 28/07/2003; US; 601490,588 

2. Objeto de la invención 

Titulo de la invención: "COMPUESTOS DE CICLOALQUILI DENO COMO 
MODULADORES DEL RECEPTOR DE ESTROGENO" 

Problema TØcnico Planteado: Necesidad de compuestos Utiles como moduladores 
receptivos de estrOgeno. 

Solución: Compuestos conforme a la reivindicaciOn 1, representados por la 
formula (I). 

Exp 06008246 
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[PC: C07C59, A61 K31/351, A61 K31/382, A61 P5/30. 

3. Do la solicitud do Patente 

3.1. Reivindicaciones (articulo 30 D 486) 

En las reivindicaciones 1-27, se reclama un compuesto de fOrmula (I) incluyendo 
sus sales, solvatos y derivados funcionalmente funcionales de los mismos. Se 
observa que en la presente descripciOn no exists soporte para la obtención de 
solvatos de los compuestos reclamados y que la expresión "derivados 
farmacolOgicamente funcionales de los mismos", no es concisa. 

La reivindicación 1, y sus depend ientesreclaman un compuesto de fOrmula (I) 
incluyendo sus sales, radicales con R1 -R7 y variables p y q no obstante se 
encuentra que existe falta de concision y definicion en el alcance de acuerdo a los 
ejemplos de soporte en la descripciOn. Por Ic cual so hacen las siguientes 
observaciones: 

Existen tØrminos ambiguos como por ejemplo: alquilo, heteroarilo, heterociclilo, 
cicloalquilo, por Ic que es necesario quØ los sustituyentes de cada radical y 
variable sea definido de forma especifica, acorde con los compuestos 
ejemplificados, que evidentemente resuelvan el problema planteado con la 
actividad biolOgica que se les atribuye. 

AdemÆs existe sustento, acorde a los ejemplos en Ia descripciOn, para la materia 
reclamada cuando: 

R1 =OH 
R2= CH3, halOgeno, q0, 1,2 
R4=hal6geno p0,i 
R5= H, R6, R7= H, alquil 
R3=-(Y) -R8 S S 

Z=O entonces R8 = CO2H, NHCO-CH3; -0-CH2-CH2-0-CH2-CH2-OH cuando 
t=2, Rh= -CRjRk y Rj y RkH; -P03HRa y Ra = alquilo; S02-Rd y Rd =alquilo; 
CONH2; O(Rh)t OH y RhCH2, t=2; -NRa-S02-Rd ; CN; halogeno; -(Rh)t OH y 
Rh=CH2, t=1; CONRaRb , -S02Rd. 
Ra, Rb, Re, Rf, Rj, Rk = H ; Re, Rd=aIquiI 
Rh=RjRk 

Segi’in los ejemplos cuando R3=R8 y este significa arilo, es solo fenilo, y si R3 es 

hetroarilo, estos son: N L) O 
No existe sustento para heterociclilos. 

Cuando el sustituyente 8$ arilo este esta sustituido por CN, F, EN, 

OH,COOH,CONH2, NH000H3, NHS02CH3, 802CH3,-(CH2)CO2H, No? 
I 

Exp 06008246 
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La reivindicaciones 29, esta caracterizada por un uso; se aclara que este no 
es una caracterIstica tØcnica esencial de un compuesto. 

4. Excepcion a la patentabilidad (artioulo 20 D486 literal d)) 

Las reivindicaciones 36-38 se refieren a mØtodos de tratamiento. 

S. Reivindicaclones relativas a un uso o a un segundo uso (ärtIculos 14 y21 
0486) 

Las reivindicaciones 33-35 se refieren a Usos. 

6 Determinación del Estado de la TØcnica 

La fecha que se ha tenido en cuenta para determinar el Estado de la TØcnica es: 

40 Fecha de presentación de la solicitud prioritaria: 28/07/2003. 

Teniendo en cuenta la fecha indicada se realizô Ia büsqueda en el estado de Ia 
tØcnica de documentos relacionados con la solicitud encontrÆndose los siguientes 
documentos mÆs relevantes: 

No Documento Titulo PIcn* 

DI U S3287397 Substituted Benzhyd rylidine Noviembre22, 1966 cycloalkanes 
Dl (folios: 396-402) 

7. AnØlisis de patentabflidad (articulo 14 D486) 

71 Novedad (articulo 16 D486) 

CARACTERISTICAS ESENCIALES DE LA Dl --
REIVINDICACIONI  

Compuesto de formula (I):. Compuesto de fOrmula (I): 

(I) Doride: 
Cuando q=0, p=O 
R1= OH R1= OH 
R3 -(Y)z- R cuando z=0, R alcoxy, entonces OR2= OsIquilo de I a 6 C 
R3alcoxyde I a 6 C ’S S 

R5, R6 
y  

R7 =H HicfrOgeno 

X= -(CH2) n 0,1,2,3; se pueden oritener ciclOs de R-(CH2) n4-7; Se pueden obtener ciclos de 
5-8 carbonos. 5-8 carbonos. 

Exp 06008246 
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De la comparación anterior, como se puede observar, las caracteristicas 
tØcnicas esenciales del compuesto reclamado, estaban divulgadas en DI par Jo 
tanto la reivindicaciôn I no es nueva, asi como tampoco sus dependientes 2-27, y 
la cornposicion farmacØutica de la reivindicaciOn 28. 

8. Conclusk5n: 

Los requisitos do patentabilidad do la presente solicitud se encuentran afectados 
asI: 

No Documento NO ReMndicaciones Requisito que atectafectadas  
Dl US3287397 1-28 Novedad 

En cumplimiento del articulo 45 de la Decision 486 do la ComisiOn do la 
Comunidad Andina, se le indica que debe dar respuesta dentro del tØrmino de 

1-6 sesenta dias contados a partir de la fecha de notificaciOn de la presente 
comunicaciOn. En caso do no dar respuesta al presente requerimiento, o si a 
pesar de la respuesta subsistieran los impedimentos para la concesiOn, so 
denegarÆ la patente. 

NotifIquese el presente o co rme/ 10 dispuesto en el numeral 5.2, literal e), 
del capitulo quinto d 

ficio 
r era de Ia Circular Unica NO 10 de 2001 

ALIX CARMENZAIO’ESPEDES DE VERGEL 
Directora de Nueys Creaciones (C) 

El anterior requerimiento fue notificado par fijaciOri en lista, de fecha 

ABR. 2010 

CONCEPTO TECNICO No.969 EXAMINADOR TECNICO 
COdigo No.202078 

Exp 06008246 
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Folios 002 

Come resultado del examen de bUsqueda de anterioridades y con fundamento on el 
articulo 46 de La Decision 486 de la Comisión de la Gomunidad Andina, se le comunica: 

1. SOLIC1IUD DE SUMIN1STRO DE INFORMACION 

Como corisecuencia de La büsqueda de anterioridades de materia relacionada con  la de la 
presente invenciOn, se determnO que existen en el estado de la tØcntca los sguientes 
documentos, que eventualmente afectarian los requisitos de patentabilidad de esta 
solicitud: 

10 -Muthyala et al: "Los nUcleos bicilicos ppuenteadosque contienen un motivo 1 ,1-diarileno 
son ligandos de alta afinidad selectivos del subtipo para receptor de estrOgeno" J MED 
CHEM, Vol 46, 4 de febrero de 2003 (2003-02-04) pÆginas 1589-1602, XP002313260. 

-CHemical Abstracts Service, Columbus, Ohio, US; Gilber, Jacques et al:" lnhibición de 
prostaglandina sintasa mediante derivados de di- y trifeniletileno un estudio de estructura-
actividad", XP0023 13261. Journal of medical chemistry, 26(5), 693-9 CODEN: JMCMAR; 
ISSN:0022-2623, 1983. 

- CHemical Abstracts Service, Columbus, Ohio, us; Jendralla, H. et al: " Sintesis y 
actividad biologica de inhibidores do reductasa HMG-CoA nuevos 3 Lactonas de los 
Æcidos 6-fenoxl-3,5-dihidroxihexan6ico", XP002313262. Journal of medical chemistry, 
34(10), 2962-83 CODEN: JMCMAR; ISSN:0022-2623, 1991. 

Siendo que las publicaciones referenciadas hacen parte del resultado del examen de 
büsqueda realizado para Ia solicitud WO 2005/012220 equivalente a esta solicitud 
colombiana aqui estudiada, y no siendo viable la consecuciôn de dichos articulos por este 
despacho, se requiere que el solicitante, en virtud de 10 establecido en el art{culo 46 de la 
Decision 486 de La ComisiOn de la Cornunidad Andina, proporcione [as publicaciones 
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completas, con Ic que podra realizarse un anÆlisis absoluto de la patentabifldad de Ia 
invenciOn correspondiente a la presente sollcitud. 

Notifiquese el presente oficlo conforme a lo dispuesto en el numeral 5.2, literal e), del 
capitulo quinto (5), del tlo prpØo  de la circular (mica No 10 de 2001. 

ALIX CARMEF 
Diredtora de N 

DEVERGEL 
(C) 

El anterior requeriminto fue notificado por fijación en lista, de 
fecha A. A 
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