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1, Me refiero a mi memorial de 19 de Abril de 2006.

2, De conformidad con lo 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 publicatién de la solicitud en la Gaceta
de la Propiedad Industrial nimero 577 de 29 de Junio de 2007, solicito a ese
Despacho proceder a realizar el exarﬁen de patentabilidad de la presenfe

invencion.

3. Me permito recordar a usted, que tal como se informé en el Petitorio de
la invencion, la presente solicitud corresponde a Capitulo I.

4. Anexo me permito acompafiar recibo mﬁr‘ner.o 07-72.196, expedido por
la Superintendencia de Industria y Comercio, que acredita el pago de la tasa

que dicho examen causa.

Sefior Superintendente,

T.P. 53.215
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RADICACION EXPEDIENTE No. 08-08246

ELEXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
’ FUE PUBLICADb EN LA GACETA DE PROPIEDAD INDUSTRIAL No §77 DE

FECHA 29 DE JUNIO DE 2007 EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 27 DE SEPTIEMBRE DE 2007

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacion
en la gaceta de Propiedad Industrial, debera solicitar y cancelar el examen de
patentabilidad so pena de que la solicitud caiga en abandono, de acuerdo con lo
establecido en el Articulo 44 de la Decisién 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
sI o NO X
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This invention relates to novel chemical compounds
baving pharmacclogical activity which may comptise es-
trogenic and antiestrogenic activity and inhibition of go-
nadotrophins from the pituitary gland, as well as processes
of preparing the same. In particular, said compounds are
.o -substituted benzhydrylidene cycloatkanes which may
be represented by the following gensral formula

moC_ )\
=3
a4 i

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 moleculs and wherein Ry and Ry are similar and dis-
similar members selested from the group consisting of
hydrogen, alkyl radicals contsining from one 1o six car-
bon atoms, alkenyl radicals containing fromn two to six car-
bon  atoms aud phenylalkyl radicals in which the alkyl
radical contaiss from one to thres carbon atoms, satu-
rated and unsaturated, straight and branch-chained alkane
carbonyl radicals containiug from one to éighteen carbon
atoms, cyclopentane and cyclohexane carbonyl iadicals
and radicals of carbonie, sulphuric and phosphotic acids.
The new compounds may be regarded as p,p’-dihydroxy-
benzhydrylidéne cycloalkanes, their mono and bis-sthers,
their mond and bis-esters and their mono-ether-monoss-
ters,

The invention also includes compounds wherein at least
one of the radicals R, and Ry is desived from a polybagic
acid, including both organic polybasic carboxylic acids and
carbonic, sulphuric and phosphoric acids, In these com-
pounds the remaining fres acid radicals may be converted
to the corresponding salts of atkali metals, alkaline earth
metals, ammonia or amines, for example. )

In the new benzhydrylidene compounds of the inven-
tion R may be = saturated straight or branch-chained ai-
kylene (polymethylene) radical containing from three to
eight carbon atoms, As examples of spitable alkviene
radicals there may be mentloned trimethylens, 1 or 2-
methyltrimethylene, 1,3-dimethyltrimethylene, tetrameth-
viene, 2-ethylietramethyléne, 1.4-dimethyltetramethylene,
pentamethylene, 3-methylpentaniethylerie, 2,3-dimethyl.
pentamethylens, 2-methyl-4,4-dimethylpentamethylene, 3+
iso-propyipentamethylene, hexamethylene, 1,6-dimethyl-
hexamethylene, heptamethylene and octamethylege radi-
cals, . -

When R; and R, in the above general Formula I are hy-
drogen atoms each phenyl groop conising a free hydroxy
group i the p-position. One of these two p-hydroxy
groups or both may be alkylated with similar or dissimilar
alkyl groups containing from one to six carbon atoms,
such as methyl, ethyl, propyl, iso-propyl, n-butyl, téert.bu-
tyl, n-amyl, iso-amyl, for instance 2-methylbutyl, and cy-
clohexyl, alkenyl groups containing from two to six car-
bon atoms, such as allyl and crotonyl, phenylatkyl groups
in which the alkyl radical is straight or brauched and con-
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tains from one o three carbon atoms, e.g. benzyl, phen-
ethyl, and phenylisopropyl. - .

- Said p-hydroxy groups may also be mono or diesterified,
for instance with alkanoyl or alkenoyl radicals containing
from one to eightsen carbon atoms, such as formyl, acetyl,
propionyl, pivaloyl, caproyl, palmitoyl, stearoyl, undec-
enoyl and oleyl, cyclopentane and 6yclobexane carbonyl
radicals, or with aroyl radicals, such s benzoyl radicals,
or with aralkanoyl radicals such as phenylpropionyd, cin-
namoy! radicals and the like. They may also be mono
or diesterified with polvbasic organic acids such as suc
cinic, maleic, tartarie, citric, hexahydrophthalic acids or
the like, and with carbonic, sulphuric and phosphoric acids
such as ortho-phosphoric acid. When an organic or in-
organic polybasic acid has been used for the mono or dis
esterification of the hydroxy group or groups the remain-
ing free acid groups may be converted fo salts of phar-
maceuntically acceptable cations such as Na, K, Ca and
ammonium,

The free acid used for the esterification may in ad-
vance be converted fo another suitable derivative such as
a half-ester or half-amide. Upon esterification it is also
possible to convert any remaining free acid radical to 2
half-ester or half-amide,

Thus, in accordance with the above one of said p-hy-
droxy groups mdy be etherified while the other is esteri-
fied to form mixed mono-ether-monoesters, wherein the
ctéher and ester Tadicals are the same 2§ those mentioned
aAbove. : ' .
© "The invention also includes all steric isomers comprised
by the general Formala I - :

. The new compounds of the invention having the general
Formula I may be prepared sccording to msthods known
per se for preparing shmilay compounds. A usefol
method broadly comprises using as the starting material
& compound having the general formula '

-

P

4 ey}

wherein Ry, Ry and R have the meanings hercinbefore
defined and wherein one of the symbols Ry and R, rep-
resents hydrogen and the other a member of the group
consisting of OH and esters thereof and halogens, such
as Cl and Bt, When using such a starting compound the
benzhydrylidene cycloalkanes having the géneral Formula
I are prepared by splitting off a compound of the formula
Ra-R4 50 as to form a double bond between the carbon
atoms to which the groups Ry snd R, are attached,

The invention therefore also comprises a process of
prepasing the compounds having the general Formula L
According to a preferred feature of the invention said
compounds are prepared using carbinols having Formula

. I above as the starting material, viz. wherein one of the

60

70

symbols Ry and Ry represents hydrogen and the other a
bydroxy group.

" 'Said carbinols of the geners] Formula II are novel
compounds and sre incinded within the scope of the
invention, They are preferably prepared by an organo-
migtal reaction and most preferably by a Grignard re-
action. In the lastaventioned oase the carbinols hav-
ing the general Formula YT mzy be prepared from ketones
and esters as-can be seen from the following description
of the process preferably used,

. (1) Aceording to one embodiment of the. favention
ketones are used having the general formuls

ol D)

{0
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whemm R hes the nreaning hereinbefore defined and Ry -

is the same as Ry with the exception that it may not rep-
fesent an acid radical.

Said ketones of Formula I may be prepared by 1.
+ acting an acid of the fornnda

{}SHNGOQE L

(EV)

wherem R has the meanmg hereinbefore defined, or the -

corresponding chloride with phenol. or a phenﬂalﬁyi
ether in the presence of a suitable catalyst, for example
aluminum trichloride or boren frifluoride,

Said ketones of Formula [T may dlso be fprepamd by

oxidation of alechols having tbee ganeral ormrl

_for example by the use of chromiinm trioxide as the
: oxidation agent.
~ As examples of suitable ketones of the genersl F’ormuia

Il there may be inentioned p-hydrogyphenyl cyclobutyl -

ketone, p-methoxyphenyl cyclopentyl ketope, p-hydrozy-
phenyl-(d-methyleyelohexylYketons, - p-benzyloxyphenyl

cyclohexyl ketone, pamethoxyphenylZ4-dimethyl eyclo. ©
%\étyl ketone, pydroxyphenyl cyclononyl ketone and the -

The ketones of Formala 1T ate reacted with a Gﬂgmzrd
reagent having the gensral formula

m@ ) o’

whereln Ry is the same as R, in Formmula I sbove with the
exception that Ry may not be hydrogen or an acid radical,
and wherein X répresents ohlovine, bromine we jodine.
Sald Grignard reagents are preparéd in conventional man-
“ner by reacting a ¢compound heving the general formuls

R - ; T
’0_@ . v

with magnesium in a smta*bie form such as magnasmm :

turnings in an ether, such as diethy! ether,
Upon reaction of the ketones of Formula I with
the Orignard reagem of Formula VI in conventional

manner the magnesinm complex formed iz decomposed

in -the usual manner fo form the desived carbinol, for

example by the addition of water of dilute acids, suoh
as dilute hydrochlorie acid or an aquecus soluti:m of

ammonium chloride. The cambinol of Formula M thus |
formed need aot be kolated in puré state to enable It

10 be used in prepuring the benzhydrylidene oycloalkanes
of the invention., It is suificient fo recover the carbinol
from the agueons veaction mixture by extraction with a
suitable organic solvent for the carbinol, including higher
aliphdtic alcohols, ethers, ketones, bydrocarboms and
halogenated hydrocarboms, for jnstance butyl aleohed,

iso-amyl alcohol, diethyl ether, tetrahydrofuran, methyl

isobutyl ketone, petroletm ether, eyclohezane, benzene,
toluene, chloroform, carbon wtrachlodide trichloro
sthylene zad the like. 'Ihe carbinol is then ‘olated by
evaporation of the extract obtained and, if desired, may
‘be puriffed in conventional manyer, for ingtands by dis~
,tzﬂatmn or recrystallization, but is preferably used directs
ly in the form of the evaporation residue as the start-
ing material in preparing the benzhydrylidene cycloals
kanes of the invention,

(i) According to another embodiment of the in

vention, there is used.as the starting materinl pp -dihy«
droxybenzo-phenone or & derivative thereof wherein

one of or both the hydroxy groups may be alkylated 2s 7

described above at Hem L. As examples of particularly
suitable comypounds of said kind there may be mentioned:
p,p’ dihydroxybenzophenons, p-methaxyap'-fhydrw;ybenz
ophenone, p,p -damsthoxybenmphenone, . -dibenzyl.
_oxybenzophenone and the like, -

4

Said benzophenones are reacted with a Grigoard
reagent. having the. general formula

£ Vm-ngx

LA - (VIH)

5‘ whereln R and X bave the meanings herelnbefore de-

fined, Baid Grignard reagents may be prepared as de-

- seribed above at item L Examplw of suitable Grignard
. Teagents are cyclrohexﬁ magnesivm bromide, 2,3-dimethyl

ayclobexyl magaesium brontide, cyc}ooctyl magnesimm
iodide and the like. The compiex formed in this reace
ton is worked up in the same manner as that deseribed
above st item I, - _

(TI) According to still another embodiment of the
mventwn esters are used having the general formula

ﬂuwcoom (IX)

wherein R has the meanmg herginbefors defined and Ry
Tepresents a residue of any suitable alcokol, preferably

.a lower aliphatic alcohol suoh as a zesidue of methanol,

sthanol or the like. Sald esters of Formula IX may be
prepared in conventional manner from the corresponding’
acid and alcohol in the presence of an acid catalyst or
from the corresponding dcid chioride and the alcohol
As examples ‘of suitable esters of Formula IX there
may be mentioned ethyl cyclobatylcarboxylats, methyl
2, 4dimethyl-oyclobutylearbogylate, methyl  3-methyl-
cyclopentyl-carboxylate, butyl 2,5«dimethyl-cvelopentyls
carboxylate, - ethyl 3,4-dimpthyl-cyclobexylearboxylate,
ethyl cycloheptylearboxylate, propy cyclooctylearboxy.
oxybenzophenone and the like, »

Said esters are reacted with two moles of a Grignard
reagent havmg the gensral Formula VI, The reaction
is carried out in the same manner and the reaction mix-

-ture s worked vp as described sbove at item 1 to obtain

the desired carbinol of the gengral Formuia 1L
(IV) Atcording fo'a still further embodiment of the
jnivention ketones are used having the general fmm;ula

ﬂ=o =

whemm R has the meamng hsrambefore defined.. Said
ketonies are rsacted with an organometal componnd con-
teining the above.mentioned benzhydryl residue. In this
embadiment of the fnvention there is preferabl}' used &
Lithinm componnd of the gemral formula

) . -c};t»-nm
R .

> -
wheresin R, and Ry .are ether résidues of the kind herein~
before de.ﬁned Said compounds are prepared from the
comrasponding compound containing an additional hydro-
gen atom instesd of the Li atom, Said compound is
reacted with phenyl lithium in conventiona] manuer for
the preparation of Li compounds of said kmd

The carbinol of Formula I prepaved in this manner
eontains the hydroxy group at the cyeloatkyl carbon atom
and aot at the diphenyimethene carbon atom as do the
carbinols prepared by the reacﬁoz:s described above at
items $-TIT but the reaction mixture is nevertheless worked
up in the same manner as described 2t item I | :

Thas carbinol thus ¢btained is preferably used direcdy
in the form of the svaporation residue of the extract for
preparing the benzhydry!idm eycloalkanes of the
invention.

' Said evaporation of the extract of the carbinol formed
may be carried out under various conditions as to time,
temperature and pressure, The conditions to be used are
generally fiot oritical in any manter big it is preferable
to carry out the evaporation at @ relatively low fem-
perature and in vacuuny, e.g. of 4 temperature up to about
50° C, of water pump vacuum, In certaim cases such as
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-]
when the solvent employed for the extraction of the
carbinol ks a boiling point above 50° €. also in vacuum
the use of said conditions may be accompanied by some
dehydration of the carbinol. _
Complete.or partial dehydration may alse occur when
the above-mentioned organometal complex is decomposed
by the use of strong acids and insufficient cooling. In
this case the desired benzhydrylideme cycloalkane of
Pormula I is obtained in crude state or in the form
of a mixture with the corresgonding carbinol. The sols
vents used for the isolation of said réaction praducis may
be the same as those used for the fecovery of the pure
carbinol in the manper described at jtem I .
According to a preferred smbodiment 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 carbimol., In this case it is suitable to
carry out the heating to @ temperature between about
50 and 300° C. at atmospheric pressure or preferably
in vacuum. Vacwum Is suitably employed to assist in
témoving the water splif of from the carbinol from
the reaction vessel used, but the pressure to which the
resction vessel is evacuated is not critical in any manser,
The dehydration by heating is usually carried out at a
pressare of about § to 200 mm. of Hg, and preferably
at water pump vacuum. The time necessary for dehydra-
tiop varies according to thé quantity of carbinol to be
dehydrated but the dehydration should preferably be
carried out as fast gs possible for instance during v period
of from about one to about thirty minutes. In this
manner undesirable side reactions are avoided. Any
vsual distillation equipment may be uwsed for perform.
ing the dehydration. However, if the quantity of carbinel
to be dehydrated is relatively large 2 period of time of
up to about two hours or moré would be negessary., In
that case it is more convenient to use a special evapora-
tion apparatus for continnous dehydration where only
heating for a short Hime of the fowing liguid is necessary.
‘The dehydration may be facilitated by the addition
of various materials, such as sulphuric acid, phosphoric
acid, phosphorous pentoxide in bolling benzene, alkall
metal hydrogen sulphates, e.g. sodium and potassium
hydrogensulphats, potassium  pyrosulphate, iodine In
xylene, hydrogen bromide in acetic acid, p-toluens-
suiphonic acid, sulphamidic acid, formic acid, acetic 4cid
and anhydrides of lower aliphatic carboxylic acids con-
taining from one to six carben atoms, e.g. acetic anhy-
dride, and also the corresponding acyl chlorides, e,
acetyl chioride. The debydration may also be carred
out in aqueous to salcohiolic alkall solutioms, euch as
potassivn or sodium hydroxide dissolved in water or
lower alcohols having one to six carbon atoms or with
the correspondinig lower potassium or sodium alkoxylates,
The desited benzhydrylidene cycloalkanes of the in-
vention thus formed may be isolated in any conventional
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ethylene glyool can be wused at atmospheric pressure.
The dealkylated benzhydrylidene cycloalkanes of the in-
vention thus obtained, Le. the free p,p’-dihydroxy com-
pounds, may be isolsted in the following manner,

The reaction mixture js diluted with water and neutra-
lized with a suitable acid for example hydrochloric geid,
acetic acid and the like, The benzhydrylidene eycloalkans
can be extracted with an organic solvent of the group
described in connection with the isolation of the corres-
ponding carbinol of Formmla IL  Upon drying the soks-
tion, for instance with anhydrons sodium sklphate or
mapnesium sulpliate the solvent may be removed by dise
tillation and the benzhydrylidere cycloalkane compound
may be distilled at reduced pressure, preferably at about
0.001 to 0.1 mm. of Hg The difiydroxy compounds
ﬁx}:s obtained may also be recrystallized from suitable
solvents, :

According to still apother embodiment of the invéntiop
the monoalkyl ethers and the free p,p’-dihydroxy com-
pounds are esterified especially with pharmacentically ac-
ceptable acids to form the corresponding mono and di-

In the preparation of the esters of ofganic mono and
golybasic aliphatic, cycloaliphatic apd aromatic car

oxylic aclds, it is possible to use the acids themselves,
Howiver, the corresponding acyl chiorides and unhydrides
srg preferably used. The estesification may be carried
out'in the presente of usnal esterification catalysts, such
as mineral acids, e.g. sulphimic acid, p-toluenesulphonic

gp acld, cation exchange resins containing Sulphonic scid

tadicals, and the Bke, The esterificstion may be camded
gm“’_in a suitable orgagic. solvent, swh as pyridine, if
esived.

As ex&nﬁﬂes of pharmacentically acceptable acids for

g5 the preparation of the esters of the invention there may

40

be mentioned sulphuric acid and ortho-phosphoric acid,
formic acid, acetic acld, propionic acid, phenylpropionic
arid, butyric acid, fsobutyric acid, tert-butylacetic agid,
caprole agid, caprylic acid, capric acld, palmitic acid,
stearic gcld, benzoic acid, succinic acld, glutaric acld,
ethoxyacetic acid, ethylmercaptoacetic acid, lactic acid,
tartarie acid, ¢itric acid, hexahydrophthalic acid, pivalic
acid and the like. Esters with polybasic acids containing
free acid groups may be converted to the corresponding
salls of pharmacentivally acceptable cations as mentioned

45 dbove,

80

. The esters may be Isolated in the same manner as the
corresponding dihydroxy compounds, The reaction mix-
ture is treated with water and {he ester is extracted with a
suitable solvent, selected from the group used in the iso~
lation of the carbinols of Formula II. The solution is
dried and evaporated whereupor the tesidue obtained is
fectificated in vacuvum prefersbly at a pressure of from
about 0,01 to 0.1 mn. of Hg, Upon distillation the ester
van also be recrystallized from suitable solvents so as to

manner, such as by distillation at & pressure of for 56 obtain the product in 2 purer state, if necessary.

instance 0,001 to 5 mm. 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 reprecipitan

tion or recrystallization. The desired benzhydrylidene

cyeloalkanes are obtained as Hgnids or as solids in good
vield and in 2 pure state, ‘

The product thus obtained may be a mono or dialkyl
ether. According {0 a further embodiment of the inven.
tion the alkyl groups may be removed in conventional
mianaer, preferably by reacting the ether with 2 nucleo-
philic agent, such as an alkali metal hydroxide, e.g. so.
divra and potassium hydroxide. The reaction is con-
veniently carried out in the Ipmsence of = polar organic
solvent, such as lower aleohols having one to eight carbon
atoms, e.z. methanol and ethanol, or in giyool ethers,
s.g. triethylene glycol, in agueous or anhydrous state
at increased temperatures and preferably at a tempera-
ture of from about 150 to abount 250° C. The pressure
to be used of course depends on the solvent used. The
lower alcohols may be used in an antoclave but the tri-

. In accordance with the statements made above the pres-
;g:‘ A :g;ention comprises the following proups of com-
ngsy . .
(1) Compounds of the general Formula I wherein

60 each phenyl group contains a free hydroxy group in the

p-position, ... .
(2) Mopno'and diesterified p,p’-dibydroxy compounds

2 of the general Formula I,

65

50

75

(3) Mono and dietherified p,p’-dihy sompound
Of(?:f i&;neml Fggléﬂa ) niod y&mxy o )
onoesterified-moncetherified p,p'-dihydroxy com.

pmg;is ﬁf the a?}lmdriixst Formaia I e ’
Mogo ers of p,p’-dihydroxy componuds
of the general Formula I with polybasic acids in which
remaining free acid radicals may have been converted
to the corresponding salts with alkali ‘wetals, alkaline
_ earth metals, ammonia or an amine or {0 an ester with a
suitable aloohol, esp. a lower aliphatic alcohol, such as
methanol and ethanol and the like, or to an amide with

ammonia or a lower aliphatic amine, o

Tl
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{6) Compounds having the general Formula IT, where-
in the p,p-hydroxy groups snay be free, of converted to
other derivatives ag stated above at items 2-5, ‘

The benzhydrylidens cycloalkanes of the invention ate
valuable compounds, Some are capable of inhibiting the
secretion of several pituitary gonadotfophing in the male
and female without being at the same time strong estro-
gens. In some of them the relation befween uterotrophic
and vaginotropkic activity differs from that of previously
known steroldal and non-steroidal agents, Some of them

* interfere with the remaining production of estrogens in
females, probably by an action of the adrenals. Somie

are sble to antagonize the peripheral actions of estrogens.

‘Thess propérties, which can occur singly or in combina-
tion, make the compounds useful agents in the freatment

of a varlety of conditions. A special advantage is fthat

being non-steroidal they cannot by metabolism be changed
futo compounds having androgenic corticold oy progests.
tional activities. In this respeet they differ from steroids
having similar activities. '

In the male some of them can be useful, where a.re- °

duction in the production of androgens is desirable.
Since some of the compounds julibit the secretion of those
gonadutvophins which cause spermatogenesis, they cait be

used for reducing fertility in the mals, In all these ap-

plications in the male the relative weakness of theix
estrogenicity is a .definite advantage, since femdnization
is undesirable, ‘

In the femals the agents are valuable in thelr ability 1o

inkibit the secrefion of gounadotrophins without being
SLIOnE estrogens, . ,
The above-mentioned findings have been established
by animal fests carried out as désoribed hereinafter.
The animal tesis used were a vaginal cornification test

in spayed rats, a uterns growth test in infantile mice and .

& pitidtary inhibition test in prepuberal male fats, Hsifos
genicity in birds was studied in newly hatched chicken,
Antiestrogenicity was studied in chicken and mice as de~
seribed hereinafter, The compeounds were compared with
stilbestro] and the test for estrogendcity showed that sev-
eral of the compounds wale more active on the pltuitary
than on the vagina while others are sspecially weakly
acting on the uterus while retainitig pitnitary inhibitory
potency. The benzhydrylidene cyclopentane compound,
for instance, was about 5,000 imes weaker than stilbestrol
on the vagiva but only about 1,500 times wesker on the

pituitary, Corresponding figures for.the benzhydrylidene -

cyclohexane compound aré 1,750 and 750.

1t is remarkable that the pitaitary inbibition was slways
achieved without stimulation of the seminal wvesicles..

This is not the ¢ase with estradiol behzoate, stilbestrol
and similar compounds and in itself indicates a favours
able relation between ability to inhibit the pituitary and
stirmmulatory estrogenic actions. ) :

Some of the compounds are antiestrogenic in tests

conducted in the following manner, In the chicken a

dose of 0.5 me./day of éstradic]l benzoste was combined

with § mg./day of the compound to be tested, and the
resulting oviduct growth over the first 6 days 'was com-
pared with that cesulting in dontrols from 0.5 mg./day of
estradiol benzoate alone, The ovidncts of the animaly
receiving the benzhydrylidene cyclohexamce compound
weighed 45-50% of the final weight of the controls,
The inhibitory potency of the benzhydrylidens eyclo-
pentane compound wes less pronounced,

In & utervs growth test 0.12 pg./day of estradiol hen-
zoate was given to control mike and the same dose

. ' 8 :
maceutically acceptable. The carrier i3 selected accord-
ing to the routs of administration to be msed as well

© a8 according to the physical properties of the compounds

and standard pharmacentical practice, .
The imvention is further lustrated by means of the

following non-limiting examples,

10

) EXAMPLE I
Preparation of p,p'-dimethoxybenzhydrylidene
 eyclohexane

To a Gri@é:d sohition of 29 grams of magnesinm
(1.2 moles) and 225 grams of 4dumethoxybromobenzene

- €1.2 moles) in 500 millilitres of dry ether there was added

15

20

dropwise with vigotous agitation 63 grams of cyclo-
bexane carbosylic acid ethyl ester (0.4 mole) dissolved
i 500 millilitres of dry ether, Upon completion of the
addition the reaction mixture was refiuxed 2.5 hours with
stirring and was then, cooled, and 2 solution of 10 moles
of ammonium chloride in .2 Jitres of water was added,
The ethereal laver was separated, washed with water,
dried  over anhydrous sodiumy sulphate and distilled,

" . Boiling point: 195207° C. at 0.3 mom, Upon recrystal-
- lzation from ethanol the product melted at 110-111° C;

30

. EXAMPLE 2

.0 ~dibenzyloxybenzhydrylidens
cyclohexane . ’

This compound was prepared from a Grignard solu-
tion of 16 grams of mg. (0.66 mole) and 158 grams of
4-benzyloxybromobénzens (0.6 mole) in 300 millilitres
of «iry ether and 32 grams of ethy! ¢yclohexanecarboxyl-

Preparation of

. ate (0.2 mole) dissolved in 50 millilitres of dry ether as

40

&0

" water were sdded, ' The ethereal laver was .separated,

60

30 ug./day of the benrhydrylidene cyclobexane coms
pound to the experimental group. On the fourth day -

the average uterine weight was 25% smaller in the. ex-
perimental group, .

70

Thus, some of the compounds have an antiestrogenic '

action on systemic administration, \
The compounds of the invention may be administered

i1

deseribed in Example 1. Upon récrvstallization from
sthancl ¢he meélting point is 143-145° C. Yield: 69

grams, .
. o EXAMPLE 3
Preparation’ of 'p-hiydroxy-p’-methosybenzhydrylidene
: «cyclohezane -

. To a Grignard solution preparcd from 110 grams of
magnesiom (4.5 moles) and 840 grams of p-bromoanisole
(4.5 moles) in 1 ltre of anhydrous ether, there was
added dropwise with vigorous. agitation 307 grarss of
p-hydroxyphenyl cyclobexyl ketone (1.5 moles) dissolved

L litre of aghydrous ether, Upon completion of the
addition the reaction mizture was sefinxed for 2.5 hours
with agitation, and was then cooled. Thereupon 19
moles of ammonium chloride dissolved In 3 Yitres of

washed with water, dried over anhydrous sodium sulphate
and distilled. Vield: 370 grams. Boiling poat 180-190°
C.2t 0.1 mm. The substance was recrystallized from a
mixture of carbon tetrachloride and petroleum ether.
Melting point 145-146° C, S

By ‘éhm», B4
Preparation of p,p'-dibenzyloxybenzhydrylid'ens
cyclohexane '

A Grignasd solulion prepared fiom 19 grams of
cyeclohexyl chloride in 100 millilitres of ether was filtered
and evaporated to’ dryress. A solution of 45.3 grams
of dihenzyloxybenzophenone fn 150 millilitres of toluene
was added to the cyclobexyl magrestum chloride, Affer
the addition was completed the reaction mivimre was
refluxed for two hours, wherenpon the magnesimn come
plex wag decomposéd with 2. M hydrochlodc acid. The
toluene Iayer was washed with waber and dried over at-

hydrous magnesium sulphate and then evaporated, The

residue was recrystaliized from = mizture of acetons
and chloroform (1:1), The melting point was found

as such or together with suitable carriers which are phaz- 75 to. be 139-141° C. The yield was 28, grams,



¢
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EXAMPLE §

Preparation of pp'-dihydroxybenzhydrylidene
. cyclohexane

A mixture of 118 grams of p-lhydroxy-p'-methoxy-
‘nenzhydryhdeue wyclohexane (0.4 mole), 120 grams of
potassium hydroxide pellets and 500 millilitres of tri-
sthylene giyeol was stirred four hours at 220° C. Wien
the teaction smixzture was poured dnto water the sub-
stance ciystallized, and the crystals were filtered off and
washéd with water, The substance was then recrystal~
lized from a mixture of ethamol and petroleum ether.
Yield: 104 grams, Melting point 235-236° C. -

EXAMPLE 6
Preparation of p,p'-dilydroxybenzhydrylidene
cyclohexane

A solution of 10 grams p.p -ﬂ:xmethoxybmzhydry&:dene
cyclohexane and 25 grams of potassium hydroxide in 100
millilitres ethanol was heated in an autoclave to 200° C.
for 12 hours, After cooling the reaction snixkire was

‘poured dinto 500 mililtres of water and washed with

ether, The agueous phase was acidified with 6 N hydro-
chloric acéd to about pH 2.5 whersupon thes componnd
crysta.lhzed, The orystals were recovered by suption fil-
tration and were washed with 50% (vol./vol) ethanol,
Upon recrystallization from cyclohesane the meliing polat

was 342-245° C, :
EXAMPLE 7

Preparation of p.p'-dikiydroxybenzghydrylidene
cyclohexane

A mixtare of 23 grams (0.005 maole} of p,p'-dkhe,nzyl-
oxybenzhydrylidene cyclohexane and 95 grams of PO, in
150 millilitres of ethanol §s hydrogenated ot normal pres-
sure and 20° C. Adfter 300 millilitres of hydrogen are
absorbed the catalvst ds filtered off amd the solution is
evaporated o dryness.  The residue is rerrystallized from
50% ethanol and has the melting point 242-245° C, 'Yield:

0.9 grams,
EXAMPLE 8

Prepam:ian of p.p'-diacetoxybenzhydrylidens
cyclohexane

56 grams of p,p'-dlhydnoxybenzhydryhdm cyslohex.
ane (0.2 mole) was wized with 250 mililitres of acetio
axihydride and 500 millilitres of pyridine. The mixture
was refluxed for two Lours and was then poured iifo
water the substanve crystallizies ont. The crystals were
filtered off and washed with water, Finally the substance
was recrystallized from ethanol, Yield: 62 grams,
Melting point 135-136° C ’

EXAMPLE 9

P:eparation af pliydroxy-p -methoxybenzhydryts‘dene
cyelohexane

98 grams of p-hidroxy-p’ ~me1h0xybenzhydry!1dm cy-
clohexane (0.33 mole) was dissolved in 400 millilitres of
acetlc auhydride and one drop of concentrated sulphuric
acld was added. The mixfure was then heated for half
an hour on the steam bath and powred into waler the
substance orystallizing out.  The crystals were fillered off,
washed with water and dilute ethanol, and fnally recrys-
tallizéd from ethanol, Yield: 108 grams, Melting polnt

109-110° C,
EXAMPLE 10
FPreparation of p,p'-dicapraylexybenzhydrylidene
cyclohexane

To a solution of 1.5 grans of po'-dhydroxybenzhy-
drylidene cyclohexane 2 grams of caproylchloride were
edded. The mixture was stirred at 20° C. for 1 hour
end was poured into an excess of 2 N hydrochioric acid
and ice. The oll formed was exiracted with ether. The

§

10

15

‘ 10
scdmm sulphate, ‘The ether was then ewaporated and
the compound formed distilled at 195-205° C. 3t 8 pres-
sure of 0.005 mm. of Hy np®==1.5469. The yield after
distillation was 1,5 grams.

EXAMPLE 11

Preparation of disodium  p,p™-dihydroxybenzhydrylidens
cyclohexane disulphate

To 4 well stirved miztre of 12 millilitres of ehloro sul-
phonic acid and 60 miliilitres of pyriding, cooled to —106°
C., there was added a solution of 15.0 grams of pp'-di-
hydmxybmzhy&ylwene syclohexane in 20 millilitres of
pyridine, “The reaction temperaturs was kept below 0°
C. during the addition, wherenpon the mixhure was heated
to 30-40° C., £or one hour and then poured into 2 satur

©orated solubion of sodhmn hydrogen carbonate in water,

80

88

40

45

§5

The phasa was washed with ether, filtered s
awmahmd with dilute hydrochloric acid. 'The previpis
tated ‘substanoe was sucked off, washed with water and
recrystallized from water. The produet consisted of the
pmdine salt of the disglphate. This salt was ssolved
in 40 miliifitres of 1 M sodium hydroxide., The solution
was filtered and dilnted with 1 litve of acetone and 1 litre
of ¢ther. . The sodium salt orystallized as long needles
which were sucked off and washed with ether. The yield

was 12 graps,
EXAMYLE 12

Preparaﬁon of p-hydroxy«p -metkoxybenzhydryhdene
eyelo; pen {27 1]

This substance was prepared from phydmxyphenyl
cyclﬂpen'cyl ketone and anisylmagnesinm bromide as de-
scnbed in Bxample 3, Boﬂmg point 193-197° C, at 0.2
mum, Upon recrystallization from carbon tetrachloride
ms subatance mmed at 139—-140’ C.

EXAMPLE 13

Preparation Of pracetoxy-p'-methoxybenzhydrylidene
cyclopentane

'I‘ms substance was prepared from p-hydroxy-p I~
thaxybenzhydxyhdem cyclopentane as described in Exam-
Ple'd. Memng polnt: 115~116° C,

EXAMPLE 14

Preparation of p,p'-diacetoxybenzhydrylidens
‘ o eyclopentane

A nuxmre of 98 grams of pdhiydroxy-p’-methoxybenz-
hydrylad@ne cyclopentane (0.35 mole), 100 grams of po-
tassivm hydroxide peliets amd 400 millilitres of -tmthylene

glycol was stirred for five hours at 220° C, The reaction
mmwe was then poured énto water and washed with ether,
agueous phise was acidified with 3 N hydrochloric
aﬁdto about pH 3 end ‘was then extracted with ether,
Themxpon the ethereal phase was washed with water,

_dried ovér anhydrous sodium sulphate and evaporated

60

65

70

into drypess the residue forming crystals, The crude
product thus obiained in a yield of 93 grame was dissolved
in 400 milillitres of acetic anhydride and one drop of con-
centrated sulphuric acid was added, Upon heating on
thoe steam bath for balf an hour the reaction mixture was
pourad into water and the crystalline substance separat-
ing out was recovered by dltration and washed with waler

-ard Gilute ethanol.  Finally the substance wes distilled

at 203-208° C. a2 2 presswre of 0.2 mm.  Upon recrystal
hzauonimme&amNngwofﬁhedemwmadw
ha.vingthe melting point 128-129° C. was obtained,

EXAMPLE 15

Prepma:ion of pp«dimethoxybenzhydrylidens
cyclobutane

Thismmpomdwasmpmeduﬁmmoydobumcm

boxylic acid ethyl ester ag described in Example 1, Boil.

ing point: 173-175° C. at 0.03 mm. Upon recrvstalliza.

ethereal extract was washed with water and dried over 78 tion from ethanol ithe product meltad at 116-117° ¢,
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BXAMPLE 16
Preparation of p,p'-diacetoxybenzhydrylidene cyclobuiane
This componnd was prepared from p,p dimethoxybenz-
hydrylidene cyclobutine as described in Example 14
Boiling point: 205.212° C, at 0.2 mm,
EXAMPLE 17 ‘

Preparation of p.p’-dimethoxybenzhydrylidene

eycloheptane

This componnd was prepared from cyclohexﬁtane car-
boxylic acid ethy! ester as deseribed in Exarple 1. Boil-
ing point: 225-235° C, at 0.03 mm, - Upon recrystalliza-
tion from ethanol the product melted at 64-66° C,

EXAMPLE 18
Preparation: of p,p’-dikydroxybenzhydrylidene
cycloheptone i
This compound was prepared from p,p’-dimethoxybenz-

hydrylidene cycloheptane as describéd in Example 6.

Upon recrystallization from & mizture of ethanol and-

benzene the yield was 75 grams. - Melling point: 159

198° C.-
EXAMPLE 15
Preparation of p,i-diacetoxybenzhydrylidene
eycloheptmne .

“This compound was prepared from ﬁ,p’—dihydroxybenzf -
hydrylidene cycloheptane as described in Example 9. ',

The sobstance was distilled at 207-215° C, at 0.07 mm.

é
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. ‘substanpe melted at

30

of Hg. Upon recrystallization from ethanol the product

melied at 98-101° C. Yield: 42 grams,
EXAMPLE 20

Preparation of p,p'-dimethoxybenzhydrylidens
eyclooctane B

“This compound was prepared from 4-mathoxybromo-

85

benzene and ethyl cycloociane carboxylute as deseribed -

in Example 1. Boiling point: 190-200° C, st 0.05 mim, of
Hg, Upon recrystallization from ethanol the compound
melted at 68-70° C,

' EXAMPLE 21. .
Preparation of p.p’-diacetoxybenzhydrylidene cyclooctane

. fhis componnd was prepared from p.p'-dimethoxy-
benzhydrylidene cyclooctane as degeribed in Example 14,

Boiling point: 214-217° ¢, at 0.05 mm. of Hg. Upon.

recrystallization from ethanol the melting

potat was 111
113° C. o
EXAMPLE 22

40

45

50

Preparation of p,p'-dimethoxybenzhydrylidens (Muzkyl—l ‘

. eyclohexane)
This compound was prepared from 4-methoxybromo-

benzene and ethyl 4-methylcyclohexane carboxylate as -

desoribed in Example 1. Boiling point: 166-168° C,
Upon recrystallization from ethanel the product mel;ed' at

4730 C, ‘
EXAMPLE 23 - g
Preparation of p.p’-dluceloxybenzhydrylidene {(4-methyk
cyclohexane) -

This componnd was prepared from p,p’-dimethoxy-
bepzhydrylidens (4-methylcyclohexane) as desgribed in
Example 14. Boiling point: 196-198° C, at 0.15 mm.
Upon recrystallization from isopropylketone and from
ethanol the product melted at 121-124° C,

EXAMPLRE 24

Preparation of p,p'~dimez‘hoxyberizkya‘ry2idene (3;#-&!1?-
methyleyelohéxane) - ‘

‘60

85

70

This co;t:\pound was prepared from 4-methoxybromo-

. ‘benzene and ethyl 3,4-dimethylcyclohsxanecarboxylats as
described in Example 1. - Boiling point: 180-150° C.

75

12
Recrystaliized from ethanol the substance melted at 64~

66° C,
EXAMPLE 25

Preparation of p,p'dicceroxybenzhydrylidene (3, 4-dimeth-
yleyclohexane) ’

‘This compound was prepared from p,p~dimethoxybenz-
bydrylidene (3,4-dimethyloyclobexane) as desctibed in
Example 14, Boiling point: 222-224° C, at 0.35 mm,
Recrystallized from light petroleum the substance melted

at 86-88° C. _
EXAMPLR 26

Preparation of p.p'-dimethoxybenzhydrylidene (3-methyl-
eyclopentane) i

This compound was prepared from 4-methoxybromo-
benzene and ethyl 3-methyleyclopentane carboxylate as
deseribed in Example 1. Boiling point: 172° C at 0.2
mim.  Recrystallized from methano] the substance melied

at 73-75° C. ‘
EXAMPLE 27

Preparation of p,p’-dimethoxybenzhydrylidene (4~i.mprb-

pyleycloheiang)

This compound was prepared from 4-miethoxybromo-
benzéne and ethyl 4-isopropyleyclohexanecaiboxylate as
described in Example 1. Recrysiallized from ethanol the

80-81° C, ‘ '

Preparation of p-allyloxy-p'-kydrozybenzhydrylidene

cyclopentane .

3.1 grams of p,p’-dihydroxybenzhydrylidene cyclopen-
tane was dissolved in 10 millilitves of methylethyl ketone
3.3 grams of aphydrous potassium carbonate and 2.8
grams of allyl bromide were added to the solution and the
reaction mixture was refluxed for 7 howrs. Then the
reaction mixture was poured into 25 millititres of water.
The precipitate formed wes extracted with ether. The -
ethereal solution was washed with water, difed over an-
hydrous roagnesium sulphate, evaporated to dryness and
disiilled, Upon recrystallization from ethanol the melt-
ing poiut was 46-48° €, The yield was 3.0 grams,

EXAMPLE 29
200 mg. tablets

200 milligrams of p,p'-dihydroxy-benzhydrylidens cy-
cloheptane, 100 mg. of powdered sugar, and 64 mg. of
corn starch are mixed and granulated with a 10%. gelatin
solution, The granulation is dried and ground to fino
granules for tableting. About 1% of niagnesium stearate
is ddded as a ubricant togsther with sufficient coin starch
to give a weight of 600 mg. per tablet.” The product is
compressed on o single punch or rotary machice using a
92 inch puach, : .

: ' EXAMPLE 30
500 mg, tablels

500 mg. of p,p'-dircetoxy-benzhydrylidene cyclooctane,
in finely powdered form is admixed with 60 mg, of com
starch and 100 mg. of powdered sugar and then granu-
lated with 2 10% gelatin solution. The granulation is
dried and ground to size suitable for tableting. About
1% of magnesinm stearate is added as 2 lubricant, 10+
gether with sufficient corn’ starch o give a weight of 700
mg. per tablet.  The product is compressed on & single
punch or rotary machine using a e inch punch,

" 'The tableis of Hxample I and Example 2 may bo suit-
ably coated if desired, as, foi example, with sugar,

.~ BXAMPLE 31
Injectable suspension, 100 mg. per ml

The followiog ingredients are sterilized separately: 100
mg. of p-methoxy-p’-acetoxy-benzhydrylidene cyclohex-
ane, 0.1 mg, of Tween 80 and g.s. of corn oil to maks a




e ingredients are admixed
aseptically. Particle size gy be achieved by use of mi-
cronized material or by dse pf a ball mill, maintaining
aseptic conditions, The abkive suspension may be ad-
ministered subcutaneously, i intramuscularly,

final volume of ong mil.

To 2 melt of 1.5 lbs
polyethylendg glycol 400

P pyleae glycol, 6 Ibs. of
and 6 1bs, Carbowax 4000
gpnlverized p.p'-dimethoxy-
sae. The product is stirved

g if necessary to a smooth
d into snitable containers.

until almost solid and
ointment, The ointment ¥
What we claim is: ]
1. Compounds contamm £ cycloa!kyl group, corre-
sponding to the following fma

wherein R is p member
ing of unsubstituted 3
chained alkylene radicaly
atoms wherein said R to
which it is attached forms
carbon atoms, and R; and Ry are selscted from the group
consisting of hydrogen, alky} radicals containing from 1
to 6 carbon atoms, alke bdicals containing from 2 to
6 carbon atoms, pheny! alkil radicals in which the alkyl
radical coatains from aboutll to about 3 carbon atoms,
and pharmacsutically accépghle acyl radicals,

d from the group consist-
4 straight and branch-
ining from 4 to 8 carbon
s¢ with the carbon atom to

10
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2. The compound according to claim 1, wherein R i§
the divalent —CHyCHymCHy—CHyz—,

3. The compound according to claim 1 wherein Ris
the divalent ”*C!{MH&‘*’CHQ‘"‘CHQ—C

4. ‘The compound p,p’-dxhydroxybenzhydryhdene cy-
clopentane,

8. The compound p,p’-dzhydmxybenzhydryhdcm cy-
clohéxane,

6. The compound p,p’-diacetoxybenzhydrylidene cy-
clohexans. ,

7. The compound _prhydroxy - p"-methoxy-benzhy-

" -drylideng. cyclohexane

18

20

25

ng containing from Sto §

30

25

8. The ‘compound p,p;»dxcapropyloxybenzhydrylzdem
cyclohexans,
9. The comppund pp -dimethoxybenxhydryhdene {4-
methyl cyclobhexane).
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Fecha de Presentacion internal.  27/07/2004.

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

1. Documentos estudiados

1.1. Descripcidn: Folios: 26 a 288 como se radico inicialmente.
1.2. Reivindicaciones: Folios: 289 a 308 . como se radic inicialmente.
1.3. Prioridad: 28/07/2003; US; 60/490,588

2. . Objeto de la invencién

Titulo de la invencién: “COMPUESTOS DE CICLOALQUILIDENO COMO
MODULADORES DEL RECEPTOR DE ESTROGENO”

Problema Técnico Planteado: Necesidad de compuestos Utiles como moduladores
receptivos de estrégeno.

Solucién: Compuestos conforme a la reivindicaciéon 1, representados por la
formula (1).

Exp 06008246
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IPC: C07C59, A61K31/351, A61K31/382, A61 P5/30.
3. De la solicitud de Patente

3.1. Reivindicaciones (articulo 30 D 486)

En las reivindicaciones 1-27, se reclama un compuesto de formula (1) incluyendo
sus sales, solvatos y derivados funcionalmente funcionales de los mismos. Se
observa que en la presente descripcion no existe soporte para la obtencién de
solvatos de los compuestos reclamados y que la expresion “derivados
farmacolégicamente funcionales de los mismos®, no es concisa.

La reivindicacién 1, y sus dependientes reclaman un compuesto de férmula (1)
“incluyendo sus sales, radicales con R1-R7 y variables p y q ; no obstante se
encuentra que existe falta de concisién y definicion en el alcance de acuerdo a los
ejemplos de soporte en la descripcidn. Por lo cual se hacen las siguientes
observaciones:

Existen términos ambiguos como por ejemplo: alquilo, heteroarilo, heterociclilo,
cicloalquilo, por lo que es necesario que 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.

Ademas existe sustento, acorde a los ejemplos en la descripcion, para la materia
reclamada cuando:

R1=0H

R2= CH3, halégeno, q=0, 1,2

R4=halégeno p=0,1

R5=H, R6, R7=H, alquil

R3=-(Y),-R8 . S

Z=0 entonces R8 = CO;H, NHCO-CH3; -O-CH2-CH2-O-CH2-CH2-OH cuando
t=2, Rh= -CRjRk y Rj y Rk=H; -PO3HRa vy Ra = alquilo; SO2-Rd y Rd =alquilo;
CONH2; O(Rh)t OHy Rh=CH2, t=2 ; -NRa-S02-Rd ; CN; halégeno; -(Rh)t OHy
Rh=CH2, t=1; CONRaRb , -SO2Rd.

Ra, Rb, Re, Rf, Rj, Rk = H ; Re, Rd=alquil

Rh= RjRk

Seglin los ejemplos cuando R3=R8 y este significa arilo, es solo fenilo, y si R3 es

_ N
hetroarilo, estos son: @\' é:i 'f:l ‘@“ @ %

No existe sustento para heterociclilos.

Cuando el sustituyente es arilo este esta sustituido por CN, F, =N,

OH,COOH,CONH2, NHCOCH3, NHSO2CH3, S0O2CH3,-(CH2)CO2H, p@ ;

sye

Exp 06008246
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La reivindicaciones 29, esta caracterizada por un uso; se aclara que este no
es una caracteristica técnica esencial de un compuesto. ’
4. Excepcion a la patentabilidad (articulo 20 D486 literal d))
Las reivindicaciones 36-38 se refieren a métodos de tratamiento.
5. Reivindicaciones relativas a un uso o a un segundo uso (articulos 14y 21

D 486)

Las reivindicaciones 33-35 se refieren a Usos.

6. Determinacién del Estado de la Técnica

La fecha que se ha tenido en cuenta para determinar el Estado de la Técnica es:
Fecha de presentacién de la solicitud prioritaria: 28/07/2003.

Teniendo en cuenta la fecha indicada se realizé Ia busqueda en el estado de la

técnica de documentos relacionados con la solicitud encontrandose los siguientes
documentos mas relevantes:

Fecha de »‘
publicaciéon*

N° Documento Titulo
Noviembre, 22,1966

Substituted Benzhydrylidine
cycloalkanes

D1 US3287397
D1 (folios: 396-402)

7. Anélisis de patentabilidad (articulo 14 D486)
7.1 Novedad (articulo 16 D486) -

CARACTERISTICAS ESENCIALES DE LA ' D1
_ REIVINDICACION 1 . .
Compuesto de férmula (I):_s . Compuesto de formula (I):
R

o
it

Donde:

Cuando g=0, p=0
R1=OH _ . R1i= OH
R3= -(Y)- R® cuando z=0, R°= alcoxy, entonces | OR2= Oalquilo de 1a6 C
R3=aicoxyde 1a6C o

R5, R6 y R7 =H ' | Hidrégeno

= -(CHz)n n= 0,1,'2,3; se pueden ontener ciclos de | R=-(CHz)n n=4-7; se'pueden obtener ciclos de
5-8 carbonos. : 6-8 carbonos.
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De la comparacién anterior, como se puede observar, las caracteristicas
técnicas esenciales del compuesto reclamado, estaban divulgadas en D1 por lo
tanto la reivindicacion 1 no es nueva, asi como tampoco sus dependientes 2-27, y
la composicién farmacéutica de la reivindicacion 28.

8. Conclusion:

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados
asi:

o o Reivindicaciones s |
N Documento N ‘afectadas Requisito que afecta

D1 US3287397 | 1-28 T Novedad

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

Notifiquese el presente oficio copf6rme 4 lo dispuesto en el numeral 5.2, literal ),
del capitulo quinto del tigalo primero dg'la Circular Unica N° 10 de 2001.

ALIX CARMENZA CESPEDES DE VERGEL
Directora de Nuevas Creaciones (C )

N -
El anterior requerimiento fue notificado por fijacibn en lista, de fecha
i~ e EXAMINADOR TECNICO
CONCEPTO TECNICO No.969‘ Cédigo No.202078

o
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIRECCION DE NUEVAS CREACIONES

2020
Bogota, D.C.,

Abogado
ALICIA LLOREDA RICAURTE

ASUNTO - Radicacion 06008246
Tramite 011
Evento 378
Actuacién 411
Oficio B04839
Folios 002 :

Como resultado del examen de bﬂscjueda de‘anterioridades y con fundamento en el
articulo 46 de la Decision 486 de la Comision de la Comunidad Andina, se le comunica:

1. SOLICITUD DE SUMINISTRO DE INFORMACION

Como consecuencia de la blsqueda de anterioridades de materia relacionada con lade la
presente invencién, se determind que existen en el estado de la técnica los siguientes
documentos, que eventualmente afectarian los requisitos de patentabilidad de esta
solicitud;

-Muthyala ét al: “Los nucleos bicilicos ppuenteadoé'que 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) paginas 1589-1602, XP002313260.

-CHemical Abstracts Service, Columbus, Ohio, US; Gilber, Jacques et al: “ Inhibicion de
prostaglandina sintasa mediante derivados de di- y trifeniletileno: un estudio de estructura-
actividad”, XP002313261. 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 bioldgica de inhibidores de reductasa HMG-CoA nuevos.3. Lactonas de los
Acidos 6-fenoxi-3,5-dihidroxihexanéico”, 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
busqueda realizado para la solicitud WO 2005/012220 equivalente a esta solicitud
colombiana aqui estudiada, y no siendo viable la consecucion de dichos articulos por este
despacho, se requiere que el solicitante, en virtud de lo establecido en el articulo 46 de la
Decision 486 de la Comision de la Comunidad Andina, proporcione las publicaciones
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completas, con lo que podra realizarse un anélisis absoluto de la patentabilidad de la
invencién correspondiente a la presente solicitud.

Notifiquese el presente oficio conforme a Io dispuesto en el numeral 5.2, literal e), del

capitulo quinto (5), del tiflilo pripnéfro de la circular (nica N° 10 de 2001.

ALIX CARMENZA £ESPEDES DE VERGEL
Diredtora de Nygvas Creaciones ( C)

El anterior requerimiento fue notificado por fijacion en lista, de

fecha 0.9 43R 2010,
. .

CONCEPTO TECNICO No. EXAMINADOR TECNICO
- 969 , Cdédigo No.202078
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