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CARLOS R. OLARTE, mayor y vecino de Bogotd. D.C,, identificado como
aparece al pie de mi firma, actuando en mi cardcter de apoderado de la sociedad de
la referencia, respetuosamente me permito manifestar que SUSTITUYO el poder a
mi conferido por la mencionada sociedad en el doctor ALVARO CORREA
ORDONEZ, identificado con la Cédula:de Ciudadania nimero 79.143.366 de
Usaquén y con la Tarjeta Profesional niimero 20.281, para que sea él quien en
adélante,_asuma el trimite de la presente solicitud.
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EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCI N

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 527, DE

FECHA 30 DE ABRIL DE 2003, EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 20 DE JULIO DE 2003.

NOTA: Dentro del plazo de los seis (6) meses siguientes a pattir de la fecha de
publicacién en la gaceta de Propledad Industrial, debera solicitar y cancelar el
examen de patentabllidad so pena de que la solicitud caiga en abandono, de
acuerdo con lo establecido en el Articulo 44 de la Declsién 486/2000.
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7
1-(4'-rymuawn-y|tenyl)-2-(4' fluoropheny!)-5-

hmlhnpuﬂﬂlmwmmmhﬂd
mln;___ preventing & coadition selected from breast
aﬂomuidundwdlg

described above which 1a effective in tremiing or preventing LS

axld condition.

In another agpect this investion provides a method of

tremting or preventing obesity in mammals which comprises

to said mammal xn amount of & compound of
formuia ] and preferably a prefarred compound of formuls
I aa deacxibed sbove which is effective in tresting or pre-
vemting obesty,

In yet pnother aspect this invention provides a pharma-
cxutical composition for tresting or preventing breast cancer,
m-.ohlly cardiovascular disesse, hypercholes-

terolemis, endometriosis mx] proatatic discase comprising a
nnmdufhmhlndnph.nwnllywﬂﬁlg

The terme C,-C, chlaroalkyl and C,-C, favoalkyl
inclade methyl, ethyl, sropyl od dsomopyl substitnted to
may dexired degree with chlorine or fuorine atoms, from one
stom to full subsmintion The term Cy-C; cycloalkyl
Includes cyclopeniyl, cyclobexyl and cyclehegiyl.

Halo mesns chloro, bromo, jodo and flooro. Aryl (Ar)
incindes pheny] and naphthy] optionally subsdused with 43
one 1o three sabetituents independantly solected from R* a8
defined above. DTT means dithiothreitol. DMSO mesns
dimethyl mifoxida, HDTA mesms othyloe dismine tetrn
acld

Estrogen agonists sre hercln defined a3 chemicel com-
poands cxpabls of bhinding 1o the satrogen recepior sltos in
tissnn, and mimicking the actions of estrogen in
or move tismues.

Estrogen stagomigts ere hereln defined sa chemicsl cam-
pounds capshble of binding to the astrogzn receptor sites in
mammalian tissue, and blocking the actions of estrogen in
aos or move tissnes.

Ooe of ordinery skill will recogniss thai certain substitu-

i

il

aots listed in this investion will be chemicslly incompatihie g

with one another or with the heterostoms in the compoands,

ad will gvoid (hese incompatibilities

- pouads of this lavention. Likewise certaln fonctional groups
m:pmednlmdulqmm

wﬂ:hlh chemist of ontingry okill will recognisn,

3

8

be in & particular optical or geometrie confignmsion, AN such
isomers are included in this invention; exemplary lovorots-
1ory iscrmers in the cls configuration ere prefirmed. Likewise,
the chemist will recognize that varons pharmacentically
accepiabls exters And salis may bo prepared from certuin
compounds of thlg invenion. All of such esters and salts e
included in thiy invention

As osad In this spplicstion, prostatic disoase mesns
benign prostatic hyperplasia or prostatc carolnoma.

The remedies for the promatic diseases, breant cmcar,
obesity, cardiovascular disesse, hypercholesteralemin and
osteoporosis of this invention comprise, a8 active ingradient,
2 campound of formmis I ar & salt or ewter thereal The
pharmacentically scecpable salts of the compounds of [or-
mula I sre salts of non-toxic type commonly vsed, such as
sahts with argenic acids (a.g., formie, acetic, triflooroacetic,
citric, malaic, wtanic, methenemilfonic, benzenespifonie ar
tolusnesblfonic scids), inargenic acids (ag. hydrachloric,
hydrobromic, sulfuric or phosphoric acida), and amino scids
{e.g., mpanic or glotamic aeith). Thewa mlts mey be pre-
pared by the methods kngwn to chemists of ardinary skill.

The reznedies for prostatic diseases, breast cancer, ohesity,

microcapsules,
m.mm.mmmuc.lw
tions, snapensions and syrups.

The remedies for mostatic diseases, breast eancet, cbenity,
cardiovescular  disease,  hypercholsstericmis  and
osicoporoads of this lavention can be prepared by the meth-
ods commonly employed using comventiomal, organic or
inorganic sdditives, suxch ws en exciplent (eg., mcrose,
siarch, manniiol, sorbliol, hnne.mdlmue.
calcium phosphate or calcium carbonate), a hinder (e.§.,

cant (c.y., magnegium stearsie, Hght snkydrons dlicle acld,
talc or sodium Imoryl sulfate), & Savoring sgent (8.g., altric
acld, mmﬂwmpvh).apﬂnﬂu
(e-3~ sodium bexzposte, sodhmn

m:nﬂhud&ﬂﬂmm
ar scetic acld), & suspending sgent (o8-, mathylcalloloss,
mmmumm.dp&
a diloont »
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T it om0 e 30 B
-~ o . 23306 (b) maphthyl, opcionally substitated with 1-3 substito- ik,
BEY .+ (o=0.05,CH,CL); mp 260°-263° C. mmu:pnﬂenﬂynlndbunl‘- A,

@m’ tcats lndnpullaullly voecizd nm n..'m - ;
EXAMFLE [} () Cy~C, cycloalkenyl, optionally substituted with 1-2 .
Cls-6-(4"-hydroxyphenyl)-5-{4-(2-plperidin-1- substituents independently selocted from RY; _
ylethoxy)phenyl}-5.6,7,8 -ietrahydronaphthalen-2-ol (e} 2 five membered mml up to l!; .
Following the procedures described for the preparstion of o N s SO0 w%%mﬁm ;
Bxample 1, the tils compound was cbisined. 'H NMR “jg 1-3 subsiituents independenely selected from R*;
(CDCPy: 8 3.12 (m, 1H); 3.90 (m, 2H); 415 (d, 1H); (D » aix mambered hetarocycle containing uy to two
6.15-6.72 {m, 11H): FAB MS (M+1) 430. hetercatoms selected from the group consisting of
-O-, -NR?- md -$(0),- optionally substimuted with .
EXAMPLE 10 1-3 substitnents independently selected from R* or
13 {2) a bicychic ring systam consisting of a five or six
1 (4'-Piperidinoethoxyphenyl)-2-(4"- membcred heterocyclic ring fased 0 & pheny! ring,
hydroxyphenyl)-6-hydroxy- rid haierocyclic ring containing up to twe hotaros-
1,23 A-tetrahydroisoquinoline ydrochloride ENHR'F’ ulN;c’mdmfmm the group consisting of '-Om-;
Using the procedure of Example 3 described in step G, -NR™, NR " and -$(0),-, optionaily substituted w
subattuting N-2.chlorocthylpipecidine hydrochlaride for 53 i,l's substimonis {xdependently selocied from R,
mmwmmh li;l:l)‘ﬁv;l- ) _qc“’)’ m’nc_;
M was obtained. H (m' h 275 .
(m, ZH): 545 (s. 1); 6.50-7.00 (m, 11H); FAB MS(M+1) 83 2‘&';3&2"&?“" *
3. ¥ Gu-NRR%
EXAMPLE 1] ¥ & -Cl
1 -(4'-Pyzolldinocthoxoxyphenyl)-2-(¢4“-Buorophenyl)- (®) -G-.I—CH-;
6-hydroxy- 1,23 A-tnrshydroleoquinoline hydrochloride 39 % 'g'm
The titls compound was obiained uaing the procedurs of (e)-&(O)'-'
Brample 3 described in step A, substituting 4-fluoroaniline s
for 4-methaxyuniline. 'H NMR (CDQL,): § 2.12 (m, 2H); 0
385 (m, 2H); 443 (m, 28); 610 0, 1H; 7.5 (m, 2H); i
MS(M+1) 433. :
EXAMPLE 12 8 g‘(Ng;l)-
. -NR2CO-;
1-4-(Pyrrolidinoethoxypberyl)-2- © ®
phenyl-6-hydroxy-1,2,3,4 -tetrahydmisoquinoline @
hydrochloride
The titls compommd was prepared using the procedure of :
Bxample 3 described in step A, substitnting aniline for

4-mathoxygniline, *H NMR (CDCly): 5 1.70 (m, 4H); 2.70 S
Npifstm, 230); 400 (m, 2H); 5.70 (s, 1H); 6.60-7.25 (m, 12H), o

Y
8
5
I

, o -
() phenyl, optionally substitnted with 1-3 subatinenty
independently selected from R% ?3
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K] | R
{p) C,-C, alkylamino; 3, A compound of claim 2 wherein G Is
(@) C,-C, dislkylamino;
(r) -NHSO,R; Van
0 -NO: . - )
(v) -OH |
R’lgzgnlndepmdeuﬂyC.-C.dkylmmﬂﬂfum ;,
a 10 CRrbocyclic ring; ompound wharein [}
- R snd R in ring form may optiooally be substituted with :‘:M:mimrhmmpuq Ry
Up to three substituents independently sclected from 10 1,§ F
C,~C, aiky), halogen, alkoxy, hydroxy aad carhaxy; B snd E aro CH. 1Y i
.mmw“llmnlmhmwlymﬂm' G.MQmwmdddlhlwhldah .‘*‘:: M
phenyl ring: (=)-Cis-6-pheayl-5-{4-2-pywrolidin-1-yl-ethoxy) phenyl] T} t
ehslor 8 -5,6.7.8 -tetrahydronaphthalen-2-ol.
pis0,1,20r3; 7. The compound of claim 1 which is ) 4
gis0,1,20r3; Cis-6-phenryl-5-{4-(2-pyrrolidia-1-yl-othoxy)-phanyl}-5, ;f' j
and optical and geometric isomers thereof: and nontoxic 6,78 -iemabydronaphthalen-2-ok ﬁ
pharmacclogieally acceptable scid addition salu, 8. A pharmaceutical composition for treating or provent- " |
N-oxides, estars, and quatemery ammonium salis 2° ing oscoporosis conyrising a compound of claim 1 and 8 3RS ..
thereof. pharmaceutically acceptable carrier. R . o
4. A compound of claim 1 which Is of the fornmla: 9. A method of treating or proventing osteopoross i1 A L
mammal which comprises séminigtering to & mammal " ¢
29 mammnnﬂnmdw T 4
3 claim 1. ¥ :
’ mmmpumnordmxmnm-(s-«-ml ,
MVMIWWIMHWIMHM
rahydronsphthalen 2-ol g, 4
» £ ummpmddd-lmwmnaﬂqu o
. ypheny))-5-{4-2-piperidin-1 M)-MM‘I.I 4
” -tetrahydronaphthalen?-al, .
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$-SUBSTITUED-6-CYCLIC.5,4,7,8-
TETRAHYDRONAPHTHALEN2-OL
COMPOUNDS WHICH ARE USEFUL FOR
TREATING OSTEOPOROSIS

‘This invention relaies to estrogen agonists and antago-
nists and thelr pharmaceutical uses.

BACKGROUND OF THE INVENTION

The value of natumlily occurring estrogens and synthetic
compositions demonstrating “estrogenic” activity has been
in their medical and therapeutic uses. A traditional listing of
the therapentic applications for ssirogens aionc or in com-
bination with other active agents inciudes: oml contmcep-
tion; relief for the aympioms of menopsusc; prevention of
threatened or habitual obortion; rellef of dysmenorrhea;
rellef of dysfunciional uterine blecding; an aid in ovarian
development; treatment of acne; diminution of excessive
growth of body hair in wornen (hirsutism); the prevention of
candiovascular disesse; treximent of osteoporosis; trestment
of prostatic carcinoma; and suppression of
Isctation {Goodman and Cilman, The Pharmacological
Basis Of Themapeutics (Seventh Edition) Macmillan Pub-
Lsking Company, 1985, pages 1421-1423]. Accordingly,
thers has been incresaing fnlerest in finding newly synthe-
sized compositions and new uses for previously kmown
compounds which are demonstrably estrogenic, this is, able
1o mimie the action of estrogen in estrogen maponsive tissue,

From the viewpoint of phermacologists interested in
developing new drugs useful for the treatment of human
disoases snd specific pathological conditions, it s mom
important to procure compounds with some demonstrable
estrogen-like fonction but which ars devoid of proliferative
side-effects. Excmplifying this lstter view, osteoporosis, a
disease in which bone becomes increasingly ,more fimgile, iv
greatly amelioraied by the use of fully aciive estrogens;
however, duc to the recognived increased risk of uterine
eancer in patlents chronically trested with acive estrogons,
It is not clinically advisable to treat osteoporosis in intact
women with fully active estrogens for prolonged periods.
Accordingly catrogen agonista are the primary interest and
focus,

Qstenporosix is z systernic skoletal discase, characterized
by low bone mass and deteriaration of bone tame, with a
constquent increase in bone fragility snd susceptibility o
fracturs, In the US., the condition affects more that 25
million people and cauges more than 1.3 million fractures
each year, including 500,000 spine, 250,000 hip and 240,000
wrist fractures anmually. These cost the nation over $10
hillion. Hip frectores are the most serious, with $95-20% of
patients dying within ons yesr, and over 50% of survivon
being incepacitted.

The alderly are at greatest risk of osteoporoais, and the
problem is therefore predicted to increase significantly with
the aging of the population. Worldwide fractnre {ncidence is
forocast 10 increase three-fold over the next 60 years, sod
ooe smdy estimates that there will be 4.5 milllon hip
fractures woddwide in 2050.

Women are at greater risk of osteoporosis tham men
Women experience a sharp accalerstion of hono loss doring
the five yoars following menopmuse. Other factors that
inoresse tha risk inchude smoking, alcobol sboss, s sedentary
itfestyle and low calcium intakes.

Batrogen {s the agenn of cholce In preventing ceteoporosia
or post menopausal bone loss in women; it is the only

£
treatment which unequivocally seduces fractures. Howevar,
csirogen stimulates the uterus end in associated with an
increased risk of cndometrial eancer. Although the sk of’
cndometrinl cancer is thought to be reduced by a concurment
use of a progestogen, there is still concern gbout possihle "o
increased risk of bresst cancer with the use of catrogen. ‘t :

Black, et al. in EP 0605193A1 report that estrogen,
particularly when taken orally, lowers plasma levcls of LDL
and raiscs those of the benaficisl high denstty Jipoprotsins
(HDL's). Long-term estrogen thempy, however, has been
implicated in a variety of disordara, including an increase in
the risk of uterine cancer and possibly breast cancer, causiag
many women [0 avold this treatment. Recently suggested
themapeutic regimena, which sesk (o lessen the cancer rlak,
such a3 ndministering combinations of progostogsn and
estrogen, ¢auss the patient 80 caperience unacccptshie
bleeding. Furthermaore, combiaing progestorone with estro-
gen seems to blunt the setum cholestarol lowering effects of
cstrogen. The significant undesirable effects associsted with
estrogen therapy support the need to develop allamstive
therapics for hypercholesterolomia that have the desimble
effect on serum LDL but do not cause undesirable effects,

There is & need for linproved extrogen agonists which
cxert sclective effects on different tissues in the body.
Tamoxifen, 1-(4-B-dimethylaminocthoxyphenyl)-1,2
-diphenyl-bul-1-ene, is 2o antisstrogen which has a pallis-
tive effect on breast cancer, but s reported to have estrogenis
gctivity in the uterus, Gill-Sharma, et al., J. Reproduction
and Fenility (1993) 99, 395, discloss that tamoxifen at 200 .
and 400 mg/kg/day reduces the weights of the testes snd o
secondary scx argans in mals rats, .

Reccntly It has been (Osteoporoals Conference k.
Serip No. 181213 Apr. 16720, 1993, p, 29) that mloxifens, 1
6-hydroxy-2-(4-hydroxyphenyl)-3-[4 -(2-piperidinoethoxy)
benzoyl] benzo[b) thiophene, mimics the favorable action of
estrogen on bone and lipids but, onlike estrogen, has mini-
mal utering stimulstory effect. (Broast Caocer Ras, Trast
10(1). 1987 p 31-36 Jondan, V. C. &t al.).

Neubauer, e1 al., The Prostate 2:3:245 (1993) teach that
raloxifene treatment of male mts jroduced regression of the
ventral prostaie,

Reloxifene and related corapounds are deacribed us mnti-
snsogen and antiandrogenic materials which are effective In
the treatmem of certgin mammery and prostate cancers. 8o
U.S. Par. No. 4,418,068 and Charles D, Jones, et al., J. Mad
Chem. 198.4, 27, 1057-1066, -5
Jones, ctal in 1.8, Pat. No. 4,133,814 describe dartvativell

sgents s well as supprossing the growth of maniderd
fanors,

Lednicer, et al, J. Mad. Chem, 12, 881 (1965) deacst
estrogen xatagnaisty of the stroctors .
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(54) Use of droloxifene for the manufacture of a medicament for Increasing esrurm levels of

testostsrone
i
3! (67) The uss of a compound of the formula (1) or of whaerain:-
3 & pharmaceutically accepiable salt theraof: R! and R may be the same or diftsrent provikisd
B that, when A' and A2 are the same, each ls a methyl or
: athyi group, and, when A! and R are diferent, ane of
them ls a methyl or ethyl group and the other ls hydrogen
0—CHyCH N or a benzyl group,
ot 128 for the manutacture of a medicament for increasing se-
rum levels ol testostarcna.
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Deaoription

ROUND OF THE INVENTION

inmales, small amounts of sstrogen ars produced by aromatlzation of 1estosterons both inthe testes and peripharal
tissuas, Although present in only small amounts, generally lese than ona-fourth 1o one-tenth that In premencpausal
women, estrogen may play a rols in the regulation of the male hypothalamic pltultary gonadaxis, bons development,
development of the prostate and metabolic function. In the hypothalarnus, conversion of testosterons 10 estrogen reaulls
in negativa (sedback on gonadotropin releasing hormone and subsequent ganadoiropin releass. Estrogena thus nor-
mally reduce clrculating lestosterone and anti-astrogens result in correaponding Increasee. As men ags, the proportion hENE
of fat to lean tlssue gradually increases. Aromatlzation of lesiosterons in fat may lead to gradually Increased astrogen wr
to iestostarone ratios and negative feadback that raduces total tastosterons levels. .

Hypogonadism s recopnized as a common occurrence In older malas. A number of studies have suggested that -
hypogonadism may resull in soms of the oheerved decraments in muscie and skelatal mass asscciated with advancing IR
age. Recent studies hava suggested that androgen therapy produces a2 emall but significant improvement in muacle ¥y
sirength In eugonacial maiss. Testosterona deficlency has been associsied with hip fracture, and bone mass has been . :
correlated with testosterone lavels In older parsons. )

Males who recelved lastosterona had a significant increase In bioavaliable testostercne concentration, hematocrit, Coor
right hand muscle strangth and osteccalcin concentralion. Thay had a decrsase in cholestsrol (without 2 change In o
HOL-cholesterol) lsvels and decreased BUN/Creatinine ratios. Morley, et al. JAGS 41:149-152 (1993).

The estrogen antagonist iamoxifen has been used in males to treat advansced breast cancer. Treatment with
tamoxdfen has been shown Lo Increase serum lavels of testosterona in bath mammal and oligarocspermic men. (Lewls-
Jonse, at al., andrologia 18 (1): 88-80 {1987)). In addition, the antl-estrogen clomiphene is used o treat decreased
Ibido, hypogonadotrophic hypogonadiam and associated infertility, A potential role for antl-sstrogens in the oider male
has not been systematically evaluated.

Drolaxifene (Formula |, beiow, R1, A2 = methyl) is a new tissue-specific setrogan agonistianiagonist that is being
developed for the traatment of advanced breast cancar and osteoporosia. Although drokndfene hes been studied in a
foew men with advanced colon or pancreatic cancar, ila endocrine effects In the normal male have not been stucied,
Drolaxifens is chemically related to tamexifen, but in preclinical studies In rata is devoid of tamondien’s hepatocar-
cinoglcity. In humans, droloxiiens has a superlor pharmacokinetic profile with fewer, inactive, matabolllss a shorter
hatl iife of 24 hours (ve. tamoxifen's 1 to 2 weaeks and multiple metabolites).

SUMMARY OF THE INVENTION

The present invention relates to mathods for increasing aerum levels of tastosterone comprising adminlstering to
a mammal in need of such treatment an effactive amount of a compound of formula |

(D

R and R® may be the same or different provided thet, when R and Rt are the aama, each Is a methyl or ey}
group, and, when R! and R are diferent, ane of them is & methy! or ethyl group and the other is hydrogen of a banzyi il
gmp:crnphamcomhllynapﬁhuﬂﬂurgd.Aprdomdmpouﬂdmmhlﬂhﬂlﬂlﬂ'lﬂlﬁm ;i
methyl. A preferred sah is the cltmte salt. ;
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DETAILED DESCRIPTION OF THE INVENTION

EP 0 793 861 A1 W %

The prasent invontion concemns methods for incraasing serum lovols of testosterons in @ mammal. The present
methods Include both medical therapsutic and/or prophylactic treatmant, as appropriate. Low testosterone levels, as-
pecially in the aiderly, may lead tc Irallty, impotence and lowored fibido.

The mothods of this invontion are practicod by administoring to an individual in noed of treatmont an offective
amount of a compound formula |

0—CHpCH N

(N

wharein

R! and A% may ba the same or difforont providad Ihal, when R and R2 ara 1ho same, each |s a mathyl or ethyl
group, and, when R! and R2 are difioranl. one of tham @ a mathyl or othy! group and the other la hydrogen or a banzyl w
group; or 8 pharmaccutically acceptable sal thereol.

Compourds of formula | ara known in the art and osaonlially ara prepared via the mathoda described in U.S. Pat.

No. 5,047,431, which is hereby incorponated horein by reierenca. -

A preferred formula | compound is that in which R! and R2 each are methyl, This preferred compound is known . .
as droloxilene which previously has been deecribed as an antlestrogenic agant and Is useful for the treatment ol hor- -
mone dependent mammary tumors (U.S. Pat. No. 5,047,431), and for tho rolief of bono diseases caused by tho dafi- .
ciency of estrogon or the like (U.S. Pat. No. 5,254,584). Furthomore, droloxifeno is known to have less ulercirophic
aflect than othor antiostrogenic compounds such as tamoxifan.

Although 1ho iroo-base form of formula | compounds can bs usod in the mathoda of the presont Invention, it is
prelerred to prepare and use a phamacoutically accoptablo sah form. Thus, the compounds used in the methods of
this invention form pharmacoutically accaptable acid and baso addilion salte with a wide variety of Inorganic and, T
prefarably, organic acids and include the physiclogically accepiable ealls which are ohen used in pharmaceutical chom-
Isiry. Such salts aro also part of this invention, Typleal inorganic acids used to form such ealts include hydrochioric,
hydrobromic, hydrowodic, nitric, sulturle, phosphoric, hypophosphoric, and the like. Salts darived from organic acids,
euch as aliphatie mono and dicarboxylic acids, phenyl substituled alkanoic acids, hydraxyalkenolc and hydraxyalkan-
diolc acida, aromatic acide, aliphatic and aromatic sulfonic acids, may also be used. Such pharmacsutically acceptable .
salts thus Inciude acetate, phenyiacatate, fluoroacetate, acryiats, ascorbate, benzoats, chiorobanzosats, dintroben- l’:;,
zoate, hydroxybenzoate, methaxybenzcats, methybanzoata, o-acetaxybenzoate, naphthalens-2-benzoats, bromide, >3
hdanymo.phmylbulym B-hydrcerybutyrate, butyne-1,4-dloats, hexyne-1,4-cioats, caprate, caprylats, chioride, cin- - 3 .

namate, cltrale, formata, fumarate, glycollate, heplancate, hippurate, lactste, malate, maleate, hydroxymaleats, -5y
mnmu. mandalate, mesylats, nicolinate, lsonicotinate, nitrate, oxalate, phthalata, terephthaiate, phosphats, mono-
hydrogenphosphete, dihydrogenphosphate, metaphoaphate, pyrophcephate, proplolate, proplonate, phenylpropion-  <RE
ate, salicylate, sabacate, succinate, subarate, suliate, bisuliate, pyrosulfate, aulfite, bisullite, suifonate, benzenssul e
fonate, pbromophenylsulionats, chiorobenzanesulfonate, sthanesulionate, 2-hydroxyethanssulionate, methanssul- *
fonate, naphthalene-1-sulionate, naphthalene-2-sulfonate, p-tolvensaulfonate, xylensaulionsie, tartarate, and the filks.
A prefairad aalt Is the ciirate sall.

The pharmaceutically accepiable acid addition eatts ars typlcally formed by reacting & compound of fonmuia | with - ’}
an aquimolar or sxcess amount of acid The reactants are ganerally combined In & mutual soivent such -wmw .
or benzene. The salt normally precipitates out of solution within about one hour to 10 days and can be leolated by ' -}
fiitration or the sclivent can be stripped oft by corventional meana.

The pharmaceutically acceptable safts of formula | compounds generally have enhanced solubliily chamcterisiics
compared 1o the compound from which they are darlved, and thua are often mcre amenable to formulation as liquids
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ol beer.
4, Clinically significant abnommaiities on screening electrocardiogram.

The study 'a of pamatiel design and placsbo controlied comparing two doses of a compound of formula | at 10 and
40 mg/day ve. placebo for 14 weeks. Subjects ers randomized o compound or placebo. Testosterone ievels are maas-
urad every two waoks with the RIA, Coat-a-Count Kit available from Diagnostic Products Co. 6700 W, 85th Street, Loa
Angeles, CA 80045. A statiatically significant increass in teatostarone lavals over the placebo indicatea that & compaund
of formula | [s effective In Incraasing asrum teatostarons.

Claims
1. The use of a compound of the fonmula (1) or of a pharmacologically acceptable salt thereo!:

H
1
0~CH,CH,N
e (N
!!
]
-

whamein

A' and A2 may be the sarme or different provided thet, when R* and F2 are the same, each is & methyl or
sthyl group, and, when R and R2 are different, one of themn ls a methyl or sthyl group and the other ls hydrogen
or & benzyl group; lor the manufactura of a medicament for increasing serum levels of testosterone.

& Ause acconding to claim 1 wherain the compound of formula [ ls a compound wherein A and A each are methyl,
or a pharmaceuiically acceptabls salt thareof.

3. A ues sctording to claim § or 2 wherein sald aalt thereof is the cilrate salt
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Folios 0

Como resultado del examen de patentabilidad de la solicitud de patente de
invencién, realizado segun lo establece el articulo 45 de la Declsion 486 de la
Comisién de la Comunidad Andina, se notifica el siguiente concepto técnico:

Titulo de la solicltud: "Composiciones y Procedimientos para el Tratamiento
de Afecciones que responden a Estrégenos”.

1. Documentos estudiados

Para el presente estudio se tuvieron en cuenta el capltulo descriptivo
comprendido en los folios 229 - 327 y el capltulo reivindicatorio de los folios 328
— 361 de la solicitud.

2. Objeto de la Invencidén

El objeto de la presente solicitud de patente de invencién consists en:

Las relvindicaclones 1 — 17 y 31 se refieren a un procedimiento de tratamlento
que consiste en administrar un compuesto de férmulas (1), (1A), (11):

r—a
D

<

T

o

m

.-O\.-' (1A)
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Las reivindicaciones 18 - 28 se refieren a un estuche que comprende una
composicién farmacéutica e Instrucciones para utllizaria.

Las reivindicaciones 29 — 30 se refieren a una formulacién que contiene un
compuesto de férmula (1)

El problema planteado en esta solicitud es la necesidad de tratar artritis
reumatoide, cancer de colon, heridas de tejidos, arrugas de la piel, cataratas.

Para resolver este problema técnico la solicitud en estudio proporciona un
procedimiento de tratamlento que consiste en administrar agonista/antagonista
de estrégenos, de formulas (1), (1A), (il).

El objeto de la Invencién definido anteriormente se clasificd de acuerdo con la
IPC: A81 K 31/138 /I 31/435 /I 45/00 /I 45/06.
A 81 P 5/30 // 5/32 Il 15110 /I 15/12.

Tamblén se reivindica prioridad de la Solicitud de Patente de los Estados
Unidos US 80 175 752 de enero 12 de 2000, con respecto a la cual la fecha de
presentacion de la actual solicitud cumple el plazo méaximo permitido.

3. Excepciones a la Patentabllidad

El articulo 20 de la Declislén 486 establece: "No serdn patentables: d) los
métodos terapéuticos o quinirgicos para el tratamiento humano o animal, asl
como los métodos de diagnéstico aplicados a los seres humanos o a animales”

Las reivindicaclones 1 — 17 y 31 se refieren a un procedimiento de tratamiento
que consiste en administrar un agonista/antagonista de estrdgenos, de férmulas

(. (1A), (11).

Se observa que el procedimiento de tratamiento de las reivindicaciones 1—-17y
31 que comprende administrar un agonista/antagonista de estrdgenos, no es
patentable de acuerdo con la norma citada, que especifica que /os méfodos
terapéuticos para el tratamiento humano o animal no son patentables.

En conclusidn, el procedimiento de tratamiento de las reivindicaciones1 - 17 y
31, que comprende administrar una composicién, no es patentable de acuerdo
con el Art 20, literal d), de la decision 486.

4. Unidad de Invenclén
El articulo 25 de la Declsién 486 establece: “La solicitud de patente sélo podré

comprender una invencién o un grupo de invenciones relacionadas entre sf, de
manera que conformen un Unico concepto inventivo”.



#C

En una solicitud de patente se puede reivindicar:

a) una sola Invencién; o

b) un grupo de invenciones relacionadas entre sl por un nico concepto
Inventivo.

Cuando se trate del caso b), se debe considerar que el concepto inventivo Gnico
que relaciona las invenciones debe ser técnico, cumplir por s| mismo con los
requisitos de novedad y nivel inventivo, y ser comin a todas las
reivindicaciones.

Las reivindicaciones 18 - 28 se refieren a un estuche que comprende una
composicion farmacéutica e instrucciones para utillzaria.

Se observa que las relvindicaciones 18 - 28 que se refleren a un estuche que
comprende una composicion farmacéutica e Instrucclones para utilizarla, no
mantienen el principio de ia unidad de invenclén porque la composicién no
pertenece al mismo campo técnico que las Instrucclones para utillzarla.

Dichas instrucciones para utilizarla pueden ser protegidas mediante el Registro
de Derachos de Autor.

Debe hacerse la correccién respectiva.
5. Determinacién del Estado de la Técnica

El articulo 16 de la declisién 486 de la comisién de la Comunidad Andina que
establece que "El estado de la técnica comprendera todo lo que haya sido
accesible al publico por una descripcién escrite u oral, utilizacién,
comercializacién o cualquier oiro medio antes de la fecha de presentacion de Ia
solicitud de patente o, en su caso, de la prioridad reconocida.

Solo para el efecto de la determinacion de la novedad, también se consideraré
denlro del estado de la técnica, el contenido de una solicitud de patente en
trémite ante la oficina naclonal competente, cuya fecha de presentacién o de
prioridad fuese anterior a la fecha de presentacion o de prioridad de la solicitud
de pafente que se estuviese examinando, siempre que dicho contenido esté
incluldo en la solicitud de fecha anterior cuando ella se publique o hubiese
transcurrido el plazo previsto en el articulo 40".

Considerando que la fecha de presentacién de la primera solicitud de patente
de la cual se reivindica prioridad es enero 12 de 2000, se consultaron las bases
de datos y los archivos con que cuenta la entidad con fecha de publicacién
anterior y se encontraron los siguientes documentos que anticipan los
compuestos mencionados en esta solicitud:

No. Documento Thtulo Fecha de
Publicacién

D1 US 5552412 S-substitued-8-cyclic-5,8,7,.8- Sep 3, 1988
tetralydronaphthalen2-ol
compounds which are useful for
treating csteoporosis

D2 EP 0 763 881 Use of droloxifeane for the | Sep 10, 1897
manufacture of a medicament for
increasing serum levels of
teatosterone

6. Evaluaclén de los requisitos de Patentabllidad
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El articulo 14 de la Declisién 486 de la Comisién de la Comunidad Andina
establece que “Los Palses Miembros otorgarén patentes para las invenciones,
sean de producto o de procedimiento, en fodos los campos de la tecnologla,
siempre que sean nuevas, tengan nivel inventivo y sean susceplibles de
aplicacién industrial”.

En cumplimiento del articulo 14 de la Decisién 486, se procedié a evaluar el
cumplimiento de los requisitos de novedad, nivel inventivo y aplicacién
industrial, con el fin de establecer la patentabilidad de la invenclén relvindicada
en la solicitud en estudio.

Evaluacién de la Novedad

El Art. 16 de la Decisién 486 de la Comisién de la Comunidad Andina establece:
“Una invencién se considerara nueva cuando no esté comprendida en el estado
de la técnica. El estado de la técnica comprendera todo lo que haya sido
accesible al publico por una descripcién escrita u oral, ulllizacién
comercializacién o cualquier otro medio antes de la fecha de presentacién de la
solicitud de patente, o, en su caso, de la prioridad reconocida.

Solo para el efecto de la determinacién de la novedad, también se consideraré
dentro del estado de la técnica, el contenido de una solicitud de patente en
trémite ante la oficina nacional competents, cuya fecha de presentacién o de
prioridad fuese anterior a la fecha de presentacion o de prioridad de la soliciud
de patente que se estuviese examinando, siempre que dicho contenido esté
incluido en la solicitud de facha antenior cuando ella se publique o hubiese
transcurrido el plazo previsto en el Art 40".

(Elzt)a ao;)lic‘rtud menciona agonistas/antagonistas de estrégenos, de férmulas (1),

(m
So observa que los agonistas/antagonistas de estrégenos mencionados en esta



solicitud eran conocidos, asl:

D1 ensefia compuestos de férmulas (1} y (IA):

<o
s (l) fé-ol' (|A)

D2 ensefia compuestos de férmula (l1).

S ®
" (1))

Se observa que los agonistas/antagonistas de estrégenos mencionados en esta
solicitud no son nuevos.

Evaluaclién del Nivel Inventivo

El articulo 18 de la Decision 488 de la Comislén de la Comunidad Andina establece que
Se considerard que una Invencion tiene nivel inventivo, si para una persona del oficlo
normalmente versada en la materia técnica correspondiente, esa invencion no hubiese
resultado obvia ni se hubiese derivado de manera evidente del estado de la técnica.

Las meivindicaciones 29 — 30 se refieren a una formulacién que contlene un
compuesto de férmula (1):
"zl—a

B—Y
l

D1 ensefia compuestos de férmula (I):
"r—o

II—T

L

)

Se observa que:
i

(a) debido a que el compuesto de férmula (l): 'CZ-F era conocido en la
anterioridad D1, una persona de habilidades ordinarias en el arte adaptara
facllmente el compuesto como princlplo activo de una composicién
farmacéutica;

(b) las reivindicaciones de esta solicitud no mencionan una caracteristica que
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conceda un efecto diferente o especial al compuesto de férmula (l):
ot

'CZF , Nl a las composiciones preparadas con él, que pueda considerarse
como un aporte a la técnica, asl que son obvios para una persona versada
en la materia;

(c) el problema planteado en esta solicitud que era la necesidad de tratar artritis
reumatolde, cancer de colon, heridas de tejidos, arrugas de la piel,
cataratas se resuelve proporcionando un procedimiento de tratamiento que
consiste en administrar agonista/antagonista de estrdgenos, de fdrmulas (1),
(lA), (Il), es decir de la misma manera como se resolvia en las
anterioridades;

(d) el resultado obtenido: es decir las composiclones farmacéuticas que
contienen el compuesto de férmula (I) no es inesperado;

(e) no parece haberse superado un prejuiclo técnico anterlor, con las
composiciones farmacéuticas que contienen el compuesto de férmula (I)
propuestas

de manera que el objeto reivindicado no tlene nivel Inventivo.

6. Conclusién

En conclusidn, los requisitos de patentabllidad de la presente solicitud estén
afectados asl:

ltem Documento Reivindicaciones Requisito que afecta

_ afectadas
D1 US 5552412 1-17y31 Novedad
- 20 — 30 Nivel inventivo
D2 EP 0 703 061 1-17y 31 Novedad

En cumplimlento del articulo 45 de la Decisién 4868 de la Comisién de la
Comunidad Andina, se le indica que debe dar respuesta dentro del término de
sesaenta dias contados a partir de la facha de la notificacion 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 ol presente oficio con
e), del caplitulo quinto del titul

a lo dispuesto en el numeral 5.2, literal
rimeyo de la Circular Unica No. 10 de 2001.

CESPEDES DE VERGEL
Jefe de la Divigién de Nuevas Creaciones.

El anterior regu,erimiento _-fue notificado por fijacibn en lista, de fecha

CONCEPTO TECNICO EXAMINADOR TECNICO
No. 1352 Cédigo 202007
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SUPERINTENDENC'IA DE INDUSTRIA Y COMERCIO ﬁs

RADICACION: 0-8T925 EDICTO No. 808

LA S8ECRETARIA GENERAL AD-HOC
HACE SABER:

Que esta Superintendencia profirld Resolucién No. 3878 de 20-DIC-2000. Qus ol contenkio de la parte resolutiva es como sigue: El
Superintendents de Industris y Comercio.

RESUELVE

ARTICULO PRIMERO: Nagar o priviisgio de paients de Invencidn para la soficiud
comespondienta a “COMPOSICIONES Y PROCEDIMIENTOS PARA EL TRATAMIENTO DE
AFECCIONES QUE RESPONDEN A ESTROGENOS".

ARTICULO SEGUNDO: Notificar personaimente el contsnido de la presante resalucin
al doctor Alvaro Commea Ordofiaz, o a quien haga aus veces, en su calldad de apoderado de
Pfzar Products inc., entregdindols copia de la misma, advirtiéndole que conira elis procade
ol recurso deé reposicion Interpuesio anie ol Supasintandanie de Industria y Comercio, al
momento de la notificacidn o dentro de loa Edl-hlbhmaoh.

NOTIFIQUESE Y CUMPLASE .
Decia en Bogotd, D.C..abbs 20 DIC. 20

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO,

Pama notificar a los interesados, ee flla o EDICTO en lugar visibia al pdblico en la SUPERINTEN DE INDUSTRIA ¥
COMERCIO, por ol término de (10) diez dies h conindas a partir de las 8:00 a.m. de hoy.

Secreteria General Ad-Hoc 10-ENE-20072 Este edicio se desfija hoy 23-ENE-2007 a las 4:30 p.m.

Secraetaria General Ad-Hoc

EDICTO No. s08

http://10.20.1.11/Documentos/ApEdictos/edictos.php?fecha=10-1-2007&kini=120 09/01/2007



