
e,. . . .... 

4 
- . .. 

X d6 

SUPN1 LNDENCiA DL INDUSTRIA Y COMLRCO 

- . - 

N.O6i 
srn-. U&-0000 ll 

. u j :’"" ’" . . . fh&: 200802-27 16:19:28 Dep. 2020 NUECREACPOM 
Th. 11 PATETiYj. .. eve: 379 FASENACONALII 

) ERl1NtNCA . . At.40OOPOSOBSERV1ER -FoIos:59 

FORMULARIO IJNICO DE OPOSICION 

\\ 
if 

I I> k 
+ 

\ 4v)(\ 

mi 
2 

" N1fle 

ôuÆItcp 
)\ \’ , 

- ,-\ - 

’ 
\ 

8io&ot463+à  \ 

Xl›

ft 

X 

Off 

C 
: 

\ 

� _ . - .Nombre: JosØ Luis Reyes ViJiamlza . - - - IDN71FICACION - 
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FUNDAMENTOS DE LA OPOSICION: � � �� . - �. � 
Causal: Incumplimiento de requisitos de patentàbilidad (Titulo ll Caituo , Decision 486 de 2000). Se vtolan lo 

articutos 14, (tas patentes de invendón deben ser nuevas, tener 

nivel inventivo y ser suceptibles de aplicaciOn- indUstrial) 18 ( una invenciôn tienØ nivet inverdivo si no es obvla pars una persona versada en is meteria) 20-cl (los mØtodos - . terapØuticos o quirurtcàs para el tratrn1ento humano o animal, asi come los mØtodos de diagnOstico apitcados a los sores - - . humanos o a animates). � � � � . � Justificaciór,: VR ANEW . - � � . � - - - ..= - - -� � - - 



Comprobante de pago No 42r� f OO (OposcIon) Fecha_7’ 2 Y t2CJ 
(Prórroga) Feoba. . . - 

Anexos: 

I1 Comprobante de pago de Is tasa 

II Poderes, Si fuere el caso S 

M-1
 Pruebas de los fundamentos de la oposiciOn 

MI Certificado do existencja y representacion legal de las partes, cuando sean personas Juridicas 
� 0 Documentos quo acrediten el legitimo interØs, Si fuere el casó 
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OB!JOR ThM 

fr inwhiclilaa $ulity f substantiafly 
tinie-

unlindte& iinkd taking pos and -optiia11y having . sequence lasting scver1 years 

and w$ch in each caw oinpi4s at least one taking cycle th a dumbojieonstant 

phase lasting several days within th particular taking period and a tkin pause 

WS* sveraly, in*" taking phase rphase per day adninistratinn tabs 
- 

f a daily unit with at least one cntractiwly c1irrg hormone coxonent such as 

estrogen an4/or gestagen and in the t*iiig pause or pauses a minisfration takes place - 

either of plavebos fiee f1om any bonnone comonont or. the particd1ar tsking pause: 

rcmains entirely a aiinstration-free and the duration of the taking phase or phases of at 

least th thial talong period lasta at least 22 days as well as an admuiisttatton fonn for’’ 
S 

paitiadlfor r?o the àthreIutied ecess with . - - - - - p 

a rpackaging unita, which in each case heve at lea$ one set <f daily units to be 

- adminiàred  within a taking cycle of,a t*h period, within which the duration ot’ the - taking phases is ustant aud compriªg in aoh. -vase one taking phase And a - -and which

 in each case coinpdse ast one munber of taking pauseat le - hmonedaly units co pondiugto ftaqration4 the taking phase or phases, - - - - case -with a content of at least one c r---pthely acting hormone-component, such as - - estrogen and/or gestagen, as well as a number abes corresponding to the duratiot - of the taidug pause or pauses rd the duration of the taking phase or phases of at least - the last the taking periods fb1towin the Thst taking period athounts t< at least 22 - - - - - - - - - Oral contraveptives arc typically taken for a 21 day period This taking pha* generally - - - -. foltow a 7 day taking pause leading to monstiustien (withdrawar blee4lng) This - - - - - taking rmerz was developed in around 9O because it  largely corresponds to the - - - - - naiiraltyele but there is no rAvdiai reason for this. - - - - - - --- -- - - - ---- - - 
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WO G2rnLtt PcP41/1e24i7 

300 mg ixte1nve of noreflisterone eianthat 1.5 to 4 sive of kosperinone, i0 

Jo- 50 g iæcluve of 066YWtadioj.25 to 50 ginclsive of mestranol and/or 025 to 

luaiv of stradiol (as aeprasentative ofnatizral estroen). 

Intho oftioistr4onfotrn ceordh to the inventiott ia also poO b1e for at least on 
= 

of the packaging mits er taking pause to cojWt plaebos iira nimber eorr-ejxming 

to the dixation of the taking pause. 

� J1ænallypossiblefor the boodssgetobeauccesthve3yreiueed 

betwe taking periods 

The irnkention is bsed on the swi4.g nding that it is posib1e to solve the set 

pro blen ithst the taking haes at $ esivety extended betceen taking intervals: 

The 
nuuib 

of vaiiiat spotting snub kthrouh bleeding effeots o uing at the statt 

is re4ucd as eoinpared with those regs in which as froxii the start the taking phs 

is longer than 21r 24 day& Thó een cg to the aetn e pticulstly 

awtable for first users of oral contraceptives wishing to reduce the number of 

with 
wal 

bleedmgs 

The aMnustraluon of the dosage unts takes place m such a way that said dosage uumts 

are bundled as a taking cycle If adiunustratton s g to be in tablet loun then the 

tablets for a teking cycle can be ad dsteŁd ’with a bliater. The bundle or btaidlea 

req34red or a iadxig period e oered ’in paek forrn The packs for diIereut tag. 

- periods e clearly niEked as suelt As the rniznber of taking cycles of the final taking period is a- prion imknown the nirnber of bundles contained i based oii reasons not predetenined by the prIt is naturally possible to use other a nitra’ fonns. in the case of oral tiłn capsules and the like can be used in lad ’t of tablets, Trsnsdetna S - - admiiustr4ion poss1Witre mitedtpiasters, can1s geJstcit is also posie to use 
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Ztl I mcesa for hmonai c tt-aoeptini. in which a plurality I stantiafly time-

u1iinted, lmked takbg peri$s aM opteeally havu asequcitce lasting sevral years 

ant an ueb in eack ease cmprse at least on t* yele wiii a iitrstiimt 

tabu phase lastini seeraI days Withto the tiMar takmg period ant taking pause 

Jastg several days in winch taking pse or phases per day a ninstrabon takes paee 

of44 1  unit with at least one tmitMIy etug 1orinone mpQtLexlt such as 

eb$oçen. andfoi gestagii, and in the takg pause or pauses a nlstratti takes place 

either of piacbo free from any honnone corxieut or the teular t pause 

rein enthety tratee and the dtuatlon of the taking iha or phases f at 

leag the na1 t gód1ass at least 22 days acterzed n that The duration of 

the ta1ug phase or phases in any tan pario5 preceding a Uowing taking pened s 

hort* than in the m eachaae following taidngperiot 

2 Prcess aeeording to e1nn L char,aetexized in that the flnai tatang peitod’ starla at the 

’atest ’pith the tenth taking cycle 

3 Proeas according to iann I o 2, cbaictetbcd in that n at least one taking period 

� &C Itul rtakl phasd 1artakp4se. 

4 
ProÆe a rding to olaun I or 2, ch actcriwl hi that n at least one tskir period 

the paitular taking pause prcceder the particular 
*no oh  

Process according to one of the prcce ulahis eMractcned n that the duration 

of At’ least one of the takhig pauses is 4t  10(10& 

6 Pnocis according to elaun 5, characterized in that thedura4on of at least one of the 

takingpausesis7daya - � -------------- ---– ; _-;----- --ff---- -� ---- - 
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17. ? c ordig to one olthecains 9 to 16, chata eid i that the duration of 

he tWng hascorpsot1stthe1thigpodisatt 110 days. 

� of it Proeós  gocor4ing?tol one of the c1s 9 0"11, diatterized æ that th dutation17 
theorps dot 1aitakingputiodisa.maxitmof ISO days, 

19. ?roc aceoding to ono of the pecediug c’aims, hracterize4 ä that as ornione 

or o inents tiseis fctinoe acetate i&a gejdaity 

it 0-f-0.5 th3m no1usvo, tomgino1usive, deogstre10.05 

to 2 ingindustve, dienogest 1 to 3mg indusive gestoden 003$ to 
0.1-

 mgh1uri 

1eVinoestre1 0.025 to 0.3 ing incMiive, lynàstrenol  O5tO itg tocinsive 

acetate 75 to 200 mg inhidve, ioristemn (U75 to 1.5 mg 

iorgestmiate U to 0.3 mg inQ1usive norgfre1 G015 to,"’ m ichsive 

� nthsterone *cetate 015 to 1#4f lOG to 300 rag : 

inc1isive, d peth*orie Ii to4 tnc!nsire, ethin4estradiçt 10 to 50 g ic1usive,’ 

stmnol2S to 50 g me ire atidkr tradio1 (as a s*itatiw of iiatuia1 cstogen) 

025 to -4 mk inclusive 

� 20. PiesS acconting to one of p re dng c1aims characterized in that the horrae 

component doesge s snceasewely ecrease4 between taking periods 

21 A instration form for ho moxtaic itraepton, particularly for prfonnmg the 
� 

� process aeeording to oe of the precedingdÆns with a phulity of Poe kxi uaits, � 

svluch in each case empxise at least one et of 4arly units to be a irnstered ’within a 

taking ye1e of a taking period, wzthm wrie1i the duration of the taking phases is 

Jk constaht ooiripnsing in each case a taking phase a$ a nerglibouring taking pause and 

� s1b in each ease Jiave a nuniber of dy ti one units co oitding to th duration � 

of the taking phase opbasea, with meseh case a eontent of afteast ozie contraeeptwely 

� acting boone eomponnt, such as esogea anVor 
� 

� xiunibc of pacebos corres4iiig to the duration of the taking pÆue or pwsa, the � � � � 

� duration of the taking phase or phases of at 1cst the last àf  the Oxon  following 

� � - - � � � - - 

� 

-

 14 

� ��-�-----�-- - 

� 

-: 

/ �-� 

� � � �� � � � � � 

�- 

� : 
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1 

PCrrEP1/l2o7 c5-’-

11orgestrel, 025 to 3 mg imJuswe Of oretiustorocie acetate, 100 to 300 mg inclusive of 

norestisterone enanthate, 1 5 to 4 mg m1uive of drosperinone, 110-to 50 g rnolnsrvc of 

ethmy1estrado1 25 to 50 sg inclusive o(metrano1 and/or, 025 to 6 mg rnc1usic of 

estra&ol (asa rpresentative of natural estiogen) 

3 Ad uinstration form iccording to one of the c1aitri 21 to 34, £hlracterlzed in that at 4 

’east one of the packaging units per takmg pauc has plaoebo$ in a number 

corresponding b the duration of the piirticu1r taking pause 

37 Administration form according to one of the claims 21 to 36. eliarcteuzed in that 

the hormone component dosage successively decreasesbetween takg periods 

:� � . 

................. 
- 
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OtflS P1G 4 i agraph showiig the ini1m v doJndo. [241 Th obain a Mm sapid rate-d lulinn, it b 
att uE tthiny1 adol from tabht otes Thie pferrd t ric1nde rries dx pout wicb uct to 
upiesªting dUcrertt tt bauhes and atkuofbôtb active ube iccaJ1xanfdcs of 

� 
JG. 5 ita ph bowiug the in vitro ion SOth asrms and iect ichcte ’sla* that ae 

atc of iiinvtcstfadiol ir<mt lnt-eoail tabet, digiet solubte water such as CehUIOSe vativcal car 

tinex re acnting dfftrent test batebca. - hoypro 

- 
pyntothy c1ne ettd snrc, gelatin or 

DtTA1W Df$CLOSUR. O1Th NVtT1ON rohdoue. In patticua it appears tgh 
l02OT, brospk nefr which ay be pcepaed substan- iuypyrre1idone might be ticuIarly helpftil to 
tialy as deribedin, ł U.S. tat. No. 4,12964r WO iOte hełtttiOr.  
9M673S. is a spamiay soluble sntoce in water- and 
as batters at various p11 values. Purthermore, dro- 0U251 The SUOfl OIThu nwenls)n pnd*b1y OO 

to an inactive isorom tanouc in an aittuunt corresponding to a daily 

conditinas and hydrolysod tnler elkaline dftIdns 1- iOd5 O fr0 ubO*tt 5 to abottt 35 mg, in parUctdac 

erastre good bio.avaitabllity of the c pone& it is therefore about 3 mg. The amount of eThiystradiof pretmably 

adeautageously presided in aknotbnt totns rapid mgtd 

dissolution tber about 004ing, in p t ar-front about 0.015 mg to about 

O2t It has surprisingly been found thet wijes 
Padjeld 

’Y P0 tOn 

spkenone in provided in mieannized form so tbt ar a of nanune Poudtn t a dailY-
dosugeof Ilium about 3.0 to about 3.5 mg and cthmylestra-

of the nctis-e substance have a suri’ace area more 
10klcm/g, r.d th gp-l4s&ndiol in an amount ending to front about 0.015 to 

- 2. about 0fr3 ng. 

ill a gwce bgdi with a diatoeter of c than 30 t, and . . 

L Apart 0nt itnabild to tzahtbrt ovia1atstn the 
pre&raMy20pcieswthanteterof10aanand lam bees Smnd to Pb  

30 )ie n$ rtnecttricol n io intion 

- of the active compound from the c oposiUo ecuts Iii vitro-
or treatanent of 

� 
- 

Iid (rap1?0 dissointion" is defined as aletine of at inant 
- 

- - disorders, to partivular acne use may he independent 
70th over about 30 tuinutes, in p Iticuhir at least 80% over 

leutes, of drespunone from a tablet prepaiat
 

atiOn 
front t c)000nutant wttl ttt use as. cuttLfaeflttsut ths 

� 

closed above. urthermors, suace drnepisennne an aldus-
Wone aagtun, pntpe as 

� - � - - 
-,C. WetraiwJ by th? us xm 

- - 

the watprretcntwe ptttpctttcs ol’ 
USP dissDultion teat apparatus 2. at 50 rpm).Instead of 

tbnt4 to. � - - 

providinkosnoneinmitofotat,ftisealbk 
� � 

- - - to dissolve it in a suitahin tolveot eg. methanol or tiy1 O027 Ins tobodjuacat, the invention relutds tn - - 

- - - acutate, and ayL unto tito srEste of uteri carrier particles a rataceutical preparation consisting of a uuntber of 
- -’ follewed by incooration of the particleS containing dr4 ypozkaged and indivifly ovin deity doe- - 

spirenone en ttndr anrfac itithe GOtuip(*ition. 
� ge anitsptaced to a pacleaging unit ind intended fpr � 

- - - - 
� 002.3 Witbont wieblog to be limited to any parilanlir - 

uini1nlstrteron for a period of nt teat 21 countuutivc days, 
wh erein f said daily dbsdge- Unis ccpilaes a coot-each 

- - - - - - 

theory ft appea that the n vit’e issnIufion raje o’ - 

SPtO one-iS Comiected to the dissofutiort rate izavivo mseg- binationof pirtutoitc in an athouzit of front about 2 tug - - - 

- 

ing in rpid absorption of drusiasuone in -vivo .da i - to about 4 tog and ethinytestxadiot in an atmunat horn about � � � 

- iU1sttiOO  of the cooand. This is an ad Il0ltoatU5g: � - � - 

------------- 

- 

- 

- - 
because isomcdzation of the oantpouzxl in the gastrin-ouvi- 
rootnent andlor hydrolysis in the intestind s sebstantlaily 

-- -- . - - - - 

L28I one li,odnaamt, the priparahon -fiitthor e-oto 
teduced, lsadlpg to a high bloavaitabiluty of Thu ctanpohnd. P7 Or less said dail’ dosage autOs containing no ctIvc - -- 

- ageut. Ahereaiisteiy, it is posaible tO include, in the dosage . 

[OO23 With respect to eihanyIstradio1 whuth m also a remen, a period of 7 dave-car less ditriug whiela no oeagc - 

- snnybte-substaece, though lese- sensitive 10 units are ingested. For co lance. reasopS, bonvr,4t ’nay damn than duepimenone coder enndflutm PfuVeding to I dude an appropriate nujuberoebboaks in 
� ; - - 

- 
gastroantestinaltract4 it ta aIo an advantage to provide it 10, pntj which case the total number rt daily 

- 

- nntaoatzed form or sprayed front asokinon,04. In etbaito1 dosage tinits In the pasparaalon is at least 28. The indbsitm 
- onto the .wfaer of itna,t earricrp intm. This has the added of blanks, or the pill-free days, will then trigger withthuwat 

- 

- advantage of faftatiug a more heniogenonsdlstthution of bleeding. - 

-� the ethinyosrradiolthrceoutThe composOloit which might - � - - - 

- - - uthdvwise be dIIdIdt tn obtain because iny1dsttadiu is 7, one-phase cOitWOOitOn, - 

incorporated ha extremely safl amounts. Wijeit t1ai- i.e. a. pxepation wherein the anuntotsofehhter active agent - 

- 

- 

nylestradiol is pm-tided in ’ninronimil fruit, it prethatetly rentties constantfor ills entire at least 21-day period, or the 

- 

- - - has the £OJWITIg particle size distribution as determined - 
- amounts f thther-r both active agents may be varied over - 

- - 

- nhdeli themieiiuscopei IIXJth of the pnrdeIs haven dinru*r the- at east 21-day petid to generate a mu1tiple-phae ’ 

- - � of l50nu, 99% of the psiticles have a etecofI25 preparation, e.g. a two- or three-phase preparation, substan- - - 

tw495% oftheparticleshaw adathcterof!Ih0um, ad tially asdisciosedin, e.g., bP148 724. Incase of multiple- - 

- - - 
- 50% of the particles have a diameter of 3.0.sm. Further- phase pr-epatatlon, it may, tie possible to include  

- 

mofe,aan patticte iglhef titan 26pmand lGparticles estragealsutth asestmdkil,e.g. teananlount offromabu1 
- 

diaiietdr of l5em and ggQnrn, - 
- 0.5 mg to abOut 4 tug per da instead of ethinylestradiot � - - - - 
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- 

-Oftit it g spray4 from a sotttknto tiç1sr  mxrs theuf v be ust. drroat 

stain ne o muo or - 

ceuiatypbfe epn tha mroo distiotof thikrors  such as 5Iine, traacath. stat or tardr 

asto rothot rapfd detatves. ejthose ot 1ttos vativas r x1ary 

:of _dm?pijr 11**o 40d Ny thytiW- : thor i’at1s thereoll TrL1oo ion 
o oaFacbeWstrtirm xamp1 sab ecens also sritab1y coneio one or njor thet uhanc 

Wers g ugas uci as lactose tCósO ot pttOn- tboegk the fasbe sails or dnvatie 
cru,igar’WAsrbbe1or%ylito thorerf ad,tc o ho1ip4. ntabl cnoai fnnt-

ai- a wtteat, corn or potato steroh modifta4 teis* ations na for noe, ttrade ii a sanaor aia1ogrnas to 

or sodbe tarb $lYOOIte, bioant5 aqb as tate, maW- thntdeScrbei in WO 4157 for3k oestrt Afler 
- 

sasm Mearate caktem stearate eol1oda1 sltea or teanr natw4v, trausdetmal mataUnas may, be pepared aecrnd 
- acir4 end binrtei sach as pyinypyrroUdooe, tose to to1ltod 4iscosed in eg, 8 W aterry. 1)rxtaso 

da1es c oymothyl iinose tydtoypmy1 celiu togioat Lonnlation, aieon A$orption" Marcel 
j, y Win, "Trans.. - 

giarin or pag oraL 4bsae ai sii as ctS pilla dcta1 Contznllerl StetinrMedioaUrrns", Marcel Akker 
- -i or eapsoie - New YOrk-asel  

- UO4i1 1’ales roay OotW ienfly be ceatai with a tebe fl4SJ iawttoo is rther desctt in the 

- 

- fikn4oaing agotat, cg. h4oxypropyheathyt cetinloac, following eatnpfes wldeb are not t any way intended  
bydoxyproyl celitilose or ethyl celhtfosc, to *hle a ait Thiit th r,pe of the nvnthm aifuned 

I - 

gIycer propfone glyoL dicthylpbibelate or 1yanro1 - 
- XPRIMENTAL - 

- rrtae,llâ au as e,sorbtoI, yli 1trcosa or -. 

- 
lactosa. a coforant siek as titaniwn y lside etc  

- 

- 

OO44 The rntonayak befo m ift-191  niopao rtin  aetrenone 

foor, p t solntien. anasusieta or ethoisien,  �bquid 

togeaber t asbLfonal ilnen or eanipionts  
- net lreo et so iofttkam am WA_ 

- - - - - - - 

- 
OO43j Apaekagin$uuitcontg nsageents 

- 

- - - - 

- - - 
describe4abovemaybepadirtaroattenIIoarto - ---- --------- - � 

- the of making other oral ccotraceptivos This nay for - 

- - 

- - I imtancebe a tawentinha1 -Wialcr pIcl ot any other ferns - - 

- 

- 
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contraceptive Mn.mgi  Akeniathdy, the 3-5-day intexval can b pill free. The total 

cycle length is 28 days. 

More Pam uiarly, this invention provides a mthod of contraception which 

contptises administering to a female olohild beating age -a combination of44-5(X) g 

5 trim  25() p.g- 4 mg dienogest, or 250 pg-- 4mg drapirenone. 
and an 

eatrpen at a daily dosage equivalent in estnge the activity to 10-20 tg ethinyl etradiol 

for23-25daysbcpnning aday1ofthmenstrua1cyck FoUongthe23-25-day 

adininistnuion period, a non-contraceptive placebo (devoid of pt ogcsiins and estnigens) 

can be piovided for 3-5 days to aid in compliance with the desired ontracqtive 

10 regimen Alternatively, the 3-5day interval can ep ifl free. The total cycle length is 28 

days. 

refetred estrogens include, but are not limited to erhinyl estdiol; l73-

estradiol; conjugated estrogen USP estrone or a salt thcroo and mesranol; with 

� ethnyI estr*diol being more pr’efetred. When ehinyl esiadiol is used as the estrogen, it. 

I is preferred that the daily dosage & ethinyl estradiol is 10-20 jig, with 15 pg being 

moreprefetted.. Prefefted salts of estrone include, but are not limited to the sc$ium and 

piperate salt. When conjugated estrogens. US? are, usedas the estrogen, it is prcfned 

that the-dailydosage isOi-5 tog, wfthadaiiy dose of uS rug conjugated estrogens, 

USP being equivalent to a estradil.. 

� 20 Following the 23-25-day period, a noponttaceptive placebo Which U1 
: - 

contain an iron supplerneiu, such as 75 1"t of ferrous fwneratc, tray be adminisre4 

for 4 days. (through day 28 of the menstrual cycle) or the -4 days following -- - -: - - 

administration of the contraceptive cotnbivation may be pill free. - 

It is preferted that the progcsw*strogcn conihinanon be administered for 24 

25 days beginning on day I of the menstrual  

The following daily dosages of a Apxmbination of trirnegestone and ethinyl - - 

estradiłl we-pm and for contraception Wheit nis-d for 23 consecutIve days - - � 

beginning on the first- day of menses.. Regimen is Enost preferred. - 30 - - - RFERRE1) DAILY DOSAGES - - - - - Tdtnegestone - - EthinylEstradiol - A - 250itg . 15ig - - - - B l25tg - 15tg - C - :- - 75tg D�-- -��-- - - E - 40i9 15.tg 
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The following daily dosages of a combination of dicnogesr and ethinyl estradiol 

are preferred for contraception when administered for 2325 consecutive days 

beginning on the first day of menses. Regimen B is most preferred. 

5 

PREFERRED DAILY DOSAGES 

Regimen Dienogest Ethinyl Esiradiol 

A 2mg 15 Vg 

B 1 M 15  g 

10 C 800tg 15 jig 

0 750 jig 15 jig 

B 500 jig 15 A 

15 The following daily dosages of a combination of drospirenone and ethinyl 

estraliol are preferred for contraception when administered for 2325 consecutive days 

beginning on the first day of menses. Regimen C is most preferred. 

PREFERRED DAILY DOSAGES 

20 Regimen Drospirenone Ethinyl Estradiol 

A 3mg 15 jig 

B 2 m 15  R 

C 1mg 15 A 

D 500 g 15 jig 

25 

It is preferred that the combination pmgestin/estrogen contraceptive be 

administered in unit dosage form i.e., tablet or pill, with each unit providing the entire 

. daily dosage. It is preferred that the progestin and estrogen are admixed together in the 

by same dosage unit. Such dosage units can be prepared conventional methodology that 

30 is weLl known to one skilled in the art. In each dosage unit, the cootniceptively active 

progestin and estrogen are combined with excipients, vehicles, pharmaceutically 

acceptable carriers, and colorants. For example, the following illustrates an acceptable 

composinon of a contraceptive progestin/estrogen combination of this invention. 
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EXAMPLE I 

Tiirnegestone, 125 p.g 

Ethinyl estradiol, 15 p.g 

5 Microcrystaline Cellulose 

Lactose, NP, Spray Dried 

Polacrillin Potassium, NF 

Magnesium Stearate 

Opadry Pink 

10 Polyethylene Glycol, 1500, Flakes 

Water, Purified, IJSP 

Wax E (Pharnia) 

15 This invention also provides a contraceptive kit adapted for daily oral 

administration which comprises 23-25 separate dosage units, said dosage units each 

consisting of a combination of 40-500 jLg thmegestone, 250 p.g - 4 mg dienogest, or 

250 j.tg - 4 mg tug drospirenone, and an estrogen at a daily dosage equivalent in 

estrogenic activity to 10-20 .’g ethinyl estradiol In another embodiment, the 

20 contraceptive kit contains 28 daily dosage units with 3-5 being a non-contraceptive 

placebo, that may contain an iron supplement, such as 75 mg ferrous fumerate. The 

daily dosage arrangements are preferably arranged in a blister pack or in a dial pack type 

tablet dispenser. 
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11. The method according to claim 6, wherein the daily dosage of 

trimegestone is 40 gg. 

5 12. The method according to claim 5, wherein the progestin is dienogest. 

13. The method according to claim 11, wherein the daily dosage of dienogest 

is2mg. 

10 14. The method according to claim 11, wherein the daily dosage of dienogest 

is I mg. 

S 
15. The method according to claim 11, wherein the daily dosage of dienogest 

is 800 

15 

16. The method according to claim 11, wherein the daily dosage of dienogest 

is 750 t.g. 

17. The method according to claim 11, wherein the daily dosage of dienogest 

20 is MO  

iS. The method according to claim 5, wherein the progestin is drospirenone. 

19. The method according to claim 18, wherein the daily dosage of 

25 drospirenone is 3 mg. 

20. The method according to claim 18, wherein the daily dosage of 

drospirenone is 2 mg. 

30 21. The method according to claim 18, wherein the daily dosage of 

drospircuone is 1 mg. 

22. The method according to claim 18, wherein the daily dosage of 

drospirenone is 500 p.g. 

35 
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23 The method accordmg to elatm L which ftirthcr comprises administenng a 

ntontiacetnive placebo for 3-5 consecutive days beginning on the day 

inxiaxciy following the last day of administration of the progestin/csti.gen 
cornbination, such that the total days of administration of tho proge estrogen 

5 conibiradon plus the no ontraceptive placebo 4iàs 28 days. 

24. The method eunliog toclaltn 23 in which the noncontracepthie placebo 
contains an iron supplement 

IG25. A conttaceptive Idi adaptcd for oral a istration which comprises Z3-25 
� sepirate dosage tinita, said dosage units each containing acernbinadcu of a 

� progestin at a dosage selected from the oup consisting: of 40-500 pg 
rrimeg-estone 250 tg 4 mg dienogest 

and 

250 p.g -4 mg drosplrenorie and an 

egexLatdguivaleatingcamivytol-20pgethiljylestradioL 

0 15 wherein each of the -dosage units contains The same dosage of progestiti and’ 
estrogen. , - .-

26. The contraceptive kit according to claim 25 wherein the estrogen is 

SCl 
from the group conisisthig ethinyl estradiol; l7-esiradio1; conjugad 

20 estrogens, USP, estrone or a salt thereof and inestranol 

27.  lie cotitraceptivktaocoxngtodaim26, wherein theestigenis 

edunyl estradiol 

25
 IS. The contraceptive kit *0044 46 claia 21 in which the- number of idesage 

wntsis24 

29 A contraceptive kit adapted foi oral admimsiranon winch coznpnses 2* 

- : 

dosage separate units 2325 of said dosage units each containing each contaiii’g 

0 iation of a prgesdu.at a dosage selected fr ri-the group consisting of 40 

- 500 pg trimegestone, 250 j*g 4-mg dienogest, and 250 pg rug dropirenone, and 

an estrogen a a -dosage equivalent in estrgeniv activity to’1020 fig -ethinyl esiradiol, herein each of the dosage units contains the same 4osage of progestin and 3-5 of said- dosage units each containing a non-contraceptive 5 ptacelx; wherein each of the 23-25 dosage units contains the same dosage of - - - - � - rogestln and estrogen. - - - - � - - - 
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EL EXTRACTO DE LA PRESENTE SOUCITUD DE PATENTE DE INVENCION 
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dienogest, gestodeno, levonorgestret, norgestimato, norgestret y drospirenona 

coma los mencionados en la solicitud en trÆmite), Para La obtencion de un 

rnetodo de contracepcton qua puede ser beneficioso an caso do presentarse 

hotologia molest  Para La mjer tipo hemorraasnoque dalguna sintoma i ic  

mØtodo contraceptivo, at igual que el de Ia soliortud colombrana en tramite, 

Ind. uye un perodo donde se susperide 1A16 ma do Los compuestos activos  (qua 

puede dense a travØs de placebos) y, tanto en el intervalo do trempo quo 

puede durar dicho penodo donde se susperide Ia tome, coma en el tiempo del 

interialo da toma posterior a dicha suspension 

) La patente americana US 03/0119798 publicada el 25 de junio do 03 y titulada 

"PHARMACEUTICAL COMPOSITION FOR USE AS A CONTRACEPTIVE" 

revela claramente of usc de drospirenona y etinit estradiol, dos de Los 

principios activos mencionados por ía solicitud colombiaria an trÆmite, en 

rangos de cantidades qua incluyen a los menciortados par ía misma, an 

formulaciones farmacØuticas contraceptives Para administraciOn oral diana quo 

cluyen unintervalo de suspension de ta toma que invotucra  la toma de 

placebos y proporcionan un mØtodo para disminuir Las hemorragias y Los 
dw-

trastornos andrOgenos (acne), tat como se menciona an las

 rewindicaciones 2, 39,40141 47y SC > La patente americana US 6,451,778 pubhcada et 17 do septiembre de 02 y titulada ’ORAL CONTRACEPTIVE" revela at empleo do vanos de los pnncrpios activos mencronados per Ia sohcitud colombiana en frÆmte (etinit estradrol, drospirenona, dienogest y tnmegestorie), an rangos de cantidades qua induyen a los mencionados por la misma, an foimulaciones farmaceuticas contraceptivas para administractOn oral diana qua inctuyen un intervalo do suspension de La tome quo, tnvolucra la toma de placebos y qua proporcionan un mØtodo cont mnui L efets ado ovesos,  caraoterrsttca menctonada en Las reivrrithcaciones 1, 2,39,40,41 y47 La pubhcacion intemacionat WO98/04269 publicada el 05 do febrero do 1998 y trtulada "MONOPHASIC CONTRACEPTIVE METHOD AND KIT COMPRISING A COMBINATION OF A PROGESTIN AND ESTROGEN" revela el usa do vance de Los principios activos mericionados par La solicitud colombiana on. trÆmite (etinit estradiol, drospirenona, dienogest y 
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completely disappeared in 66.7%; in 80.4% a marked improvement was noted, 
but no effect was visible in 19.6% of the implants. Eighty-four per cent � of the 
women reported symptomatic improvement. The efficacy of dienogest was 
correlated negative with the age of the treated women. The major side effects 
were. spottings and decrease of libido. Blood pressure as well as mean body 
weight remained unaltered. No patient discontinued dienogest therapy due to 
side effects. 

> A Levonorgestrel-Releasing Intrauterine System For The Treatment Of 
Dysmenorrhea Associated With. Endometriosis: A Pilot Study6.. 

Abstract.-

OBJECTIVE.
bstract:OBJECT1VE:

 To evaluate the efficacy and safety of an intrauterine system 
releasing 20 microg of levonorgestrel per 24 hours in the long-term treatment, of 
recurrent dysmenorrhea in women already operated on conservatively for 
endometriosis. DESIGN: A prospective noncomparative pilot study. SETTING: A 

� tertiary care and referral academic center for patients with endometriosis. 
PATIENT(S): Twenty parous women with recurrent moderate or severe 
dysmenorrhea after conservative surgery for endometriosis who did not want 
further children. INTERVENTION(S): A levonorgestrel-releasing intrauterine 

� system was inserted in each woman within 7 days of the start of a menstrual 
cycle. MAIN OUTCOME MEASURE(S): Variations in severity of dysmenorrhea 
during treatment according to a 100-mm visual analogue scale and a 0-3-point 
verbal rating scale, modification of a pictorial blood-loss assessment chart 
devised to evaluate the amount of menstrual flow, and degree of satisfaction 
after 12 months of therapy. RESULT(S): One woman was lost to follow-up after 

� achieving amenorrhea and expressing satisfaction, and I requested system 
removal because of weight gain and abdominal bloating. In another subject, the 
levonorgestrel intrauterine system was expelled 3 months after insertion. The 
menstrual paffems in the remaining 17 women were characterized by 
amenorrhea in 4 cases, hypomenorrhea or spotting in 8, and normal flow in 5. 
Baseline and .12-month follow-up mean +1- SD blood loss scores were 111+1-36 

� and 27+1-26, respectively. At the same time, mean +1- SD visual analogue and 
�verbal rating scale scores dropped, respectively, from 76+1-12 to 34+1-23 points 

� and from 2.5+1-0.5 to 1.2+1-0.5 points. Four women were very satisfied with 
� treatment, 11 were satisfied, 2 were uncertain, and 3 were dissatisfied at 12-

month follow-up. CONCLUSION(S): Because of the amenorrhea or 
� hypomenorrhea induced in most women, a levonorgestrel intrauterine system 

greatly reduced menstrual pain associated with endometriosis and achieved a 
high degree of patient satisfaction. S 

� > Comparison Of Transdermal Estradiol And Tibolone For The Treatment Of 
� 

Oophorectomized Women With Deep Residual Endometriosis7. 

� Abstract: 
� STUDY OBJECTIVE: To compare the effect of HRT with, transderrnal estradiol 

and that of treatment with tibolone in postmenopausal women with residual 
endometriosis. MATERIALS AND METHODS: 21 women with residual pelvic 

� endometriosis after bilateral oophorectomy with or without hysterectomy were 
� enrolled in the study and were randomized to HRT with transdemiai estradiol 50 

mg twice weekly (n = 10) associated with cyclic medroxyprogesterone acetate 10 

6Vercellini P. Aimi G, Panazza S, De Giorgi 0, Pesole A, Crosignani PG. Fertil Steril. 1999 Sep;72(3):505-8. 
� 7Fedele L, Bianchi S, Raffadili R. Zanconato G. Maturitas. 1999 Aug 16;32(3):189-93. 





Abstract:. 

Twenty women with the polycystic ovary syndrome (PCO) were treated with a 
combination of desogestrel and ethiny/estradiot (’EE) and the effects on lipids and 
lipoproteins were compared with those induced in a group of 13 regularly 
menstruating, healthy women. All women were examined before and after 3. 
months of treatment. Compared with the regularly menstruating women, the PCO 
women had significantly higher body weights and blood pressure as well as 
elevated levels of triglycerides in serum and VWL During treatment, 14 out of 20 
women affected by PCO lost weight. No significant change in blood pressure was 
observed. In the PCO group, moderate increments were encountered in serum 
cholesterol, phospholipids and triglycerides. No significant changes were seen in 
LDL-cholesterol or HDL-cholesteroL The ratio LDL-cholestero!/HDL-cholesterol did 
not alter. The level of total cholesterol in VLDL rose during treatment. These 
changes in serum and lipoprotein lipids in PCO patients were of the same type 
and magnitude as those found in the control group, apart from an increase in HDL-
cholesterol in the latter. The only remaining difference after treatment was a 
slightly higher level of VWL triglycerides in the PCO women. Thus only moderate 

� changes were induced in lipid and lipoprotein patterns by the combination of 
desogestrel and EE. A "positive" influence on lipids and lipoproteins cannot be 
considered as a further advantage, added to the list of indications when hormonal 
treatment is used in PCO-affected women. The clinical implications of elevated 
triglycerides remain to be clarified. 

> Modificazione Del Livelli Plasmatic! Degli Androgen! E Della SHBG In 

Pazienb Con Sindrome DeII!ovaià Policistico (Pcos) Trattate Con 

Contraccethvi Oral! Contenenti Desogestrel’°.. 

Abstract: . .. . . 

8 women, aged 17-25, with polycystic ovary syndrome (PCO) were treated with 
� . Practil 21 (Organon) containing 30 rncg of ethinyl estradiol and 150 mcg of 

desogestrel, or with Planum (MenarinO. Checkups were conducted 3 and .6 
months later to measure hormone levels. The average level of testosterone 
dropped significantly from 121.5 (+ or - 50.9) ng/dl to 23.1 (+ or - 10.6) ng/dl after 
3 months. The level of androstenedione also decreased significantly from 265.2 (+ 
or - 101.4) ng. dl to 96.7 (+ or - 22.5 ng/dl. ,Similarly, the level of 17-
hydroxyprogesterone declined from 120.5 (+ or - 69.8) ng/dl to 24.5 (+ or - 10.7) 
ng/dl. On the other hand, the level of sex hormone binding globulin rose from 1.3 
(+ or - .6) mcgIlOO ml to 3.9 (+ or - 1.8) rnc9/100 ml. Cortisone, level increased 
significantly from 15 (+ or - 3.2) mcg/100 ml to 30.6 (+ or - 10.4) .mcg/100 ml after 
3 months, but the normal range (5-20 mcg/100. ml) was attained at the end. 
Ecographic evaluation of the size of the ovaries indicated a 18.2-88.5% reduction 
after 3 months. In 3 cases, the number and dimension of follicles also diminished 
conspicuously. Acne, hirsutism, and other symptoms of hyperandrogenism also 
declined. Side effects were minor and included slight weight gain, spotting and 
headache; treatment was suspended in  only I case because of a grand ma! 
seizure. The administration of this new monophasic OC proved to be a valid 
alternative therapy for PCO. 

> Primary Dysmenorrhea Treatment With A Desogestrel-Containing Low 

Dose Oral Contraceptive11. . . . 

’0 Negri P. D’Errico G. Minisci N. Tomasi A. Minerva Ginecologica. 40(12):699-707,1988 Dec. 
1114endrix SL,Mexander NJ. Contraception. 66(6):393-9,2002 Dec. 
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Abstract.-

Women
bstract:Women

 with the polycystic ovary syndrome were treated cyclically for two years 
with an oral oestrogenlprogestogen combination of 50 mg of cyproferone acetate 
and 005 mg of ethinyloestradiol Ovarian volume, ovarian texture and uterine size 
were monitored by ultrasound before, during and after, treatment Menstrual 
rhythm, ovulation and the degree of hirsutism were also studied clinically. A 
significant decrease in the ovarian volume and in the number of cystic areas was 
observed during treatment Hirsutism was also markedly improved Some of these 
beneficial effects persisted after treatment was stopped The number of subjects 
who had regular, ovulatory cycles increased after stopping treatment Growth of 
uterine muscle occurred during treatment. 

> Use Of A Levonorgestrel-Releasing Intrauterine Device In The Treatment 

Of Rectovaginal Endometrlosis15. 

Abstract: 
OBJECTIVE To evaluate the effectiveness of a levonorgestrel-releasing IUD as 
therapy for endometriosis of the rectovaginal septum DESIGN Prospective 
therapeutic non-randomized, self-controlled clinical trial analyzing changes in pain 
symptoms and size of lesions induced by the Ievonorgestrel-releasing IUD over 12 
months SETTING Tertiary referral center for treatment of deep endometriosis 
PATIENT(S) Eleven symptomatic patients with rectovaginal endometnosis 
INTERVENTION(S) A levonorgestrel-releasing IUD was inserted and maintained 
for 12 months MAIN OUTCOME MEASURE(S) .Severity of dysmenorrhea, pelvic 
pain, and deep dyspareunia were assessed before insertion of the IUD and 
throughout treatment The size of rectovaginal endometnotic lesions were 
evaluated by using transrectal and transvaginal ultrasonography. RESULT(S) 
Dysmenorrhea, pelvic pain, and deep dyspareunia greatly improved and the size of 
the endometriotic lesions was significantly reduced by treatment 
CONCLUSION(S) Insertion of a levonorgostrel-releasing IUD alleviates pain and 
reduces the size of lesions in patients with endometnosis of the rectovaginal 
septum. 

Como se observa, los pnncipios activos mencionados a Jo largo de todos estos 

articulos cientificos y su uso on los trastomos alli consignados, demuestran 

nuevamente la falta de nivel inventivo de la soticrtud colombiana on tramite on 

tanto que la composicion farmaceutica de la solicitud on tramite al contener dichos 

pnncipios activos puede ayudar evidentemente a mejorar la sintomatologia de 
dichos trastornos que ya previamente habian sido atendidos y mariejados. 

Par todo to anterior, ruego se analicen los argumentos expuestos con el rigor y 

detenimiento habituales y que on consecuencia se decrete, ademÆs de la 
negacion de la solicitud on comento, el archivo del expediente que la contiene 
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