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2 REYES & REYES
B 0 G A D O S
R \_SUPERINTENDENTE DE INDUSTRIAYCOMERCIO

=~ REF:

~ TiTULO  SOLICITADO: “TRATAMIENTO DE LA  HEMORRAGIA DE
T U I DISRUPCION EN REGiMENES ANTICONCEPTIVOS

: EXTENDIDOS P
o PUBLICACI()N; : | Gaceta 582 de 30 de Novuembre de 2007, namero de -
o . | pubhcaclon 981, |
 PRIORIDAD: US 60/566.443 de 30/04/2004

US 60/575.024 de 28/05/2004
US 60/577.199 de 07/06/2004
- US 60/638.380 de 27/12/2004
© US 60/660.068 de 10/03/2005

-

- "SOLICITANTE: ~ SCHERING AKTIENGESELLSCHAFT

'APODERADO: - J.IAN RAISBECK

TRAMITE: ~ PRESENTACION DE OPOSICION

- _JQSE LUIS REYES VILLAMIZAR, mayor de \edad,-identiﬁcado como aparece al
. pie de mi firma, abogado en ejercicio, titu_'lar d\e' la tarjeta profesional nimero 44655 '
- del Consejo Superior de la Judicatura, actuand_o como agente oficioso, en nombre
de la sociedad LABORATORIO FRANCO-COLOMBIANO, LAFRANCOL S.A., de
COnfOHnidéd con la caucién prestada, y estando dent_ro del plazo establecido por el
articulo 42 de la Decision 486 de 2000, muy fespetﬁosamehté_ me permito formular
la siguiente: | | -

Carrera 17 No..88-23 Of. 205 Tels +571 655 7795, 4571621 2631 Fax: +57 1 621 2542
L mfo@reyes—abogados com - wwwreyes—abogados com - Bogoté, Colombia.

T



1. PETICION

-

. Negar. "?l bénefic_io patentario a la sol_icitud'contenida en el expédient_e 06-1 20-2_28,

por no cumplir con los requisitos‘, de patentabilidad a que se refieren los articulos

| 14, 16, 18y 20 literal d) de la. Décisién '486 de la Comunidad Andina de Naciones,
, 'con base en los fundamentos de hecho y de derecho que me permito exponer a

contmuaclén

n LEGiTlMo‘lNTERI’Es '

 psiste a LABORATORIO FRANCO COLOMBIANO S.A. — LAFRANCOL S.A.
_' -~ legitimo interes para presentar esta oposicion, pues la eventual concesu‘m de)a/
- --solicitud restnnglrla en forma contr ia al Réglmen Co;r(nn Andino de Propiedad

Industrial, el -empleo de ciertas /Austancias y composrclones.farmacéuttcas, en
| : detrimento de sus legitimo_s intgreses comérciéles y de la libre competencia.

1. FUNDAMENTOS DE LA OPOSICION -

La sqlicitﬂd colombiana en tramite, referida a un método péra anticoncepcion que -
. 'cdmprende la administracién monofasica continua de una preparacion activa que
| ’contlene un estrogeno (etlml estradiol o estradlol) 'Y un progestageno, el cual -
: incluye un primer periodo de toma, un segundo periodo de suspension de la toma
.y un tercer periodo de retoma, y que-es util para moderar problemas de
‘hemorragias relacionadas con el uso extendido de anticonceptivos hormonales;
- incumple con los réquis'rtbs indispensables para otorgarsele el privilegio de patente -
de invencién, tal y como se demuestra con los siguientes argumentos:

' 3.1, Existe suficiente informacion de caracter clentifico que revela los aspectos
- contenidos por la solicitud colombiana en tramite, tales como la combinacién de
] éstrégehos 'y pr__ogeStarios' en regimenes- monbfésicos y cantidades que permitan
disminuir - ciertos -efectos  adversos, como las hemorragias y  afecciones
L _éndrégenasl; informacién que demuestra evidente que lo contenido en el capitulo
v réivi'hdicatofio' de dicha solicitud colombiana en tramite, carece por completo de
~ nivel inventivo, veamos: |



‘ > Use Of An Oral Contraceptlve Contammg Drosplrenone In An Extended ;

Regrmen

 Abstract: As well as prowdlng reliabie contraceptlon modern Iow-dose ‘oral
contraceptives may offer some non-contraceptive advantages. Positive effects
_“".on problems such as edema with weight increase and breast tendemess,
e ‘bloating, dysmenorrhea and an improvement in skin and hair condition have
. been reported - in - several studies using an oral -contraceptive containing
" drospirenone. If these disorders are cycle-dependent, use of the contraceptlve

" in an extended regimen may be of additional benefit. The study reported in this

- paper followed 1433 women, 175 of whomtook the drosplrenone-contammg pill
-continuously for between 42 and 126 days. Some symptoms of the

"._premenstrual syndrome were mﬂuenced very satlsfactonly by administration in:
an extended regimen.

> Attltude Of German Women And Gynecologlsts Towards Long-CycIe

Treatment With Oral Contraceptwes

Abstract Long-cycle reg:mans with contmuous use of oral contraceptlves
(OCs) for-3 or 6 months followed by a hormone-free interval of 7 days may
reduce. or prevent cycle-dependent; ‘and menses-related complaints. A
.. representative survey carried out with ,,95 German women in different
- agegroups revealed that only 26-35% of the women aged between 15 and 49
" .years . preferred monthly bleeding, while 37-46% wished to never bleed. The
. reasons: for the refusal of regular menstmattons were fewer severe menstrual
complaints, better hygiene, htgher quality of fife, and less biood loss. Among
the women who preferred regular i mthdmwal bleeding during the use of OCs, -
the main reasons were fear of pregnancy, infertility and adverse effects and:
that menstruations were natural. Between 32% and 54% of the women would
- suppress menstruation sporad:caliy and 11-14% for a Ionger period of time. -
- After continuous treatment with a combination of 30 microg ethinyl estradiol
and 2 mg dienogest for 6 months, the majority of women preferred the long-
. .cycle regimen as compared to the conventional OC regimen despite a higher
- rate of imegular bleeding. Bleeding occurred pnmanly in first-time users of OC, -
particularly during the administration of the ‘second OC pack. A survey carried
“out- with- German gynecologlsts revealed that most physicians prescribed
extended OC cycles  primarily - for medical - reasons, e.g., dysmenorrhea,
" hypermenorrhea, endometriosis - and premenstrual dysphoric disorder. The
. 'gynecolog:sts prefenad a reglmen with three packs of extended use of OCs.

i ,-f--»'- An Opeh-Labei Multlcéhter, Noncomparative Safety And Efrcacy Study
2o OF Mircette, A Low-Dose' Estrogen-Progestm Oral Contraceptive. The -

ercette Study Group

1 Use of an oral oontraoeptwe oontammg drospnrenone in an extended regimen. (eng, includes

abstract) By Sillem M, The European Joumal Of Contraception & Reproductive Health Care: The -

Official Journal Of The European Society Of Contraceptton [Eur J Contraoept Reprod Health Care],

2008 Sep; Vol. 8 (3), pp. 162-9; PMID: 14667328.

-Attitude -of - German - women and gyhecologists towards long-cycle treatment - with . oral

_' Vcontraceptxves By: Wiegratz, 1.; Hommel, H.H.; Zimmermann, T.; Kuhl, H.. Contraception, Jan2004 ~
“Vol. 69 Issue 1, p37, 6p; DOI: 10 1016/ contraeeptlon 2003.09. 004 (AN.11885388)

L * An open-label multicenter; noncomparatwe safety and efﬁcacy study -of Mircette, a low-dose
-*westrogen-progestm oral - contraceptive. The ‘Mircette “Study . Group. - {eng; includes abstract),

o - American-Journal Of Obstetrzcs And Gynec@legy [Am J Obstet Gynecol], 1998 duk; Vol. 479 (1), pp.

82-8; PMID: 9704812.
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- ALIX CARME

2020 :

Bogota, D.C.,

Doctor: -

lan Raisbeck Llinas

Apoderado

ASUNTO: Radicacion PCT N°

~- Tramite '

Evento
Actuacion
Folios

Indusmay

SUPERINTENDENC}A

Oficio N°: 9471

06-1 20228

o011

379

440

010

Con fundamento en lo previsto por el articulo 43 de la Decision 486 de la Comision de
la Comunidad Andina, se le comunica que la oposicién presentada por la doctora
Eliana lsaura Moreno Bohorquez, en su calidad de apoderada de Procaps S.A., reune
los requ131tos formales exigidos por la ley al momento de su presentacién.

En cumpllmlento de lo dispuesto en la cﬁada norma, se le concede el termlno de '

sesenta (60) dias hébiles siguientes a la fecha de notificacién del presente oficio, para
que haga valer sus argumentaciones y presente pruebas.

| " Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e) del

capltulo quinto del titulo primero de la Circular Unica N°-10 de 2001

3, DiVision de Nuevas Creaciones.

El antenor oficio fue notn‘“ cado por fijacion en lista de fecha,_~

" 202021

' CESPEDES DE VERGEL

\u
fﬁ*‘a

Sede Centro: Carrera 13 No. 27-00 Pigos 2,5, 7y 10
Sede CAN: Tt 40A No. 38-50 Cehmutador: 3820840
- Fax: 382 26 95. Lined 9800-910 165 -

Web: www.sic gov.co e-mail: info@sic.gov.co
Bogota D.C. - Colombia
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- Jefedela,

 Industria y Comercio
CUSUPERINTENDENCHA

e

Bogota, D.C., -

Doctor: T s T ~ OficioN: 5472
-lan Raisbeck Lhnas S S o ST
Apoderado ’ <

© ASUNTO: . Radicacitn PCT N° 06.120228

- Tramite © - 011

~ "Evento. . . 379

S o Actuacion o 440
"o Folios o088

S ,, Con fundamento en lo prevrsto porel artfculo 43 de la Demslon 486 de la Comxsnén de
la Comunidad Andina, se le comunica que la oposicién presentada por el doctor José
Luis Reyes Villamizar, en su calidad de ‘apoderado de Laboratotio Franco Colombiano -

Lafrancol S.A.; r_eune los requnsntos formales ex;gldos por la ley al momento de su.

b presentacnén

En- cumphmrento de Io dlspuesto en la cntada norma 86 le ncede el térmmo de. :
" sesenta (60) dias habiles siguientes a la fecha de notificacion del presente oﬁclo, para .
_que haga valer sus argumentac:ones y presente pruebas

' Notlf’ quese el presente oﬁcm conforme a lo dxspuesto en el numeral 5 2 llterai e) del ' o

capitulo qumto del tltulo pnmero de la Cchular Umca N*’ 10 de 2001

DES DE VERGEL

ALIX CAR_' :
'. evas Creaciones. -

25190 oy

El anterior oficio fue notificado por fijacién en lista de fecha, __

o oa02021

- Sede Centro: Camara 13 No. 27~00 Ptses 2,5,7 y 10
. Sede CAN:/TT. 40A No: 38-50 Conmutader: 3820840
© Fax:382 28 95. Linea 9800-910 165,

Web WwwW.sic.qov.co e-mall: info@sic. govcb T

Bogota DC Colombia =
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No. 06-120225- -00007-0000 -
Tra. 11 PATENTEIYH Eve: 379 rag ]
Act. 320 CTOINFORMAGION Folins: 28 ENAMONAU[' {\’

4 i SUPERINTENDENTE DE mnusmm Y COMERCIO o

REF: o ",Expéai'enté_'06{120;;:2278 

"»-'.'TiTULO SOLIOITADO “TRATAMIENTO DE LA HEMQRRAGIA DE

EXTEND!DOS o

@ PUBLICACION:  Gaceta582de30de Nowembre de 2007, nﬁmerode S
- : publ!eamén 981 | |

 PRIORIDAD: Us 6 60/566.443 do 3010412004“ i
. USG0I5T5.024 de 28052004
 US 60/677.199 de 07/06/2004 -
_jf;‘-,-_?ussomssodezmmomj Fad
S 'f‘us 60/660.068 de 1010312005? )

SOLICITANTE: sCHERmeAKnENeESELLHAFT e

o :'TF;(AMITE:::_;_“' ' SUSTENTACION DE OPOSICION

- JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como warocsal
i pie de mi firma, abogado en ejercicio, trtular dela tarjeta pmfesronai numem 44655 - |
S el Consejo Superior de la Judicatura, obrando en calidad de apoderada dela
| . _socledad LAFRANCOL S.A., dentro del trémﬁe de la referencxa en ejercicio de lo -

| “dispuesto por el articulo 42 inciso 2% de Ia Decss:én 486 de 2000 por medio del
[k A presente escrito, procedo a sustentar y complementar la oposm:én Pfes@ntada enrf PR
:;-,”_'_.Jlos srgmentes términos: : ,

Carrera 17 No. 88~23 Of. 205 Tels +57 1 655 7795, +57 1 621 2631, Fax: +57 1 621 2542
mfo@reyes-ah; ados.com - wwwreyes—abogados com ~ Bogotai Colombia. -~
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% ’ g ,tnmegestone) en rangos de canttdades que mciuyen a ies mencsonados por !a o

et mrsma en formulac;ones farm&eeutlcas con’craceptwas para. admlmstracnén o

e :joral diana que mcluyen un mtervalo de suspen&én de la toma que. mvolucra la. -
I toma ‘de placebos. Ademéas dtchas fonnulamones proporc;onan tn metodd :

contracepttvo monofésico para d:smmu;r los efectos adversos, caracteristica -
fundamental para la sohcrtud colombrana en trémite y que se mencnona L

exp!icrtamente en las rewmd!caciones 1 2 39 40 41 y 47.

> La sxmple lectura del capitulo resvmdtca’:ono de ia sohcrtud colombiana en =

_ ,trémlte pretende sin mas, y sm que sea dado haoer mterpretaclones_'
| 1 '+ extensivas, obtener exclusnv:dad sobre un méto de fratamiento, tal como o

menciona el contenido de sus re:vmdfcacwﬂes 1 a 54 pretens:én que €8

| # 7 articulo 20 literal d) de la decisién 486 se expresa que “No serén patentables:

' |
R ammales
| :
| _

o coMPLEMENpoE ‘\ifo_téoRMAéiéN_'

Los métodos terapéut;cos 0 qwrurgicos para el tratamwento humano o, ammal 1
- asf como Ios métodos de dtagnostzco apllcados a Ios seres humanos o'

] maeeptable de acuerdo con las normas wgentes, ya que explicrtamente enel o

' _]2 1 A contmuaclén se exponen vanas publlcacxones clentif' icas en donde se" e |
o __ewdencla de manera clara la ex&stenc;a ant:ctpada del uso de varios de !os e

" . . "_compuestcs menc:onados por la sohertud colomb}ana en tramlte en el tratamlento_

rewmdicaclones 50 a 55 veames
S Therapy Of Endometriosis With Dienogest’.

"‘-._Abstraet
“Dienogest (17 alphawyanomethyl—‘f 7 beta—hydfoxy-e&‘ra-tl 9-dien-3-one, VEB :

- used firstly in the treatment of endometriosis. 57 patients (age 17-45 years) have .
_~.been entered info the study. The d.fagnosrs was confirmed by laparoscopy or =
. laparotomy in 56 cases and in one case clinically. All patients have been treated
- with 2 mg dienogest per day in a progestin only regimen over a period of 6
month. The day after completing the course of dxenogest therapy ‘51 pattents '

“Jenapharm, Jena, GDR), an orally active 19-=nortestosterone derivative, was . '

. de. sintemas premenstruales, de PMDD endemetﬂos:s dfsmenorrea y: PCOS o
L desvnrkuando consecuentemente el mve! mventivo de la mlsma, en especial de sus _' EL

underwent Iaparoscopy for control. On fh:s basfs ometnotrc Ies:ons hadf_ S PP

8 Kﬁh!er_ G, G retz chmen G, Amon . Zentralbl Gymakol '19'87;109:(_12):_79;5:480\1: Pl




completely dfsappeared in 66. 7% in 80 4% a marked :mprovement 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 d:scontmued dienogest therapy due fo
side effects. o

A Levonorgestrel-Releasing Intrauterme System For The Treatment Of

Dysmenorrhea Associated With Endometrlosis A Pilot Study®.

Abstract

OBJECTIVE: 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 QUTCOME 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 1 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 pattems 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 +/- 8D blood loss scores were 111+/36
_and 27+/-26, respectively. At the same time, mean +/- SD visual analogue and

verbal rating scale scores dropped, respéctively, from 76+/-12 to 34+/-23 points

and from 2.5+/-0.5 to 1.2+/-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. .

COmparlson Of Transdermal Estradlol And Tibolone For The Treatment Of

Oophorectomized Women With Deep Residual Endometriosis’.

Abstract

STUDY OBJECTIVE: To compare the effect of HRT with. transdennal estrad:ol‘

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

“endometlriosis after bilateral oophorectomy with or without hysterectomy were

L enrolled in the study and were randomized to HRT with transdermal estradiol 50

mg twice weekly (n = 10) associated with cyclic medroxy‘progesterone acetate 10 .

6Vercelln’nl’ Aimi G, PanazzaS De Giorgi O, Pesole A, Crosignani PG. Fertll Steril. 1999 Sep,72(3) 505-8.
7 Fedele L, Blanchl S Raffaelli R, Zanconato G. Maturitas. 1999 Aug 16;32(3): 189-93.



mg daily in women who preserved uterus and fo treatment with tibolone 2.5 mg .
administered orally once a day (n = 11). The duration of both treatments was

scheduled to last at least 12 months. Residual endometriosis was located in the

bowel wall in four patients, in the rectovaginal septum:in six and deeply in the

retroperitoneal pelvic space in six. All _women were symptomatic before

oophorectomy. RESULTS: All the women were followed for 12 months. No patient

suspended therapy because of side effects. Four patients of the estradiol group

expenenced moderate pelvic pain . during treatment compared with only one.
patient in the tibolone group. One patient in the estradiol group reported severe

dyspareunia. CONCLUSION: Although our- series is very small, it seems that

tibolone may be a safe hormonal treatment for post~menopausal women with

residual endometriosis. :

» Evaluation of a unique oral contraceptwe in the treatment of premenstrual
dysphoric disorder.®

Abstract

Premenstrual - dysphoric disorder (PMDD) is a severe form of premenstrual
syndrome (PMS). This is the first trial of a unique oral contraceptive containing a
combination of drospirenone (DRSP, 3 mg) and ethinyl estradiol (EE, 30 microg)
for the treatment of PMDD. DRSP is a spironolactone-like progestin with
antiandrogenic and antimineralocorticoid activity. Spironolactone has been shown -
to be beneficial in PMS, whereas oral contraceptives have shown conflicting =~
results. In this double-blind, ‘placebo-controlled trial, 82 women with PMDD
(Diagnostic .and Statistical Manual of Mental Disorders, 4th ed. [DSM 1V]) were
randomized to receive DRSF/EE or placebo for. three treatment cycles. The
primary end point was change from baseline in juteal phase symptom scores as
assessed on the Calendar of Premenstrual Experiences (COPE) scale. Patients
treated with- DRSP/EE showed a numerically greater change from  baseline
compared with those treated with placebo.on each of the 22 COPE items and
each of the 4 symptom factors. Between-group differences - in symptom
improvement reached statistical significance in factor 3 only (appetite, acne, and
food cravings, p = 0.027). The secondary end points, Beck Depression Inventory
(BDI) and Profile of Mood States (PMS), were consistent with the primary end
point in that patients treated with the oral contraceptive showed a numerically
greater improvement from baseline compared with those treated with placebo. The
results of this study show a consistent trend in the reduction of symptoms that
suggested a beneficial effect of DRSP/EE for the treatment of PMDD, desplte
limitations of the study design. , _ _

> Lipid Metabolic Studies In Women With A Polycystic Ovary Syndrome
During Treatment With A Low-Dose Desogestrel-Ethinylestradiol -
Combination®.

® Freeman EW, Kroll R, Rapkin A, Pearlstein T, Brown C, Parsey K, Zhang P, Patel H, Foegh M;
PMS/PMDD Rescarch Group. J Womens Health Gend Based Med. 2001 Jul-Aug;10(6):561-9.Related
Articles, Links,

° Cullberg G, Hamberger L, Mattsson LA, Mobacken H, Samswe G. Acta Obstet Gynecol ‘Scand.
1985:64(3):203-7. _
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Abstract: .

Twenty women with the polycystlc ovary syndrome (PCO) were treated with a

" "combination of desogestrel and ethinylestradiol (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 htgher body weights and: blood pressure as well as
elevated levels of triglycerides in serum and VLDL. 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-cholesterol/HDL-cholesterol did
not alter. The level of total cholesterol in VLDL rose during freatment. These
changes in serum and lipoprotein lipids in PCQ patients were of the same type
and magmtude as those found in the control group, apart from an increase in HDL-
cholesterol in the lafter. The only remaining difference _after treatment was a
slightly higher level of VLDL 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 lmplicatlons of elevated
tnglycendes remain to be clarified. _

» Modificazione Dei Livelli Plasmatit:i" Deg.l'i Androgeni E Della SHBG In

Pazienti Con Sindrome Dell'ovaio Policistico (Pcos) Trattate Con

Contraccettivi Orali Contenenti Desogestrel™’.

Abstract:

8 women, aged 17-25, with polycystxc ovary syndrome (PCO) were freated with
Practil 21 (Organon) containing 30 meg of ethinyl estradiol and 150 mcg of
desogestrel, or with Planum (Menarini). 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) ngdl 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) meg/100 mi to 3.9 (+ or - 1.8) mcg/100 mi. Cortisone. level increased
.- significantly from 15 (+ or - 3.2) mcg/100 mi to 30.6 (+ or - 10.4) mcg/100 mi after
3 months, but the normal range (5-20 mcg/100. mi) was aftained at the end.
Ecographic evaluation of the size of the ovaries indicated a 18.2-66.5% reduction
after 3 months. In 3 cases, the number and dimension of follicles also diminished
conspicuously. Acne, hirsutism, and other symptoms of hyperandrogemsm also
declined. Side effects were minor and included slight weight gain, spotting and
" headache; treatment was suspended in only 1 case because of a grand mal
seizure. The administration of this new monophasic OC proved fo be a valid
. altemative therapy for PCO.

S 2 anary Dysmenorrhea Treatment Wlth A DesogestreI-Contammg Low-
' Dose Oral Contraceptive'’. -

1% Negri P. D'Errico (. Minisci N. Tomasi A. Minerva Ginecologica. 40(12) 699-707 1988 Dec. - -
“Hendnx SL, Alexander NJ. Contraception. 66(6):393-9, 2002 Dec.



" Abstract:

* This randomized, double-blind, placebo~controiled exploratory study examined the
efficacy and safety of a low-dose oral contraceptive (Mircette), desogestrel/ethinyl
;. estradiol [DSG/EE] and ethinyl estradiol [EE]) in relieving the symptoms of
b dysmenorrhea. Twenly-ihree clinics in the United States enrolled 77 women (age
‘ < or =32 years) with primary dysmenorrhea documented for at least four
consecutive cycles. Forty participants received DSG/EE&EE and 37 received
placebo for four consecutive 28-day cycles. The intensity of menstrual-related
distress was measured with the Menstrual Distress Questionnaire (MDQ). Patient
diaries were used to assess number of schoolMork days missed as well as the
use of rescue medication. Participants receiving DSG/EE&EE recorded reduced
menstrual pain severity, lower total MDQ scores, and significantly less menstrual
cramping. No significant change in bloating, anxiety, loneliness, weight gain, or
acne was reported. The DSG/EE&EE formulation shows promise for the treatmenit
~of primary dysmenorrhea and was well tolerated by the participants in this study. -

> Relief Of Essential Dysmenorrhea Wi_thEtl'uihyl Estradiol'?.

Abstn'act

The efficacy of ethinyl estradiol (EE) treatment of essenttal dysmenorrhea was
studied in 12 patients over 138 cycles. 50 mcg/day EE was administered at least
21 days prior to expected menstruation for 44 treatment cycles. The therapy
effectively inhibited ' ovulation and . relieved ~dysmenorrhea. There were 6
amenorrheic cycles in which withdrawal of EF resulted in dysmenorrhea. There
were no instances of nausea or toxic sequelae, and the treatment was well

: tolerated by the patients. For -the time, discontinuation of treatment is

I recommended for 1-cycle if 2 succeSsiVe,-SUCCessful treatment cycles occur.

> The Relat:on Between Obesity And ‘Testosterone-Estradiol Bmdmg
Globulin Levels In Polycystic Ovarlan Syndrome (PCO)',

Serum testosterone-estradiol binding globu!m levels (TEBG), total and free
testosterone levels, were evaluated in 36 patients with polycystic ovarian
syndrome (PCQ), and nine volunteers with normal cycles. TEBG concentration

“ was markedly reduced in all PCO patients in comparison ta the controls. However,

: f the difference befween the means was statistically significant for the obese PCO .

1

{

}

’ | ’ | -~ Abstract;

patients only. The serum free testosferone levels were elevated in all PCO

patients, although the total testosterone levels were normal in 42.8% of obese and

- 13.3% of nonobese patients. It is suggested that obesity is a factor in causing

2 . ' reduction of TEBG levels. Also, it might be a contnbuto:y factor in the etiology of
| PCO.

> Ultrasound Study Of Ovarian A'nd Uterine Morphology In Women With
L Polycystlc Ovary Syndrome Before, During And After Treatment With
3 'Cyproterone Acetate And Ethmyloestradlol“

2 Lyon RA. Surgery Gynecology and Obstetrics, 1943;77:657-660.
‘IZ Badawy SZ, Weigert JM, Marshall LD, Cuenca VG. Diagn Gynecol Obstet. 1980 Sprmg,Z(l) 43-6.

8. Venturoli , R. Paradisi, E. Saviotti, E. Porcu, R. Fabbri; L. F. Orsini, L. Bovicelli and C. Flamigni.
Archives of Gynecology and Obstetrics. Volume 237, Number 1 / agosto de 1985.
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Abstract:

Women with the polycystic ovary syndrome were treated cyclically for two years
with an oral oestrogen/progestogen combination of 50 mg of cyproterone acetate
and 0.05 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 gvarian volume and in the number of cystic areas was
observed during treatment. Hirsutism was also markedly improved. Some of these
beneficial effects persisted after freatment 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-Releasmg lntrautenne Device In The Treatment

Of Rectovaginal Endometriosis’®.

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 levonorgestrel-releasing 1UD over 12
months. SETTING: Tertiary referral center for treatment of deep endometriosis.
PATIENT{(S): Eleven sympiomatic patients with recfovaginal endometriosis.
INTERVENTION(S): A levonorgestrel-releasing IUD was inserted and maintained
for 12 months. MAIN OUTCOME MEASURE(S). Severily of dysmenotrhea, pelvic
pain, and deep. dyspareunia were assessed before insertion of the IUD and
throughout  treatment. The size of. rectovaginal endometriotic lesions were
evaluated by using transrectal and fransvaginal ulfrasonography. RESULT(S):
Dysmenorrhea, pelvic pain, and deep dyspareunia greatly improved and the size of
the - endometriotic lesions was - significantly reduced by {ireatment.
CONCLUSION(S): Insertion of a levonorgestrel-releasing IUD alleviates pain and
reduces the size of lesions in patients with endometriosis of the rectovaginal
septum.

Como se observa, los principios activos mencionados a lo largo de todos estos
articulos cientificos y su uso en los trastornos alli consignados, demuestran
nuevamente la falta de nivel inventivo de la solicitud colombiana en tramite en
tanto que la composicién fannadéutica de la solicitud en tramite al contener dichos

b

principios activos puede ayudar evidentemente a mejorar la sintomatologia de

dichos trastornos que ya previamente habfan sido atendidos y manejados.

Por todo lo anterior, ruego se analicen los argumentos expuestos con el rigor y
detenimiento habituales y que en consecuencia se decrete, ademas de la
negacion de la solicitud en comento, el archivo del expediente que la contiene.

" Fedele L, Bianchi S, Zanconato G, Portuese A, Raffuelli R, Fertility and sterility. 75(3):485-8, 2001 Mar.
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