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El autor de la presentacidon es explorador de la anticoncepcion hormonal en toda
su dimension.
Tiene publicaciones sobre diferentes moléculas disponibles y sobre

hormonoterapia en general.
No hatenido ni tiene compromisos con la industria farmacéutica que le limiten

su libre pensamiento y actuacion.
Conferencia preparada para el Simposio de Anticoncepcion de la Asociacion
Antioquefia de Ginecologia y Obstetricia. 2022

Usted puede descargar la presentacion en:



http://www.grupodeinvestigaciónsaluddelamujer.com.co/
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PILDORAS DE SOLO PROGESTINAS

CLASIFICACION SEGUN PROGESTINA
Y FORMA DE ADMINISTRACION

Grupos

Administracion continua sin dias de pausa
0.350 mg

Progestinas

Concentracion/tableta

Mini pildoras
0 progestinas

tradicionales

Norethisterona 0.500 mg
0.600 mg

Norethindrone 0.350 mg
Ethinodiol diacetate 0.500 mg
Linestrenol 0.500 mg
Norgestrel 0.075 mg
Levonorgestrel 0.030 mg

Solo progestina de desogestrel

Progestina de solo drospirenona
(Drospirenone Only Pill)

Desogestrel

Drospirenona

0.075 mg

Administracion continua por 24 dias y cuatro dias de pausa

4.0 mg
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ABSTRACT

Alteracion Biofisica del Moco Cervical
Accion Tubarica

Altera el Ciclo Menstrual

Efecto Anovulatorio

Efecto Endometrial — Espermatico
Ambiente Intrauterino Inhdspito Gametos
No interrumpen embarazo

No causan defectos al nacer

Since the 1960s, contraceptive pills have been at the service of humanity. They are one of the innovations that

have contributed the most to the changing role of women in society and to women achieving the role they play
today. Combined oral contraceptives (COCs) opened up opportunities to increase knowledge about the effects of

estrogens and progestins in the female organism. The overall results of this evolution were progestin-only
contraceptives in general and estrogen-free oral contraceptives as progestin-only pills (POPs} in particular. To
identify the position currently held by POPs, a bibliographic review was carried out in the following databases:
PubMed, ScienceDirect, EBSCOhost, OvidSP, Embase, and SAELO in Spanish. POPs have evolved notably from
restricted use only during breastfeeding to a broader context. The absence of estrogen in the pill currently offers
more advantages than disadvantages. The recent introduction of POP containing 4.0 mg of drospirenone,
administered in a 24/4-day regimen, offers better cycle control than previous POPs, as it allows much more
predictable bleedings and the same contraceptive efficacy as COCs. Hormonal contraception use continues to
grow. The options to regulate reproduction are numerous, and users have a greater number of options to choose
the one that suits their needs and comforts. Health professionals must provide high-quality contraceptive
counseling, offering all available tools, including POPs.
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ABSTRACT

Uso adecuado del esqguema

Quistes Luteos: Normales (50%)
Seguras en lactancia: Madre-Neonato
Sin retardo en la Fertilidad

Mal control del Ciclo/ Sin medidas efectivas
Posible Proteccion EPI

Posible Proteccidon A. Células Falciformes
Posible Reduccion Cancer Endometrial

Since the 1960s, contraceptive pills have been at the service of humanity. They are one of the innovations that
have contributed the most to the changing role of women in society and to women achieving the role they play
today. Combined oral contraceptives (COCs) opened up opportunities to increase knowledge about the effects of
estrogens and progestins in the female organism. The overall results of this evolution were progestin-only
contraceptives in general and estrogen-free oral contraceptives as progestin-only pills (POPs) in particular. To
identify the position currently held by POPs, a bibliographic review was carried out in the following databases:
PubMed, ScienceDirect, EBSCOhost, OvidSP, Embase, and SAELO in Spanish. POPs have evolved notably from
restricted use only during breastfeeding to a broader context. The absence of estrogen in the pill currently offers
more advantages than disadvantages. The recent introduction of POP containing 4.0 mg of drospirenone,
administered in 3 24/4-day regimen, offers better cycle control than previous POPs, as it allows much more
predictable bleedings and the same contraceptive efficacy as COCs. Hormonal contraception use continues to
grow. The options to regulate reproduction are numerous, and users have 3 greater number of options to choose
the one that suits their needs and comforts. Health professionals must provide high-quality contraceptive
counseling, offering all available tools, including POPs.
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more advantages than disadvantages. The recent introduction of POP containing 4.0 mg of drospirenone,
administered in 3 24/4-day regimen, offers better cycle control than previous POPs, as it allows much more
predictable bleedings and the same contraceptive efficacy as COCs. Hormonal contraception use continues to
grow. The options to regulate reproduction are numerous, and users have 2 greater number of opticns to choose

Mas de 5 anos: RR: 1.4 [IC95%:1.03-2.00]
Por cada afno adicional: RR:1.03 [1.01-1.06]
Sin impacto en Utero, Higado, Colorectal the one that suits their needs and comforts. Health professionals must provide high-quaity contraceptive

counseling, offering 3l avai able tools, including POPs.

Posible Protector Cancer Epitelial Ovario
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contraceptives in general and estrogen-free oral contraceptives as progestin-only pills (POPs) in particular. To
identify the position currently held by POPs, a bibliographic review was carried out in the following databases:
PubMed, ScienceDirect, EBSCOhost, OvidSP, Embase, and SAELO in Spanish. POPs have evoived notably from
restricted use only during breastfeeding to a broader context. The absence of estrogen in the pill currently offers

more advantages than disadvantages. The recent introduction of POP containing 4.0 mg of draspirenone,

Utilidad en Fumadoras.
Desogestrel — Drospirenona: Ovulacion

Beneficio adicional en tratamiento: administered in 3 24/4-day regimen, offers better cycle control than previous POPs, as it allows much more
. . predictable bleedings and the same contraceptive efficacy as COCs. Hormonal contraception use continues to
Endomet”OS'S grow. The options to regulate reproduction are numerous, and users have a greater number of opticns to choose

the one that suits their needs and comforts. Health professionals must provide high-guality contraceptive
counseling, offering all available tools, including POPs.

Desogestrel: Abrio camino a la pildora sin

Estrogenos fuera de la lactancia




DOP
(Drospirenona Only Pill)

Rosembaum: Reduccion Actividad ovarica
con Drospirenona sola

0.5 mg/dia: 36%

1.0 mg/dia: 25%

2.0 mg/dia: 50%

3.0 mg/dia: 91% - Sin ovulacion.

Elger. Perfil farmacodinamica Drospirenona

P00k} Estudios con diferentes dosis para
P28 administrar con periodos de pausa

Duijkers: “Progestagen Only Pills”
Pl0iEsE Desogestrel (continuo) versus
Drospirenona 4.0 mg (esquema 24/4)

Archer: Eficacia, Seguridad, Tolerabilidad y
2015 .
Control del Ciclo

2019 Aprobado por la FDA para anticoncepcion y
manejo de la dismenorrea

Egarter. Hormone Molecular Biological and Clinical Investigation 2020;20190042

2002




DOP (Drospirenona Only Pill)
Drospirenona 4mg (Esquema 24/4) Sin Estréogenos
Eficacia similar alos Anticonceptivos Combinados
Buen perfil de Sangrado — Buen Control Ciclo
Pocos dias de sangrado y poca Cantidad Sangrado
Continua proteccion pese 24 horas de olvido
Reduccion de la dismenorrea
Sin cambios en Parametros Hemostaticos

Seguro en la Lactancia — No Eventos Adversos
No Eventos Tromboembodlicos Venosos

La Obesidad no Reduce la Eficacia

Beneficios del Perfil Anti androgénico de la DRSP
Aceptabilidad en el 99% de las Usuarias

0.4% Abandono por sangrado no tolerado

¢Una pildora de
solo progestina
puede Amenazar la
existencia
de los
Anticonceptivos
Combinados?

Palacios S. Acta Obstet Gynecol Scand. 2019;00:1-9




LA PILDORA DE SOLO PROGESTINA
AL 2022

Minipildora de Levonorgestrel
Administracion continua
Solo en la lactancia

Solo Progestina de Desogestrel

Administracion continua
Dentro y fuera de la lactancia

“Drospirenona Only Pills”
Drospirenona
Administracion en Esquema 24/4
(24 activas y 4 de pausa)
Dentro y fuera de la lactancia




Anticoncepcion de solo progestina al 2022

Libre de Estréogeno

Para Fumadoras

*Con Riesgo Cardiovascular
Con Temor al Estrégeno
Pueden Causar Sangrados
Pueden Causar Amenorreas

Beneficios no contraceptivos

Via Oral: Levonorgestrel — Desogestrel — “Drospirenona Only Pills (24/4)
Via Oral: Levonorgestrel - Ulipristal (A. Emergencia)

Via IM - SC: Acetato Medroxiprogesterona (Trimestral)

SIU- Implantes SC: LARCs (Long-acting reversible contraceptives)

¢La anticoncepcion de solo progestina amenaza la existencia
de los Anticonceptivos Combinados?




Nueva Progestina

Acetato de Segesterone o Nestorene

Pertenece al grupo: 19-Nor-progesterona

Se une especificamente en el receptor de progesterona
No se une al receptor de androgenos ni de estréogenos
Sin efectos glucocorticoides, escasa union a ese
receptor

No es activo por via oral - Adecuado para otras rutas
100 veces mas potente que la progesterona

Sin eventos Tromboembolicos venosos 20.000 ciclos
Population Council desarrolla equipo farmacologico

“Contraceptive Vaginal System (CVS)”

Liberacion: Etinil Estradiol 13 p/dia +
Acetato de Segesterone 150 p/dia

https://www.fda.gov/ne
ws-events/press-
announcements/fda-
approves-new-vaginal- 10- Agosto -2018: Aprobado por la FDA
ring-one-year-birth-

control




Contraceptive

Vaginal n novera

System ) (Segesterone acefate and
h|n | estradiol vaainal system
(CVS) Deli}/ers 0.15 mgfﬂ.{}'lgﬁ mg p-.ljr day )

Anticoncepcion Hormonal Combinada — Ruta Vaginal

« Anillo Anticonceptivo Vaginal Anual

Nueva estructura polimeérica: mejor y regular liberacion
LARCS: paciente controlado, sin intervencion profesional
Se recoge en la farmacia una vez al ano

Se aplica por 21 dias - Se retira por 7 dias - Se lava y guarda
No Necesita Refrigeracion y se vuelve a aplicar

Duracion del sistema: 13 ciclos

Eficacia, Seguridad, Tolerabilidad y Control del Ciclo

Sin afectar la flora vaginal normal

Archer D.

Efficacy of the 1-year
(13-cycle) Segesterone
Acetate and
Ethinylestradiol
contraceptive vaginal
system: results of two
multicentre, open-
label, single-arm,
phase 3 trials

The Lancet. Global
Health. 2019; 7(8):
E1054-E1064



Etinilestradiol / Etinilestradiol /
Etonorgestrel Segesterone

Liberacion diaria: Liberacion diaria:
Etonorgestrel 120 py/dia  Segesterone 150 p/dia
Etinilestradiol 15 p/dia Etinilestradiol 13 p/dia

Diametro 54 mm Diametro 54 mm

Grosor 4 mm Grosor 8.4 mm
Gemzell-Danielsson. K. i . . i . .
Segesterone acetate/ethinyl estradiol 12- Vida util: un ciclo Vida util: 13 ciclos

month contraceptive vaginal system safety

evaluation. Contraception. 2019;99(6):323-328 Amerita refrigeracion No amerita refrigeracion
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Pharmacist Perspective
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Abstract: Annovera (segesterone acetate and ethinyl estradiol vaginal system) is a US Food and Drug
Administration FDA-approved long-lasting, reversible contraceptive that is fully administered by the
user and does not require a procedure for insertion or removal. The vaginal system is in the shape of
a ring and contains low doses of a novel progestin, egesterone acetate, and ethinyl estradiol. It is
made of silicone and is fully pliable and flexible. The vaginal system is reusable for 13 cycles, using a
21 days in/7 days out regimen, providing women with the ability to control their fertility. Particularly
now during the COVID-19 pandemic when access to contraception has been further reduced, patients
may benefit from a method that is both long-lasting and patient-controlled.

Sivin |

Contraceptive vaginal rings
releasing Nestorone and ethinyl
estradiol: a 1-year dose-finding trial.
Contraception. 2005;71:122-129
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Vieira CS

Bleeding profile associated with 1-
year use of the Segesterone acetate/
ethinylestradiol contraceptive
vaginal system: pooled analysis
from Phase 3 trials

Contraception. 2019;100:438-444



Combinados

ANTICONCEPCION HORMONAL
SIGUE CRECIENDO

oral y otras vias

Solo Progestina
Levonorgestrel (Continuo - lactancia)

Desogestrel (Continuo dentro y fuera lactancia)
Drospirenona (Esquema 24/4 — dentro y fuera lactancia)

Un Estrogeno:
Etinilestradiol
17-B-Estradiol Una Progestina
Valerato estradiol
Estetrol




(E-1) Estrona - (E-2) Estradiol
(E-3) Estriol - (E-4) Estetrol

Estetrol o oestetrol

« Es unahormona esteroide de
estrogeno deéebil gue se encuentra en
niveles detectables solo durante el
embarazo.

Se produce exclusivamente por el
higado fetal y esta estrechamente
relacionado con el estriol, que
también es un estréogeno debil que se
encuentra en grandes cantidades
solo durante el embarazo

Duijker I. Inhibition of ovulation by administration of estetrol in combination with
drospirenone or levonorgestrel: Results of a phase Il dose-finding pilot study.
The Eur J of Contracepy and Reprod Health Care. 2015;20:476-489
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Estetrol (E4)
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2016

2018

Coelingh Bennink HJ.
Estetrol review: profile and
potential clinical
applications.

Climacteric. 2008;11 Suppl
1:47-58

2020

ZAONRS

Descubierto Instituto Karolinska (Suecia)
Desarrollada moléecula fines terapéuticos
Publican estudios preclinicos

Realizacion y publicacion Estudios
~ase |l (Estetrol + Drospirenonay con LNG)

Mirtha Pharmaceutical adquiere derechos
sobre el desarrollo del Estetrol

Inicios estudios fase lll contracepciony
fase II-B en menopausia

Gedeon Richter Adquiere derechos
comercializar Estetrol 4mg+Drospirenona 3mg

Completados estudios fase lll contracepcion
Estrogeno Nativo

Inician estudios fase Illl menopausia




Kluft C.

Reduced hemostatic effects with
drospirenone-based oral
contraceptives containing estetrol
vs. ethinylestradiol.
Contraception. 2017;95(2):140-147

Estetrol es un estréogeno selectivo

No es un SERM

Significativa Accion Antigonadotropica

No Inhibe Enzimas Hepaticas

No interactua con la Familia CYP450

Impacto limitado sobre Sintesis SHBG
Estudiado combinado con diversas progestinas

Mejor combinacion:
Estetrol 4mg + Drospirenona 3mg
Comparado con EE 20 mg + DRSP 3 mg

Potencia
Potencia
Potencia

Reduccion Riesgo TEV
Reduccion Riesgo Cardiovascular

Reduccion Marcadores Coagulacion

Mejor Efecto Hemostatico
Alta Eficacia — Bajos Efectos Adversos




COMPARACION ESTETROL FRENTE EE y E2




Bienestar, Seguridad
y Comodidad
Para la Mujer,

Nuevo Enfoque de los

Anticonceptivos
Orales
Combinados

Estetrol (E4) 4mg + Drospirenona 3 mg
Esquema 24/4 - Baja Dosis

The results show that E4 in combination with DRSP
adequately suppresses ovarian activity and inhibits
ovulation.

E4 appears to be a promising alternative
estrogen for use in contraception.



La joyeria farmacéutica puede proporcionar un
meétodo novedoso de administracion de farmacos,

especialmente para las hormonas anticonceptivas

Journal of Controlled Release 301 (2019) 140-145

Contents lists available at ScienceDirect

Journal of Controlled Release

journal homepage: www.elsevier.com/locate/jconrel

Pharmaceutical jewelry: Earring patch for transdermal delivery of
contraceptive hormone

Mohammad Mofidfar®, Laura O'Farrell”, Mark R. Prausnitz™"

* School of Chemical and Biomolecular Engineering, Georgia Institute of Technology, Atlanta, GA 30332, USA
P physiological Research Laboratory, Georgia Institute of Technology, Atlanta, GA 30332, USA

Para aumentar la aceptabilidad y adherencia a los
medicamentos. Se incorpora un parche transdéermico
en las joyas que se usan en contacto directo con la piel




La anticoncepcion hormonal
continua creciendo, impulsada
por la necesidad de una mayor
seguridad dentro de la misma
eficacia contraceptiva que ha

ofrecido desde los inicios

La anticoncepcion hormonal tiene
Importante y privilegiado sitial
dentro de la medicina preventiva

Esta presentacion esta disponible en:
www.grupodeinvestigacionsaluddelamujer.com.co




