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E In Italia?

Le gravidanze indesiderate, ancora oggi, sono frequenti in tutto il mondo.
In italia circa un terzo delle gravidanze sono indesiderate e circa la meta di
queste esitano in interruzione volontaria (Figura 1).

FIGURA 1+ Gravidanze in Italia
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Le opzioni attuall
possiedono delle lacune che
POSSONO essere colmate con
contraccettivi nuovi e
Innovativi

A Nonostante i progressi della medicina negli ultimi
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Contraceptive technology is failing to
meet the needs of people in the United
States because of underinvestment in
new methods , s
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Abstract

Despite advancements in medicine ower the past decades, there exists a significant unmet global need for new and improved contraceptive
methads for men and women. The dewelopment of innovative contraceptives will be facilitated via advancements in biomedical science,
biomeadical enginearing, and drug dewelopmant technologies. This aricle describes the need for new methods, opportunities afforded by
advancements in biomedical science, strategies being employed 1o advance innavative novel methods, value of drug development accalerators
and tha need for industry involvernent 1o pravide men and warmen worldwide greater raproductive autonaomy.
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Abstract

Steady progress in contraception research has been achieved over the past 50 years. Hormonal and
non-hormonal modern contraceptives have improved women'’s lives by reducing different health
conditions that contributed to considerable morbidity. However the contraceptives available today
are not suitable to all users and the need to expand contraceptive cholces still exists. Novel
products such as new implants, contraceptive vaginal rings, transdermal patches and newer
combinations of oral contraceptives have recently been introduced in family planning programs
and hormonal contraception is widely used for spacing and limiting births. Concerns over the
adverse effects of hormonal contraceptives have led to research and development of new
combinations with improved metabolic profile. Recent developments include use of natural
compounds such as estradiol (E2) and estradiol valerate (E2V) with the hope to decrease
thrombotic risk, in combination with newer progestins derived from the progesterone structure or
from spirolactone, in order to avoid the androgenic effects. Progesterone antagonists and
progesterone receptor modulators are highly effective in blocking ovulation and preventing
follicular rupture and are undergoing investigations in the form of oral pills and in semi long-
acting delivery systems. Future developments also include the combination of a contraceptive with
an antiretroviral agent for dual contraception and protection against sexually transmitted diseases,
to be used before intercourse or on demand, as well as for continuous use in dual-protection rings.
Alhough clinical trials of male contraception have reflected promising results, limited involvement
of industry in that area of research has decreased the likelihood of having a male method available
in the current decade. Development of non-hormonal methods are still at an early stage of
research, with the identification of specific targets within the reproductive system in ovaries and
testes, as well as interactions between spermatozoa and ova. It is hoped that the introduction of
new methods with additional health benefits would help women and couples with unmet needs to
obtain access to a wider range of contraceptives with improved acceptability.

© 2012 Elsevier Inc. All rights reserved.
Corresnondine authne T Reoine Simk-Ware Center for Rinmedical Research. Pommlation Cooneil 1730 Yark Ave  Mew York
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A randomised double-blind trial to determine the bleeding profile of the
prolonged-release contraceptive dienogest 2mg/ethinylestradiol 0.02mg
versus an immediate-release formulation of drospirenone 3 mg/
ethinylestradiol 0.02mg
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Muring Cyclesd®, 50.5% of
participants in the prolonged
release group experienced
unscheduled bleeding, compared
to 72.8% in the immediateclease

group

Arhe prolongedelease pill was
well-tolerated

Arhe prolongedelease pill had a
high contraceptive efficacy

Arhe prolongedelease pill had a
low adverse event profile
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The prolonged-release oral formulations: a new era in hormonal

contraception technology?

Combined oral contraceptives (COCs) are one of the most
common reversible birth control methods, used by approx-
imataly 150 million women globally. However, oral admin-
istration of contraceptive steroids is associated with daily
peaks of oestrogens and progestins [1]: these fluctuations
could probably be associated with lower cycle control,
especially if very low dose ocestrogens are used
[ethinyl-estradicl (EE) <= 0.02mg]]. The same is not true
for the vaginal administration of steroids: vaginal contra-
ceptive rings that centinuously deliver low-dose cestrogen
and progestin levels appear to have a better cycle con-
trol [2]

Dienogest (DNG)/EE COC formulations wera first devel-
oped in the 19905 and proved to be a reliable oral
contraception assodation. DNG is an estrane-derived pro-
gestin that has properties of both 1%-norprogestins and
progesterone derivatives. It is used in combination with
various oestrogens for hormonal contraception and post-
menopausal hormonal replacement therapies, and as mono-
therapy for treating endometriosis. DNG has a robust
progestogenic effect on the endometrium and inhibits
ovulation in a dose-dependent manner. In the absence of
oestrogens, a minimum oral daily dose between 1 and 2mg
[3-5] is necessary to inhibit ovulation. DNG shows a high

i gen potency. Additi characteristics of this
progestin are the absence of mineralocorticoid or gluco-
corticoid effects in vivo. It binds to albumin with low affinity
and has no binding affinity to sex hormone-binding glob-
ulin (SHBG). EE is a potent, orally active synthetic cestrogen
derived from 17B-estradiol (E2) and it is currently used in
most marketed COCs. However, the reduction of EE to dosas
below 0.02 mg/day is associated with an increased rate of
unscheduled blesdings [6].

A first-in-class low-dose prolonged-release COC contain-
ing DNG 2mg and EE 0.02mg has been recently developed
to reduce daily plasma fluctuations of active ingredients.

dissolves or erodes, allowing drug release. The soluble por-
tion of the drug is released by the process of diffusion
through the gel layer, while the inscluble portion is released
through tablet erosion.

Up to now, COCs with prolonged-release formulation
were not available. Recently, the clinical efficacy of this
first-in-class low-dose prolonged-release COC containing
EE/DNG was shown in two multicentre Phase IIl European
clinical trials. In the pooled analysis of these two studies
the Pearl Index calculated in women 18-35years of age
(n=12,196 cycles) was 0.2 [95% upper confidence interval
(CI) of 0.77].

In a double-blind, double-dummy clinical trial, published
on this issue of the Journal [7], it was evaluated the cycle
control during the administration of a prolonged-release
DMNG 2mg/EE 0.02mag vs. an immediate-release DRSP3I mg/
EED.02mg formulation, both given in a 24/4-day regimen
over nine cycles. DNG 2 mg/EE 0.02 mg demonstrated supa-
rior cycle control in terms of a significantly lower proportion
of participants with unscheduled bleeding/spotting during
cycles 2-6, as well as significantly fewer days of bleeding/
spotting in each cycle. Overall, the proportion of partici-
pants with scheduled bleeding/spotting or scheduled
bleading for each specific reference period was similar in
both groups of treatment. In both treatments the numbers
of participants with scheduled bleeding/spotting tended
to decrease with time and that of participants with no
bleading/spotting to increase. Moreover, the number of
days for cycle with bleeding or spotting also decreased
over time, with both treatments. Yet in the DNG/EE
group, the reduction from cycle 1 to cycle @ of the mean
number of days with unscheduled bleading was about
three times more pronounced than in the DRSP/EE group.
Discontinuation rates due to bleeding was very low in both
groups of treatment and the small differences probably
due to aleatory randomisation effects.

Indeed, it decreases peak values (maximal conc

[Cmax] eccurring after 1.5h) and increases the time length
to maximal concentration [Tmax], by faw hours. In com-
parisen to the immediate, the prolonged-release formula-
tion guarantees a global similar total exposure to hormones,
with a reduced peak intensity.

This prolenged-release characteristic is achieved by using
salacted exdpients in the manufacturing of the tablets (wat
granulation). Hydroxypropyl methylcellulose polymer and
povidone K-30 are the selected excipients to delay the
pharmacokinetic profile. When immersed in agueous media,
i.e. gastrointestinal fluids, the polymer of the hydrophilic
matrix hydrates and swells and a gel layer forms around
the tablet, that increases in size. After some time, the matrix

The d-release ion of EE/DNG could then
reprasent a significant step forward in oral contraception tech-
nology. Despite the low EE dose, the smaller fluctuations in
serum levels induced by the prolonged-release EE/DNG for-
mulation can probably lead to an improved cycle control
similarly to what observed with the low EE hormonal contra-
ceptive vaginal ring. The intrinsic properties of DNG versus
DRSP may also contribute to the control of the cycle. A low
proportion of DNG in plasma (996 is bond to proteins, causing
a high bioavailability of the molecule (>00%). This translatas
into a higher availability of DNG in the endometrium, that
with EE, contributes to endometrium stabilisation during the
24days of use. The 4-day pill free interval then allows the
endometrium to shed in a more predictable manner, resulting
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ABSTRACT

ARTICLE HISTORY

Background: A prolonged release combined oral contraceptive (COC) pill, containing 2mg dienogest Received 2 December 2024

(DNG)/0.02mg ethinylestradiol (EE) in a 24+4 daily dosing regimen has recently been approved in Europe.
Objective: To determine if this COC impacts coagulation and fibrinolytic factors in comparison to an
immediate release COC containing 3mg drospirenone (DRSP)/0.02mg EE.

Methed: Forty-four patients received the novel preduct, and forty-seven the comparator (immediate release
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Accepted 21 January 2025
Published online 25 January
2025

formulation) during nine complete cycles. Coagulation and fibrinolytic parameters were evaluated: activated KEYWORDS

protein C resistance ratio, Antithrombin Ill (AT Ill), C-reactive protein, Factor VI, Factor VI, and D-Dimer. Coagulation; fibrinolysis;
Results: Compared to baseline, at the end of the study both groups displayed significantly higher mean combined oral
values for AT Ill: 1.06ma/mL (standard deviation [SD], 95% Cl, 0.98-1.15) for the DNG/EE formulation and ~ Contraceptive; disnagest;
1.04mg/mL (SD 95% Cl, 0.96-1.12) for the comparator (p=0.0006 and p=0.0009, respectively). D-dimer prolongsd release
showed a non-significant slight reduction in the DNG/EE group, from 276.62ng/mL (SD, 95% Cl, 228.92-

334.26) before treatment to 243.98 ng/mL (5D, 95% Cl, 192.45-309.31) ng/mL after treatment. Contrarily, the

comparator displayed a non-significant rise in D-dimer values from 246.46ng/mL (5D, 95% Cl, 205.44-

295.66) ng/mL to 27530ng/mL (SD, 95% Cl 219.21-345.75; p=0.4520). All other parameters showed no

significant differences before and after the treatment for both groups.

Conclusion: The COC 2mg DNG/0.02mg EE was not associated with any meaningful changes in the

analyzed coagulation and fibrinolytic parameters indicating that a prolonged release formulation does not

impact on these factors.

Clinical trial registry: EudraCT: 2019-0018-77-97

Introduction the European Medicines Agency (EMA) and a Cochrane
meta-analysis revealed that the risk of VIE in women using

Shortly after introducing the first combined oral contraceptives

(COC) in the 1950s, the first cases of venous thromboembolism
(VTE) associated with the use of COCs were registered [1].
When using a COC, the estrogen compound is the primary
cause of the thrombotic risk. Estrogens are also related to other
adverse events such as weight gain, bleeding disorders, nausea,
and bloating; hence, the estrogen dosage has been continuously
reduced since the 1970s. Indeed, the reduced estrogen dosage has
resulted in a lower incidence of VTE [2-4].

Changes in the progestin compound of COCs were subse-
quently introduced to continue efforts at reducing risks. The first
COCs  contained  progestins  like  lynestrenol  and
ethynodiol-diacetate, while in the 1970s, levonorgestrel (LNG)
and the 1980s, progestins like gestodene and desogestrel were

'""’ﬁdi iﬁd as_new_ca iiiﬂ"idi Eour i“ﬂﬁi n h“ihid in_1903 lower levels of factor V. In contrastl nun—andmﬁenic or _antian-

COC with cyproterone acetate or drospirenone is two-fold higher
than with COCs containing LNG [9,10]. These studies further
confirmed that the use of gestodene or desogestrel was associ-
ated with a higher VTE risk than LNG [9,10].

Historically, most available COCs use ethinylestradiol (EE) as
an estrogenic compound; in particular, this molecule seems to
trigger the occurrence of VTE in women. Progestins adminis-
tered orally without any estrogen do not increase VTE risk
Combined with EE, progestins with partial androgenic activity,
such as LNG, counteract the intense EE-induced stimulation of
liver proteins by changing pro-coagulatory, anti-coagulatory, and
fibrinolytic factors. EE leads to higher levels of fibrinogens, pro-
thrombin, and coagulation factors VII, VIII, and X, and slightly

Arhe study compared a prolonged release COC to an
immediate release COC.

Arhe study found that both groups had significantly
higher mean values for AT Il at the end of the study.

Arhe study concluded that the prolonged release COC
was not associated with any meaningful changes in the
analyzed coagulation and fibrinolytic parameters.
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DNG: struttura chimica di un progestinico unico nel suo gericie

Elevata potenza
progestinica

Nomegestrol
Nesterone
Trimegestone

Dienogest
Drospirenone

Cianometile al posto del
gruppo etile in posizione B/

Unicita:
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Oettl M. et al. drugs of today. 1995, 31:5%36.
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Formulazioni a rilascio prolungato: le

formulazioni a rilascio prolungato sono
formulazioni a rilascio modificato che mostrano

una modalita di rilascio piu esteso nel tempo
rispetto a quello di una forma di dosaqqio a rilascio

Immediato somministrata per la stessa via

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

20 November 2014
EMA/CHMP/EWP/280/96 Rev1
Committee for Medicinal Products for Human Use (CHMP)

Guideline on the pharmacokinetic and clinical evaluation
of modified release dosage forms




Formulazione a rilascio prolungatswelling
controlleddrugdelivery system

1. La superficie della compressa si bagna FASE 1: Il polimero si bagna
guando entra in contatto con i liquidi e inizia
a formarsi uno strato di gel superficiale, da | ingestione della compress:
cui vengono rilasciati i principi attivi solubili.

2. Man mano che i liquidi penetrano nella FaSiS s (W etaris b el

matrice polimerica, la struttura si rigonfia
determinando un aumento delle dimensioni. B R FASE 3: formazione di gel

~

3./2y tQF@Lyi I NB RSt LINEOSE AA KE o d2Yksr . diamsione del ge
contemporanea erosione della struttura che “ e

In sequito determina il rilascio della parte di
farmaco insolubile, concentratosi
maggiormente nel core della struttura

‘ ° FASE 5: dissoluzione del polimero

Farmaco solubile Farmaco insolubile
Rilasciato principalmente per Rilasciato principalmente tramite
DIFFUSIONE EROSIONE della compressa.

attraverso lo strato di gel.
Modificato da Nokhodchi A, Raja S, Patel P et al. The role of oral controlled release matrix tablets in drug deliveryBeysipanss, 2012;2(4):1%4387. doi:10.5681/bi.2012.027




Cosa si intende per rilascio prolungato

Fig.1 — Morfologia superficiale e sezione trasversale di particelle di farmaci generici Fig.2 — Morfologta superficiale e sezione trasversale di particelle di farmaci ottenute
con un metodo tnnovativo
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‘ Hormonal intravaginal rings ‘

Matrix Insert
(homogeneous dispersion)

| |

| Bio-soluble ‘ | Insoluble Sandwich ‘ Tablet | ‘ Pod ‘ ‘ Rod |

(shell)
| Multi drug ‘ | Single drug ‘ ‘ Single drug ‘ ‘ Multi drug ‘ ‘ Multi drug ‘ ‘ Single drug ‘
| |
‘ Continuous ‘ ‘ Segmented | Continuous core, Segmented core, Segmented core,

continuous RCM

continuous RCM

segmented RCM

» Fig. 2 Intravaginal ring designs.

Hybrid
(e.q., core-
matrix)

June'l4 Exeltis Financial Repo@ontrol de Gestion

Un vantaggio degli IVR core e
che il rilascio dei farmaci
avvieneper ordine zero
rispetto agli IVR a matrice

Membrane
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Riassunto del parametri farmacocinetici EE
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Compressa a rilascio prolungato

Confronto tra diverse formulazioni (concentrazione plasmatica e profilo temporale)
REVIEW ARXONSED:

Hall of Fame Article www.advmat.de

Advances in Biomaterials for Drug Delivery

Owen S. Fenton, Katy N. Olafson, Padmini S. Pillai, Michael J. Mitchell,*
and Robert Langer*

e A Grafico della concentrazione plasmatica
/—\ Intervallo delle sostanze rispetto al tempo per:

Intervallo terapeutico

v terapeutico formulazioni a rilascio controllato, a

m arbitrario : : . :
& Rilascio prolungato rilascio prolungato e a rilascio

Immediato.

Concentrazione plasmatica

B Rilascio immediato

Intervallo subterapeutico

A La compressa a rilascio prolungato € il
sistema che piu si avvicina alle forme a
NAEl a0A2 RA 2NRAYS
contraccettivo vaginale B e

Tempo

Modificato da: PAVANI J. et al. FORMULATION DEVELOPMENT AND IN VITRO EVALUATION OF SUSTAINED RELEASE MATRIX TABLETS OF TRAMADOL HYDROCHLORIDE. Innovat International Journal Of Medical &.
Pharmaceutical Sciences, 2017; 2(6). S



Perché un regime
24/47




Confronto dei rapporti

w lpdhio caso(42 mg didienogeste 0,63 mg di etinilestradiolo), il rapporto
tra dienogested etinilestradiolo 66,67

w I&bndo cas¢48 mg didienogeste 0,48 mg di etinilestradiolo), il
rapporto €100.

Conclusione

wNelprimo casq la quantita ddienogeste
inferiore rispetto alla quantita di
etinilestradiolo rispetto al secondo caso. I
altre parole, ilrapporto tra dienogested
etinilestradiolo e piu basso.

wNelsecondo cash  H&enogestper
ogni unita di etinilestradiolo, quindi il
rapporto e piu alto (100 vs 66,67).

Maggiore azione antiandrogena e maggior
sicurezza per minore esposizione
£t QSUAYAT SAUNI RAZ2T 2

Piu dienogest e meno etinilestradiolo ()
per ciclo*t’

Dienoges(DNG) 2 mg/Etinilestradiolin regime 24 + 4, contiene:!

(EE) 0.02 mg
Piu dienogest* Meno etinilestradiolo*
Attivita
...... +14,2%...... antiandrogena! aees=23.8%......
60 : : 700 : :
: : 0,63 mg :
. 48 mg 600 3
42 mg o
3 3 500 0,48 mg
¢ a0 3
[} —
= £ 400
£
= 30 o % o
) E T 300 £
b4 U’!g s O’!g
g 20 NO 3 DNG 2 : ~O 2
2z + =
e @t D g £ 200 o + O DNG 2mg +
A v 0,020 mg EE i R 0,020 mg EE
g9 2 RILASCIO g 92 RILASCIO
10 892 PROLUNGATO 100 892 PROLUNGAT
E C°C ECC
o.9Q-s o9 -s
U T o L9 2o T
o I 4 o
* Rispetto alle compresse contenenti 2 mg dienogest + 0,03 mg etinilestradiolo in regime di 21 giorni + 7 di pausa’ Elaborazione grafica da testo Rif. 1 e 7




Profilo di dissoluzione in vitrdi dienogestper il prodotto a rilascio
prolungato e per il prodotto di riferimento a rilascio immediato (DNG/EE:

2mg/30>q)
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DIE (%) rilasciato

40

20

. Dienogest (DNG) 2
300 400 500 mg/Etinilestradiolo (EE) 0.02 mg _
(Lotto LFD0494) :

0 100 200

Tempo (min)
Swedish Medical Products Agency (Lakemedelsverket). 08.02.2024. Public Assessment Report, Scientific discussion: Dieylegeatliet Exeltis (ethinylestradialienogesj, SE/H/2380/01/DC:
Disponibile su: https://docetp.mpa.se/LMF/Dienogest_Ethinylestradiol%20Exeltis%20protoeigade%20tablet%20ENG%20PAR_09083e028c.pdf (ultimo accesso: 05.08.2024).



Profilo di dissoluzione invitl® S £ £ QS { A ypdr fl BailditdNg riRdci® 2
prolungato e per il prodotto di riferimento a rilascio immediato (DNG/EE:
2mg/30>q)
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Dienogest (DNG) 2

' mg/Etinilestradiolo (EE) 0.02 mg SRR

0 100 200 300 400 °00 (Lotto LFD0494) :
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Swedish Medical Products Agency (Lakemedelsverket). 08.02.2024. Public Assessment Report, Scientific discussion: Dieylegeadicdl Exeltis (ethinylestradialienogesj, SE/H/2380/01/DC‘
Disponibile su: https://docetp.mpa.se/LMF/Dienogest_Ethinylestradiol%20Exeltis%20protoeigade%20tablet%20ENG%20PAR_09083e028c.pdf (ultimo accesso: 05.08.2024). o




Dissoluzione In vitro

ALa compressa di confrontorilascio immediatqd DNG/EE: 2mg/38g) presenta un

profilo di dissoluzionentro 30 minuti;a questo puntd f Y Sy 2 & dis€loftor

f Qy mz aA

Swedish Medical Products Agency (Lakemedelsverket). 08.02.2024. Public Assessment Report, Scientific discussion: Dienogest/Ethinylestradiol Exeltis (ethinylestradiol, dienogest), SE/H/2380/01/DC. Disponibile su:
https://docetp.mpa.se/LMF/Dienogest_Ethinylestradiol%20Exeltis%20prolonged-release%20tablet%20ENG%20PAR_09001bee83e5028c.pdf (ultimo accesso :05.08.2024).



Concentrazione plasmatica mediadienogestal giorno L

studio in vivo

~ R
Dienogest (DNG) 2 mg/Etinilestradiolo (EE) 0.02 mg a rilascio prolungato. Concentrazione di Dighogdstiot: e T,..pit tardivo

=¢= 20 pg etinilestradiolo/
2 mgdienogest

80 IIIIIIIIIIII’ TmaX

=9¢= 30 pg etinilestradiolo/
2 mgdienogest 70
60
50

40

30

20

10

Concentrazione diienogestel plasma in ng/ml

0 1 2 3 4 5 6 7 8 9 10
Tempo

\_

Swedish Medical Products Agency (Lakemedelsverket). 08.02.2024. Public Assessment Report, Scientific discussion: Dienogest/Ethinylestradiol Exeltis (ethinylestradiol, dienogest), SE/H/2380/01/DC. Disponibile su:
https://docetp.mpa.se/LMF/Dienogest_Ethinylestradiol%20Exeltis%20prolonged-release%20tablet%20ENG%20PAR_09001bee83e5028c.pdf (ultimo accesso: 05.08.2024).




Curve di concentrazione plasmatica mediaithilestradiolo
corretta per la dose versus tempo al giorng..1...

r N
Pillolaa rilascio prolungato. Concentrazione di etinilestradiolg;i@feriore T, piti tardivo

=¢= 20 pg etinilestradiolo/
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Farmacocinetica

U G, Inferiore
U T, . prolungato

U Variazioni ormonali sistemiche minori

U Obiettivoi Miglioramento del controllo del ciclo e riduzione del

giorni di sanguinamento non programmati

RCHelze®
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Risultati

Table 2.7.2-10. Inhibition of ovulation (Full analysis set)

TC No Inhibition
No
TC 1 Y es
CT for ves
No
TC 4 Y es
CTI for ves
Abbreviations:

Adobe Stock | #196303820

CI=Clopper-Pearson contidence mterval:
N=Number of subjects: n (%o)=Number and percentace of subiects in the cafegnrv No =Number: TI=DNG/EE 1mg/ 10 ng:
(EE 20 ng/DRSP 3 mg):

2o

D

T2=DNG'EE 2 mg/10 ng: T3=DNG/EE 2°mg/20 ng;

TC=Treatment cycle

Source: Table 11.4 in section 11.4.1 of study report LPRI-421/201

[ QA YV A

RSt f Q2 @0dz

DRRS 3mg/EE fotal |

DNG=Die

T3
N=25 N—24 N—98
n (%) n (%6) n (%6)
0 0 1(1.0)
25 (100.0) 24 (100.0) 97 (99.0)
86.3: 100.0 85.8: 100.0 -
0 0 3 (3.5)
22 (100.0) 20 (100.0) 83 (96.5)
84.6: 100.0 83.2: 100.0 -

oAl A2yS RSttQ20@dzE 1T A2yS SNI

spirenone: EE=Ethinyl estradiol:

O2YLJ Sl

[ QAVAOAT A2y S RSttt Q20dzZ T A2y S SNDO%O& TCLIe Beli TC 4)0rBayincotnpletad R2 & S
con T2 (100% nel TC 1, 95,5% nel TC 4) e con T1 (96,0% nel TC 1, 90,9% nel TC 4).

Swedish Medical Products Agency (Lakemedelsverket). 08.02.2024. Public Assessment Report, Scientific discussion: Dieylegeadietl Exeltis (ethinylestradialienogesy}, SE/H/2380/01/DC
Disponibile su: https://docetp.mpa.se/LMF/Dienogest_Ethinylestradiol%20Exeltis%20protoelgade%20tablet%20ENG%20PAR 0908 ef028c.pdf (ultimo accesso: 05.08.2024). g
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Punteggio di Hoogland modificato

% 80
70

60

L'inibizione dell'ovulazione € stata completa per DNG/EE a rilascio prolungato (100% in TC 1 e TC 4
[QF GGAGAGLE 20 NAOIF 8§ adaldal ydzZ fl 2 YAYAYIl RdzN

30

20

Con la formulazione a rilascio
prolungato non € stato rilevato

alcun follicololuteinizzatoe non
0 -
Nessuna attivita Attivita potenziale FLS non attiva FLS attiva ( O@ rotto (LU F) o0 ovulazione
m Ciclo 1 = Ciclo 4 | . o

Swedish Medical Products Agency (Lakemedelsverket). 08.02.2024. Public Assessment Report, Scientific discussion: Dieylegeatlied Exeltis (ethinylestradiaienoges}, SE/H/2380/01/DC-.'_
Disponibile su: https://docetp.mpa.se/LMF/Dienogest_Ethinylestradiol%20Exeltis%20protoelgade%20tablet%20ENG%20PAR_090B2efe028c.pdf (ultimo accesso: 05.08.2024).
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Efficacia: programma di sviluppo clinico europe-

301 302
_ Dienoges(DNG) 2
Non comparativo mg/Etinilestradiolo (EE) 0.02 g
13 cicli rilascio prolungato

vs 3 mgdrospirenon€0.02 mg EE
9 cicli




Caratteristiche di base degli Studi 301 e 302

301
Pillola a rilascigrolung

(N=860)

Pillola la rilascigrolung

(N=716)

DRSP/EE a rilascimme.

(N=288)

Eta, media (DS), anni
Gruppo per eta
IMC, media (DS) (kg/m2)

Gruppo per IMC

Gruppo per PA (mmHg)

t NBaSyil | RA

Fumatrici

Xop FyyaA

> 35 anni

<30

X 0 N

PAS < 130, PAD < 85

t!'{ xmMmonz t!5 Xxyp
XM FLEOGG2NA RA NA&aOKA

Mestruazione regolare durante gli ultimi 6 cicli

Trattamento precedente con ormoni sessuali e modulatori del sistema

genitale

Nessun trattamento precedente

Swedish Medical Products Agency (Likemedelsverket). 08.02.2024. Public Assessment Report, Scientific discussion: Dienogest/Ethinylestradiol Exeltis (ethinylestradiol, dienogest), SE{H{BSOIOUD.C
Available at: https://docetp.mpa.se/LMF/Dienogest_Ethinylestradiol%20Exeltis%20prolonged-release%20tablet%20ENG%20PAR_09001bee83e5028c.pdf (last access: 05.08.2024).

27,8 (7,1)
704 (81,9%)
156 (18,1%)

23,2 (3,6)
831 (96,6%)

29 (3,4%)
744 (86,5%)
116 (13,5%)
196 (22,8%)
150 (17,4%)
800 (93,0%)

454 (52,8%)

428 (49,8%)

27,4 (6,9)
605 (84,5%)
111 (15,5%)

23,3 (3,3)

639 (89,2%)
77 (10,8%)
119 (16,6%)
152 (21,2%)
690 (96,4%)

423 (59,1%)

313 (43,7%)

27,2 (6,9)
246 (85,4%)
42 (14,6%)

23,2 (3,4)

264 (91,7%)
24 (8,3%)
44 (15,3%)
58 (20,1%)
280 ()

156 (54,2%)
143 (49,7%)
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Eccellente efficacia contraccettival

Elevata efficacia contraccettiva

Pearl Index
1,0
0,80°
08
0,6
0,454°
’ 0,44
04
0,2°

0,2 I I

0

2 mg dienogest + 0,02 mg 2 mg dienogest 3 mg drospirenone 3 mg drospirenone

etinilestradiolo + 0,03 mg etinilestradiolo +0,02 mg etinilestradiolo + 14,2 mg estetrolo




Qual e la Copertura |n

vomito/diarrea®?




Gestione delle pillole dimenticate

w Dienogest (DNG) 2 mg/Etinilestradiolo

(EE) 0.02 mg

Seladonnaéeinritardonel | 6assunzion®ladonnaeinritardkonel | 6assunzi on

della compressa attiva bianca di meno
di 24 ore,| 6 e f fcontraxaettiva non e
ridotta. La paziente deve assumere la
compressa dimenticata appena se ne
ricorda e le compresse successive
devono quindi essere assunte alla solita
ora.

Gestione In caso di vomito o diarrec

wDNG/EE: 2mg/36g

della compressa di meno di 12 ore,
| 6 e f fcontrawaettiva non e ridotta. La
paziente deve assumere la compressa
dimenticata appena se ne ricorda e le
compresse successive devono quindi
essere assunte alla solita ora.




Guida all’'uso

2 mg/0,02 mg compresse

arilascio prolungato
dienagestietinilestradialo @
Cosa fare in caso di compresse dimenticate! \ e
0 2
Pil di una compressa bianca S|
attiva dimenticata \
— Fpirr::;f:; #Si sono avuti rapporti sessuali nella settimana precedente
|
NO
N7
* Prendere la compressa dimenticata il prima possibile, anche se cid * Usare precauzioni aggiuntive
dovesse implicare I'assunzione di 2 compresse contemporaneamente per i successivi 7 gg
Una compressa bianca attiva dimenticata ) * Prendere la compressa dimenticata il prima sibile, anche se cio « Continuare a prendere le altre
e Giorno 8-14 P prima pos p
(oltre le 24 ore successive al momento ( da fila) dovesse implicare I'assunzione di 2 compresse contemporaneamente compresse alla solita ora
in cui viene presa normalmente)
* Prendere la compressa dimenticata, il prima
possibile anche se cib dovesse implicare « Si puo anche interrompere I'assunzione
. I(;:)s;qnzmne L c;xnplresse cnntempltlamnni:mente OPPURE delle compresse bianche attive e iniziare
e immediatamente 3 prendere
di questo blister, gettarle via e iniziare direttamente le 4 compresse verdi placebo
il blister successivo (il giorno di inizio sara diverso). T
A~
7~
=l
® Se ci si accorge di aver dimenticato : )
una compressa bianca entro 24 ore s G':‘f“‘" 15'2;13 P . IMPOHI:TA:T?I‘E. i1 dimenti 5
dal momento in cui si prende normalmente (terza/quarta fita) e e
la compressa, la protezione contro !
la gravidanza non & ridotta’ I
* |n caso di dimenticanza di una o pil compresse v
verdi, si & comunque protette a condizione . Pren_dt?re la compressa dimenﬁ(_:ata _iI prima * Continuare a prendere le compresse a?lla solita ora.
che tra F'ultima compressa bianca del blister poe;mbll_e, ancl'_le se cio dovesse implicare Im di prgndere le compress_e_vgrdl Plat_:ebo
I'assunzione di 2 compresse contemporaneamente di questo blister, gettarle via e iniziare il blister

attuale e la prima compressa bianca del blister
successivo non passino pil di 4 giorni.?

successivo (il giorno di inizio sara diversa).
Elaborazione grafica da testo Rif. 1
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Profilo di sanguinamento di
Dienogest (DNG) 2 mg/Etinilestradiolo
B

Cenno 301 i
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Bleedingpattern studio 301
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Figure 2.7.3-2. Percentage of Subjects with Bleeding/Spotting Days by Treatment Cycle




Profilo di

sanguinament
studio 302 Y

JoURNAL OF CONTRACEFTION
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@ Taylor &Francis
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RESEARCH ARTICLE 3 OPEN ACCESS

A randomised doub\e-blind trial to determine the pleeding

profile of the

prolonged-release col ive dienogest 2mglethiny|es(radlo| 0.02mg
versus an \mmediate-release formulation of drospirenone 3mg/

ethiny\estradio\ 0.02mg
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