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Today's game changer:
What's Novel Native Estrogen E4 with DRSP2
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Oral contraception:
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Progestins and estrogens mechanisms of action

Role of Progestin
+ Ovulation suppression
+ Thins endometrial lining

* Thickens cervical mucous

side effects

Reference: Ruggiers Rl et al Contrace stion. In; Koda-Kimble MA et 2, a4, Apphed Therapeutics: The Chinical Use

bleeding profile

of Drugs. Applied Therapeutics. 1992, 67-73.

Role of Estrogen
Stabilises endometrium by
balancing impact of progestin—
cycle control

* Decreases FSH secretion —

attenuating follicle
development

Avoids hypoestrogenic side
effects from ovarian
suppression
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Available estrogens
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] Estrogens made by the body

Estriol (E3);

Estradiol (E2): Madein
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ovaries during :
reproductive years placentz! unit
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N\ Estetrol (E4):
Produced by the
Estrone(E1): Producedin Auman fetus

liver, peripheral tissues and
ovaries.
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|Fetal Estrogens)|

| Adult Estrogens |
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A ‘ ogen with Selective actions in Tissues

Produced for
medicaluse e.g.in
birth control pills

(e.g. Ethinyl
Estradiol])

Foundin plants, E1
e.g.in soybeans

Phytoestrogens

Pollutants from
man-made
productsthat act as

endocrine . 3
disrupting agents €

Xenoestrogens
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E4/DRSP is a new era OC

E4/DRSPis a new era contraceptive based on the
native and selective estrogen: estetrol (E4)

Estrogen + Progestin= &)

(Estetrol) (Drospirenone) E4/DRSP

@ Thefirst and only combined oral contraceptive to contain E4
@ E4/DRSP is combined to be NATIVE, SELECTIVE and EFFECTIVE

+ Short hormone-free interval
+ 24/4 monophasic dosing regimen
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Clinical evidence phases Il and Ill study
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Incidence of adverse events -

SA.UW. UTPaad AUNaymS

study Iegfiaaueniuiy 13 5oudssdfiou  wnuNIzAuTes
triglyceride 1:1Lﬁm%u1umejm’7f1€ﬁ F4  @enndosiusiavun
mmsﬂnmmmmwbﬂ Fay  ansgeinn  uazuwAuIan
Uenani] sl,umiﬂﬂmmﬂmﬂﬂﬂiumwum glucose  metabolism/
tolerance wui1 E4 1mmwamaim11ﬂa1ﬂa war HbAjc
6 Wou waz 1 U 9nmsfnuiiiglsy wazamigowin luud
mimaauuﬂawaqumuﬂmmaqcﬁ‘l‘u nsAnwY  FIEATA  trial,
Phases |l study flewwuiaves E4  fusngausauiu
mswiUsaRufiingay wuin E4 15 me $aufu DRSP
ylsiwiindutosian  Seldengasilunsimuneely  lu
dumansznusieruduladin  Judullagwmdn 9 vesnsld
nauiudaiasefluusin  1fesanlunszéu  renin-angiotensin

system #du FeldfimsAnwdioven 3 ngu Idun E4 15 mg/
DRSP 3 mg, EE 30 mcg/LNG 150 mcg uwag EE20 mcg/
DSRP 3 mg W11 ‘Lumjm‘/ﬂsﬁ E4 15 mg/DRSP 3 mg dInasaszau
angiotensinogen Lag cortisol ﬁaﬂﬁ’qm

Phase 3 Studies

Adverse events occurring in =

2% of E4/DRSP users

EU/RUstudy | Pooled Phase No unexpected adverse events occurred
N=1553 3 studies and most (>90%) events were limited to one
N=3417 treatment cycle
Any treatment-related AE 44 (28.5%) 981 (28.7%)
o e
Breast pain/tenderness* 37 (2.4%) 136 (4.0%)
Acne* 59 (3.8%) 113 (3.3%)
Mood disturbance* <2% 111 (3.2%)
Headache* 120 (7.7%) 110 (3.2%) E4/DRSP has a low rate of side effects:

Dysmenorrhea™ 33 (2.1%)

Increased weight 36 (2.3%)

’ *maoinly occurred in Cycies 1-3 and decreosed thereafter |

85 (2.5%)
74 (2.2%)

minimal mood disturbance, acne, weight
gain,and loss of libido

Gemzel-Danielsson K. eral BI0G 2022:129:53-71
Chen MU, et al Contraception 2022:118:34-50.
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Venous Thromboembolic (VTE) Risk

CHC route Oral Vaginal ring

Country us us

Study years 2006-08 2006-09

:J‘;;‘é’i;or 1,683 1,143

* BMI = 30 18% Unknown (mean
kg/m? BMI 24.4 kg/m?2)

* VTE cases 3(0.18%) 4 (0.35%)

EE 30 pg/ E4 15 mg/ E4 15 mg/
LNG 120 ug DRSP 3 mg DRSP 3 mg
Transdermal Oral Oral

us US/CA EU/RU
2014-16 2016-18 2016-18
2,031 1,524 1:5953
N
35% 23% 13%
4 (0.20%) 0 1 (0.06%)

Large phase 4 studies needed to confirm the phase 2 and 3 findings that
suggest E4/DRSP use is associated with low clinical thrombosis risk

E4: Estetral | EE: ethinylestradiol | DRSP: Drospirenone | NETA: Norethisterone acetate| LNG: Levonorgestrel | SGA: Segesterons acetate

Archer DF, &t al. Obstet Gynacol. 2013;122:601-607.
Gemzell-Danielsson K, et al. Contraception. 2019;9%(6):323-328.

Creinin MD, et al. Contraception 2021;104:222-8.
Gemzell-Danielsson K, etal. BJOG 2022;129:63-71.

Nelson AL, et al. Contraception 2021;103:137-143.
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