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The hormonal IUD is being introduced at scale in low- and
middle-income countries for the first time

1990 ‘ «  Hormonal IUD first approved in Finland (MIRENA®)
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: Approval of Medicines360’s IUD by the U.S. FDA for contraception under the brand name LILETTA®
2015 . *  Medicines360 offers IUD at a low price for low- and middle-income countries under the brand name Avibela™
I+ USAID begins funding hormonal IUD pilots in Africa to assess demand and acceptability
: » Hormonal IUD added to WHO’s Model List of Essential Medicines
|
2018 ‘ «  Preliminary results from pilot projects published; additional publications continue through 2021, showing unmet need for the method and high
: user satisfaction and continuation rates
I
2020 ‘ Hormonal IUD Access Group launches to support scale-up of the method, made up of NGOs, procurers, donors, and suppliers
2021 ‘ Hormonal IUD (including AVIBELA) added to global procurement catalogs

Medicines360 announces subsidized AVIBELA price for the public sector, through 2024 Medicines’
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AC C E S S I U S . « Medicines360 conducted the ACCESS IUS trial in the U.S. to
. evaluate the levonorgestrel 52 mg 1UD for contraceptive efficacy and
A Comprehensive safety for up to 10 years with a secondary goal of addressing

Contraceptive Efficacy misconceptions related to [UD use

and Safety Study of an - We hypothesized that rigorous clinical trial data could
IUS adequately address common misconceptions
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reinin MD. Five-Year Contraceptive Efficacy and Safety of a Levonorgestrel 52-mg Intrauterine System. Obstet Gynecol. 2019 Jan;133(1):63-70.



The ACCESS IUS trial included a diverse U.S.

cohort, including 58% nulliparous women

*BMI = 30 kg/m?
+ BMI = 40 kg/m?

Eisenberg DL, Schreiber CA, Turok DK, Teal SB, Westhoff CL, Creinin MD; ACCESS IUS Investigators. Three-year efficacy and safety of a new 52-mg levonorgestrel-releasing intrauterine system. Contraception. 2015

Jul;92(1):10-6.

16 to 45 years
N =1751

Efficacy was evaluated
among women aged 16
to 35

000

Race/Ethnicity

White 78.4%
Black 13.3%
Asian 3.9%
Other 4.4%

14.7% of women
indicated Hispanic
ethnicity

Mean: 26.9 kg/m?

Overall Range: 15.8 to
61.6 kg/m?

25.1% obese*
5.3% morbidly obese!

Successful IUD placement in 1714 women (98%)

o O

s

Parity Status

Nulliparous
N=1011

Parous
N =740

58%

42%
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ACCESS IUS protocol and outcomes evaluated

Protocol

Chlamydia screening: at study entry and yearly if age
<25 years

Baseline gonorrhea screening: if testing had not
been performed since starting current sexual
relationship

Additional STI testing: if new sexual partners during
the trial

Follow-up visits with pelvic exam: 3 times in the first
year and twice yearly thereafter

Outcomes evaluated

Pelvic infection (defined as any clinical diagnosis of
endometritis or PID) risk with insertion at initial visit
prior to having STl testing results

Expulsion rates

Amenorrhea (defined as no bleeding or spotting for
90 continuous days) rates with extended use

Return of menses and fertility after IUD
discontinuation
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STl and pelvic

infection risk

 80% of participants did not have STl test results
available before IUD placement

 Of 1684 participants with testing during IUD placement,
STI treatmenty When 23 had positive results; all were treated without [UD
re q u | re d was removal, and none developed pelvic infection
y

i « Nine (0.5%) participants were diagnosed with pelvic

SUCCESSfUI WIthOUt infection within 2 years after placement: 3 participants
within 7 days, 1 a ays, and 5 at =26 months
remova ithin 7 d 1at39d d5at=6 th

* The four early diagnosis infections had successful
outpatient antibiotic treatment; one elected to have
IUD removal after treatment
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Turok DK, Eisenberg DL, Teal SB, Keder LM, Creinin MD. A prospective assessment of pelvic infection risk following same-day sexually transmitted infection testing and levonorgestrel intrauterine system placement. Am J Obstet 3 6 Q
Gynecol. 2016;215(5):599.61-599.€6.



Expulsion occurred

; 0

In 65 (38 A)) Of * 50 (76.9%) expulsions occurred within the first year

pal’tICIpantS over 6 « Expulsion occurred more frequently in parous
users through one year (parous 4.6%, nulliparous

yeal's and OCCU rred 1.7%, p<0.001) and 6 years (parous 5.9%,

more frequently in nulliparous 2.2%, p<0.001)

parous users
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Gilliam ML, Jensen JT, Eisenberg DL, Thomas MA, Olariu A, Creinin MD. Relationship of parity and prior cesarean delivery to levonorgestrel 52 mg intrauterine system expulsion over 6 years. Contraception. 2021 3 6 Q
Jun;103(6):444-449.



Menstrual
bleeding and

return to
menses

« Amenorrhea occurred in 19% of users at one year, 27%
at 2 years, 37% at 3 years, and remained ~37-42%
through 8 years of continuous use

98% of participants

 Of 664 participants evaluated for return of menses
evaluated had d after IUD discontinuation, 651 (98.0%) had a
menses after menses with 647 (99.4%) within 3 months
d |SCO nt| n uat|on * Excluding 12 participants with known reasons for

not having menses (pregnancy, hysterectomy, and
ovulatory dysfunction), 651/652 (99.8%) had
menses within 3 months
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Creinin MD, Schreiber CA, Turok DK, Cwiak C, Chen BA, Olariu Al. Levonorgestrel 52 mg intrauterine system efficacy and safety through 8 years of use. Am J Obstet Gynecol. 2022 May 13:5S0002-9378(22)00366-0; AVIBELA 8 3 6 Q
Summary of Product Characteristics & Prescribing Information, 2022.



Return to

fertility

0 . « Among 165 participants who attempted to conceive after
86 A) Of pa I'tICI pa ntS up to 5 years of IUD use, 142 (86.1%) conceived within
- 12 months (median time 92 days)
desiring pregnancy
- gl  The 12-month conception rates did not differ between
conceived within 12 nulligravid (66/76 [86.8%]) and gravid (76/89 [85.4%))
users (p=0.83
months of IlUD P
removal « Conception rates did not differ based on duration of use

(92% if <1 year and 89% if 4+-5 years, p=0.28)
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Carr BR, Thomas MA, Gangestad A, Eisenberg DL, Olariu A, Creinin MD. Conception rates in women desiring pregnancy after levonorgestrel 52 mg intrauterine system (Liletta®) discontinuation. Contraception. 2021
Jan;103(1):26-31.



The ACCESS IUS trial data addresses misconceptions that
serve as barriers to hormonal IlUD use

« Patients without clinical evidence of active infection can have STI
screening at the time of IUD placement, if indicated based on standard

STl and pelvic screening guidelines
infection risk « |UD users who are found to have a positive STI test after placement

can be safely treated with outpatient antibiotics and typically do not
require IUD removal

Expulsion
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The ACCESS IUS trial data addresses misconceptions that
serve as barriers to hormonal IlUD use

* The potential benefit of decreasing menstrual flow is maintained
Menstrual bleeding continuously at the same rate with extended use

and return to menses « Menses return relatively quickly for almost all patients who
discontinue a hormonal [UD

Overall, these findings address misconceptions related to STI and pelvic infection
risk, expulsion rates, return of menses and fertility after IUD discontinuation, and
especially demonstrate the utility of the hormonal IUD in nulliparous users
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Avibela® is a registered trademark of Medicines360 in countries across Africa, South and Southeast Asia, /
Central America, and the Caribbean.
Medicines360® and its design are registered marks of Medicines360. /

© 2022 Medicines360. All rights reserved. Medicines’
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