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DRUG UPDATE PEER REVIEWED

A new low-dose

levonorgestrel
intrauterine
contraceptive

KATHLEEN McNAMEE w8 BS, FRACGP, DipVen, GradDipEpiBio, MEpi
DEBORAH BATESON wMB BS, MA(Oxon), MSc(LSHTM)

Long-acting reversible contraceptives (LARCs)
provide high-efficacy, cost-effective contraception
suitable for most women across the reproductive
life course. The PBS-listed 19.5 mg levonorgestrel
intrauterine device (IUD) is a highly effective LARC
option with a lower hormonal dose and smaller
frame size than the 52 mg levonorgestrel 1UD.

sally recognised as providing high-efficacy, cost-effective

contraception that can be a used by most patients across
the reproductive life course.* The most recent published nation-
ally representative data from 2012-13 found that about 6% of
women in Australia using contraception were using an intra-
uterine device (IUD); although this figure is likely to have
increased, uptake still appears relatively low compared with
other high-income countries.>* The introduction of a new PBS-
listed TUD on 1 March 2020 that has a smaller frame and lower
levonorgestrel (LNG) dose than the 52mg LNG IUD (Mirena)
offers an additional LARC choice. The availability of the 19.5mg
LNG IUD (Kyleena) is likely to enhance overall awareness and
uptake of LARCs across Australia and to contribute to a reduction
in unintended pregnancies and abortions.

I ong-acting reversible contraceptives (LARCs) are univer-
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What is the new medication?

The new LNG IUD contains 19.5mg of LNG in its stem, which
isreleased at an average daily rate of 9mcg/24 hours over five years
following an initial release rate of 17.5mcg/24 hours.> The systemic
LNG exposure after 90 days of use is about 140ng/L, half that of
the 52mg LNG IUD device (see the comparison in Table 1).° The
19.5mg LNG IUD has a smaller frame, 28 mm wide by 30mm
high compared with 32mm by 32mm for the 52mg LNG IUD.
The 19.5mg LNG IUD additionally has a silver ring at the neck
of the stem, which is visible on imaging and may be helpful in
identifying which device is in situ if this is uncertain.>”

The 19.5mg LNGIUD islicensed to provide contraception for
five years of use. Pearl Index studies show an effectiveness rate of
99.7% over five years of use compared with 99.9% for the 52mg
LNGIUD.? The main mechanism of action is through toxicity to
the gametes to prevent fertilisation, thickening of the mucus at
the cervix and thinning of the endometrium. It may prevent
ovulation in some cycles, especially in the first year of use.®

How is the medication used?

The insertion procedure is identical for both hormonal IUDs, but
the 19.5mg IUD inserter tube is narrower at 3.8mm compared
with 4.4mm for the 52mg LNG IUD. A nonblinded clinical trial
comparing clinician-rated ease of insertion and client-related
insertion pain found a statistically significant difference between
the 19.5mg and 52mg LNG devices in both domains: insertion
was rated as easy by 94% versus 86% of clinicians (p<0.001) for
the 19.5mg compared with the 52mg LNG device; and insertion
pain was rated as either mild or none for 72% versus 58% of women
(p<0.001).° However, this study used a slightly wider insertion
tube (4.75 mm) for the 52mg LNG IUD than the currently used
4.4mm tube, and the difference between devices may not be
applicable to the current insertion tube.

Fear of pain with IUD insertion is a common concern among
potential users.'” On average, nulliparous women experience
more IUD insertion pain than parous women." Whether the
19.5mg LNG IUD offers an advantage in reduced insertion pain
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DRUG UPDATE continued

TABLE 1. COMPARISON OF THE 19.5MG AND 52 MG LNG IUDS

Indications

Duration of use

Initial LNG release (mcg/day)

Systemic exposure at
90days (ng/L)

Inserter tube width (mm)
Device width (mm)
Device length (mm)
Ease of insertion

Pain on insertion

Silver ring on stem
Hostile cervical mucus

Effectiveness

Ectopic pregnancy rate

Amenorrhoea

Troublesome bleeding

Reduction in bleeding

Dysmenorrhoea reduction

Endometriosis reduction

Benign functional ovarian cysts

Extended off-label use if
inserted at age 45+ years

Use as part of MHT

19.5 mg LNG IUD 52 mg LNG IUD

Contraception Contraception
Heavy menstrual bleeding

Endometrial protection for

MHT users
5 years 5 years
17.5 20
=140 =280
3.8 4.4
28 32
30 32

Rated easy in 94% Rated easy in 86%

Mild or no pain in 72% Mild or no pain in 58%
Yes No
Yes Yes

Similar effectiveness (the 52mg LNG IUD may be
minimally more effective at 99.8 to 99.9% vs 99.7% for
the 19.5mg LNG IUD)

If pregnancy occurs, about 50% will be ectopic

18.9% at 3 years
23% at 5 years

23.6% at 3 years
30 to 40% at 5 years

Uncommon cause for discontinuation; bleeding/spotting
days significantly reduced for both after first 90 days

Higher rates of irregular
bleeding

Higher rates of
amenorrhoea and
infrequent bleeding

Similar rates of prolonged and frequent bleeding

Likely to be similar or
slightly less than for the
52 mg LNG IUD

Significant reduction in
bleeding

Similar effect on reduction of dysmenorrhoea

Not studied Reduces recurrence of

painful lesions after
surgery

Both increased, higher risk with the 52mg LNG IUD

No Yes

No Yes

Abbreviations: LNG IUD = levonorgestrel intrauterine device; MHT = menopausal hormone therapy.
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compared with other IUDs in nulliparous
people is yet to be determined.

Timing of insertion

Both the 52mgand the 19.5mg LNGIUD

should be inserted only when the possi-

bility of an existing pregnancy has been
excluded. Neither can be used for emer-
gency contraception.

Both the 19.5mgand 52mg LNGIUD
can be inserted.

o in the first five days of the menstrual
cycle if there has been either no
unprotected intercourse or use of a
reliable method of contraception in
the previous three weeks, with a
negative urine pregnancy test

« immediately postpartum or from
four weeks after delivery (in primary
care this is usually delayed until six
to eight weeks) when a pregnancy
has been excluded

« at the time of a surgical abortion or

« after completion of a medical
abortion when a repeat pregnancy
has been excluded.
Recommendations on when to insert

the 19.5mg LNG IUD and when it is

effective in different situations are detailed
in Table 2. This includes when switching
from other forms of contraception.

Indications and benefits

Although both the 19.5mg and the 52mg
LNGIUDsare licensed for up to five years
of use for contraception, they differ in
other attributes. The 19.5mg LNGIUD is
effective in reducing menstrual bleeding
and induces endometrial atrophy.
However, unlike the 52mg LNGIUD, itis
not licensed for the management of heavy
menstrual bleeding nor for providing
endometrial protection as part of a meno-
pausal hormone therapy (MHT) regimen.
Studies of the 19.5mg LNG IUD in these
specific populations are lacking. The
extended off-label use of the 52mg LNG
IUD beyond five years if inserted at age
45 years or above, either until menopause
or until it is no longer needed, also does
not apply to the 19.5mg LNG IUD.” The



latter must be removed and replaced at or
before five years.

The 52mg LNG IUD has been shown
to be effective in reducing dysmenorrhoea,
including dysmenorrhoea associated
with endometriosis and adenomyosis."*'¢
Although the 19.5mg LNG IUD has not
been studied in these specific populations,
ina comparative trial ithad a similar effect
to the 52mg LNG IUD in decreasing
dysmenorrhoea overall. In users of both
IUDs, the number reporting no dysmen-
orrhoea increased from around 50% to
80% over a three-year period of use.’

Both copper and LNG IUDs appear to
have benefits in relation to reproductive
cancers. Retrospective studies show an
association between IUD use and a reduc-
tion in ovarian, cervical and endometrial
cancer.”" The 52mg LNG IUD can be
used for management of complex atypical
endometrial hyperplasia and early-grade
endometrial cancer.?® It is unknown
whether use of the 19.5mg LNGIUD will
be associated with these benefits.

Who can use it?

The few absolute or strong contraindica-

tions to both the 19.5mg and 52 mg LNG

IUD include:

« abnormal vaginal bleeding
suggesting a serious cause

o current pelvic infection

« distortion of the uterine cavity

« insertion between 48 hours and

four weeks postpartum
o breast cancer
« severe liver disease.

Both devices can be used in people
with a past history of stroke or ischaemic
heart disease. In those who develop these
conditions during use, continuation can
be considered on a case-by-case basis,
with caution and clear documentation if
no other suitable method is available.”

The 19.5 mg LNG IUD can be used
by all medically eligible people, includ-
ing adolescents and nulliparous people
as well as those who are postpartum or
perimenopausal. The smaller size of the
device and lower dose of progestogen

TABLE 2. RECOMMENDATIONS ON SWITCHING TO THE 19.5MG LNG IUD FOR

CONTRACEPTION

Situation Insertion of 19.5 mg LNG IUD Effective
Normal cycle Days 1 to 5 of cycle Immediately
Postabortion at <24 weeks
Any other time if pregnancy is In 7 days
excluded
Postpartum <48 hours after delivery Immediately
(includes stillbirths and
abortions >24 weeks) After 4 weeks if pregnancy can be In 7 days
excluded
Within date Any time Immediately
* DMPA injection
* Etonogestrel implant
e LNG IUD*
Out of date If no unprotected sex since expiry In 7 days

e DMPA, >14 weeks since
last injection

* Etonogestrel implant,
>3 years use

¢ LNG IUD, > 5 years use*'

Combined pill or
vaginal ring

Any time if pills or ring have been
used correctly. Continue pill or
vaginal ring after insertion until

or within the previous 3 weeks,
whichever is shorter, and negative
pregnancy test

After 7 consecutive
days of hormone
use post insertion

there have been 7 consecutive days
of hormone use to prevent potential
pregnancy from previous intercourse

Progestogen only pills
correctly

Cu-lUD**

Other times

Any time if pills have been taken

Days 1 to 5 of cycle

In 7 days

Immediately

In 7 days

Abbreviations: Cu-IUD = copper intrauterine device; DMPA = depot medroxyprogesterone acetate;

LNG IUD = levonorgestrel. intrauterine device.

* Ideally use condoms for seven days before changeover (in case of failed reinsertion).
T For 52 mg LNG IUD only at five to seven years since insertion, if negative pregnancy test then can insert any time.

Repeat pregnancy test four weeks after insertion.

T If IUD expired, exclude pregnancy unless inserted on Days 1 to 5 of cycle.
Adapted with permission from Contraception: an Australian clinical practice handbook. 4th ed. Sydney: Family
Planning New South Wales, Family Planning Victoria, True Relationships and Reproductive Health; 2016.%2

may be attractive to some people, includ-
ing younger people and those who prefer
to menstruate, whereas others may prefer
the higher dose LNG IUD which has a
proven effect on heavy menstrual bleed-
ing and an increased likelihood of
amenorrhoea.”

Risks and complications

There is no evidence of a difference in the
risk of failed insertion, perforation and
insertion-related infection for the 19.5mg

MedicineToday

compared with the 52mg device.” The
cumulative risk of complete or partial
expulsion for the 19.5mg LNG IUD over
five years was 3.7%, similar to the 5% rate
quoted for all [UDs. 2>

As for all IUDs, asymptomatic people
diagnosed and treated for chlamydia or
gonorrhoea can retain their 19.5mg LNG
IUD. If pelvic inflammatory disease devel-
opswhilean IUD isinsitu, treatment should
be instituted, with a clinical review sched-
uled in two to three days. If there is clinical
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Figure. Comparison of the mean number of bleeding/spotting days by 90-day reference period
(RP) for the 19.5 mg and 52 mg levonorgestrel intrauterine devices (LNG IUDs). The mean
number of bleeding/spotting days decreased similarly over time in each group, with the
greatest reduction between the first and second 90-day RPs. After the second 90-day RP
(month 6), 50% or more women in each subsequent RP had four or fewer bleeding days.
Adapted from Gemzell-Danielsson, et al. Fertil Steril 2012; 97: 616-622.e1-3.°

improvement the device can be retained,
but it should be removed if the condition
is not improving or is worsening.*

In the rare case of a pregnancy occur-
ring with an IUD in situ, pregnancy options
should be discussed. The device must be
removed before a medical abortion or at
the time of a surgical abortion if the IUD
threads are missing and prior removal has
not been possible. If the pregnancy is
continuing, provided it is before 12 weeks’
gestation, the device should be removed as
soon as possible because of the risk of septic
miscarriage or premature delivery if it is
left in situ.”® After 12 weeks’ gestation,
specialist referral is required.

About 1 to 2% of all pregnancies are
ectopic, and the rate of ectopic pregnancies
is significantly reduced in IUD users
because of their high level of effectiveness
in preventing pregnancies overall. How-
ever, if an TUD failure occurs the propor-
tion of extrauterine (ectopic) to intrauter-
ine pregnancies is increased. Of the 13
pregnancies that occurred in a study of
around 1400 users of the 19.5mg LNG
IUD, eight were ectopic.” This is not
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statistically different from the rate of
around 50% of pregnancies occurring with
a 52mg LNG IUD in situ.”® People using
any LNG IUD should be advised to seek
medical help if they have symptoms sug-
gesting pregnancy or a positive home
pregnancy test and should be made aware
of the symptoms of ectopic pregnancy and
when to seek medical help.

Common side effects

Both the 52mg and 19.5mg LNG IUDs
have an impact on vaginal bleeding pat-
terns owing to the effect of LNG on the
endometrium. Irregular bleeding or spot-
ting is relatively common with both devices
in the first few months of use, and both are
associated with a reduction in the number
of bleeding or spotting days over time
(Figure).” The 19.5mg LNG IUD appears
to be associated with a higher mean num-
ber of bleeding/spotting days and lower
rates of amenorrhoea than the 52mg LNG
IUD.>* However, the significance of this
difference to users may be small as discon-
tinuation of the 19.5mg LNGIUD because
of bleeding issues (including amenorrhoea)

AUGUST 2020, VOLUME 21, NUMBER 8

was only 4.9% at three years, with no dif-
ference in discontinuation due to bleeding
patterns by age or parity.*”*

Although a difference in other hormo-
nal side effects might be expected, the
clinical trial data did not show any signif-
icant differences in side effects, including
acne, breast discomfort, pelvic pain or
weight gain between devices.’

All progestogen-only contraceptive
methods can be associated with an
increase in benign functional ovarian
cysts. The lower hormone dose in the
19.5 mg LNGIUD appears to have a lower
risk relative to the 52mg LNG IUD. Should
cysts occur, they are almost always asymp-
tomatic and resolve spontaneously.’

Conclusion

The PBS-listed 19.5mg LNG IUD offers
an additional highly effective LARC
option that has a lower hormonal dose
and a smaller frame size than the 52mg
LNGIUD. The smaller size of the device
may make it easier to insert with less dis-
comfort for the user, and the impact of
the lower progestogen dose on the bleed-
ing pattern, with a reduced likelihood of
amenorrhoea, may suit some potential
users. This new LARC method is suitable
for all medically eligible people who have
made an informed choice and understand
its advantages and disadvantages relative
to other options. Mr
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