Editorial

In which clinical situations can the use of
the 52-mg levonorgestrel-releasing IlUD
(Mirena) and the TCu380A copper-lUD
(ParaGard) be extended?

© For women older than 35 years, the 52-mg levonorgestrel-intrauterine
device (LNG-IUD) may be effective for up to 7 years and the TCu380A
copper-lUD may be effective for up to 12 years

ne of the mostimportant med-
ical interventions to improve
maternal-child health is

providing effective contraception
to men and women of reproductive
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The FDA recommends that use
of the Mirena IUD be limited

to 5 years and the ParaGard
IUD to 10 years. Have your
patients used these devices
for more than 5 and 10 years,
respectively?

In your practice, what clinical

pearls have guided your use
of IUDs for contraception
and treatment of gynecologic
problems?
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rbarbieri@frontlinemedcom.com
Please include your name and
city and state.
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age. The 52-mg levonorgestrel-
intrauterine  device (LNG-IUD;
Mirena) is one of the most effective
forms of reversible contraception
available to women, with a failure
rate of 1.1% over 5 years of use.! The
TCu380A copper-IUD (ParaGard),
another highly effective reversible
contraceptive, is reported to have fail-
ure rates of approximately 1.4% and
2.2%, over 5 and 10 years of use.?

An interesting question is
whether—in certain clinical situa-
tions—a single IUD can be used for
longer than the currently recom-
mended 5 and 10 years for a Mirena
IUD and a ParaGard IUD, respectively.

The LNG-IUD containing
52 mg LNG may be
effective up to 7 years

The US Food and Drug Administra-
tion (FDA) package insert for the
Mirena 52-mg LNG-IUD states that
the device is “indicated for contra-
ception for up to 5 years. Thereafter
if continued contraception is desired,
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the system should be replaced”! The
FDA package insert for the levonorg-
estrel-releasing intrauterine system,
Liletta 52-mg LNG-IUD, states that it
is “indicated for prevention of preg-
nancy up to 3 years.”® The FDA guid-
ance is based on data submitted to
the agency by the manufacturers to
support the approval process. Com-
pleting large-scale clinical trials that
extend past 5 years or more is chal-
lenging, because of the cost and the
loss of study participants to follow-up.
Hence, few clinical trials of contracep-
tive IUDs continue for more than 5 to
10 years.

Although the FDA-approved indi-
cation for Mirena and Liletta is 5 and
3 years, respectively, evidence sug-
gests that the 52-mg LNG-IUD is
an effective contraceptive beyond
5years. In fact, multiple studies report
that this IUD is an effective contracep-
tive for at least 6 or 7 years (TABLE 1,
page 9).*° Among 895 women using
the 52-mg LNG-IUD for 6 to 7 years,
only 1 pregnancy was reported in
the last year of use. In that case, the
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TABLE 1 Both the LNG-IUD and the copper-1UD are highly effective methods of
contraception. Evidence suggests that the 52-mg Mirena LNG-IUD could be effective

for up to 7 years

No. of years No. of
a single pregnancies
Mean age of Age range LNG-IUD LNG-IUD No. in final year
Study women, y of women, y dose used was used of women of use
Sivin 19914 26.6 18-38 60 mg 7 172 0
Diaz 1993° 25.3 19-35 60 mg 7 50 0
Ronnerdag 19998 32.7 22-38 52 mg 6.6 100 0
Hidalgo 20097 34.3 25-49 52 mg 7 67 0
McNicholas 20152 32.2 18-45 52 mg 6 108 1
Rowe 2016° 29.8 16-40 52 mg 7 398 0
Total 895 1

Abbreviation: LNG-IUD, levonorgestrel intrauterine device.
1 e

IUD was in the cervix and partially
expelled from the uterus.? These data
indicate that the 52-mg LNG-IUD is
likely an effective contraceptive for
up to 7 years, with pregnancy rates
below 1% in the last year of use.

The TCu380A copper-lUD
is effective up to 12 years
The currently available TCu380A
copper-IUD  (ParaGard) is FDA
approved for 10 years.? Studies evalu-
ating the efficacy of this copper-IUD

are limited, but those that have been
published reported that it is effective
for at least 12 years and possibly up
to 20 years (TABLE 2).10-13

Recently I saw a patient who
had a copper-IUD (ParaGard,
TCu380A) inserted as a teen after a
birth, and had successfully used the
same device for 17 years. She pre-
sented for removal of the IUD so that
she could attempt conception. After
removal of the IUD, copper wire was
visible on the device. Long-term
studies of the TCu220 copper-1UD,

which contains less copper than
the ParaGard, report pregnancies
with the use of the device beyond
10 years.” These devices, which are
not available in the United States,
should not be used past their rec-
ommended interval.

Patient age is important

in deciding to extend use
of an IlUD

A woman’s age is an important
determinant of fecundity. Younger

TaBLE2 Both the LNG-IUD and the copper-IUD are highly effective methods of contraception.

Evidence suggests that one copper-1UD is effective for up to 12 years of use

No. of years a No. of pregnancies
Mean age of | Age range of | Copper-lUD single copper- : No.of in final 2 years

Study women, y women, y used IUD was used women of use
Bahamondes 38.8 >35 TCu380A 12 o142 0
2005" 14 31 0

16 8 0
United Nations 28.7 16-40 TCu380A 12 172 0
Development
Programme 19972

Abbreviation: LNG-IUD, levonorgestrel intrauterine device.
' _______________________________________________________________________ ________________________! ___________________|]
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Plastic devices without copper or levonorgestrel are
effective intrauterine contraceptives

In 1962, the plastic, double S-1UD (Lippes loop) was marketed for use in

the United States.'? Developed by the New York ObGyn Dr. Jack Lippes,
the Lippes loop was thought to prevent pregnancy by inducing a local
inflammatory response that disrupts endometrial, tubal, and sperm function.?
No longer marketed, the Lippes loop came in 4 sizes, with size A the
smallest and size D the largest. The Lippes loop contains no copper and no
progestin, demonstrating that plastic devices are highly effective intrauterine
contraceptives. However, the smallest Lippes loop (size A), with less surface
area, was associated with a higher pregnancy rate than the largest Lippes
loop (size D), at 4.8 versus 1.0 per 100 women-years, respectively.! This
finding suggests that the surface area of the plastic device may influence

contraceptive efficacy.

The shape of the device also may be important. The double S shape of
the Lippes loop maximized the area of contact between the device and the
endometrium. For plastic devices that contain copper (ParaGard) or LNG
(Mirena) the relative contribution of the plastic device and the active agent to
contraceptive efficacy is not well characterized.
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women are at a higher risk of preg-
nancy while using a contraceptive
than older women. Hence, the age
of the woman may be an important
factor in identifying patients who
are the best candidates for extend-
ing the time interval before replacing
an IUD.

For women who are younger
than 35 years and have completed 5
and 10 years of use of the Mirena and
ParaGard, respectively, most authori-
ties recommend replacing the device
at the FDA-recommended time.

For women who are 35 to
45 years of age and have completed
5 and 10 years of use of the Mirena
and ParaGard, respectively, the
woman can be offered the option of
extending use of the device for 1 to
2 additional years. The patient should
be made aware of the FDA recom-
mendation to exchange the device
and proceed to extended use only

obgmanagement.com

after being informed that such use
is off-label.

For women who are older
than 45 years and have completed
10 years of use of the ParaGard IUD,
the device will probably remain effec-
tive throughout the perimenopause
and does not need to be removed
until menses cease and the post-
menopause begins. For women who
are older than 45 years, have com-
pleted 5 years of use of the Mirena,
and had the Mirena placed to control
abnormal uterine bleeding, mainte-
nance of amenorrhea is a sign that the
device continues to release sufficient
quantities of LNG or that the patient
has transitioned into the postmeno-
pause. Use of the device likely can be
safely extended in these women.

For women who are using the
Mirena IUD to control heavy uter-
ine bleeding, dysmenorrhea, or
endometriosis-related pelvic pain,
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Emergency contraception
with immediate
placement of an IUD

For women who need emergency
contraception and would like to
initiate long-term contraception
with an IUD, the copper device

is an optimal choice. Recently,

a novel use of combined oral
levonorgestrel emergency
contraception (1.5-mg dose)

with immediate placement of a
52-mg LNG-IUD was reported to
be an effective alternative to the
placement of a copper-IUD for
women who need both emergency
and long-term contraception.’
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the return of bothersome symptoms
between years 4 and 7 may be an indi-
cation that insufficient quantities of
LNG are being released and the device
should be replaced. Alternatively, the
increase in symptoms may be due to a
change in underlying disease activity.

ParaGard and Mirena:
Two highly effective
contraceptives
For women with contraceptive needs
and gynecologic issues such as heavy
menstrual bleeding, dysmenorrhea,
or endometriosis-related pelvic pain,
the LNG-IUD may be an optimal
choice. For women who desire to
have monthly uterine bleeding and
for women who prefer to avoid “hor-
mones,” the copper-IUD may be the
preferred option.

The IUD is one of the most effec-
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available. Yet IUDs are underutilized
in the United States compared with
Europe and Asia. Optimizing use of
these devices is an important goal for
ObGyns. The FDA does recommend
that a single LNG-IUD (Mirena)
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