Contraception 113 (2022) 13-18

journal homepage: www.elsevier.com/locate/contraception

Contents lists available at ScienceDirect

Contraception

Commentary

Society of Family Planning clinical recommendation: Extended use of )

long-acting reversible contraception™**

Divya Dethier®*, Neena QasbaP, Bliss Kaneshiro®

Check for
updates

A Department of Obstetrics, Gynecology, and Women'’s Health, John A. Burns School of Medicine, University of Hawaii, Honolulu, HI, United States
b Department of Obstetrics and Gynecology, University of Massachusetts Chan Medical School - Baystate, Springfield, MA, United States

ARTICLE INFO ABSTRACT

Article history:

Received 26 April 2022

Received in revised form 6 June 2022
Accepted 8 June 2022

Keywords:
Contraception
LARC

IUD

Implant

In this clinical recommendation, we review the evidence supporting the use of the copper intrauterine
device, levonorgestrel intrauterine devices and etonogestrel subdermal implant beyond the Food and Drug
Administration approved duration of use for contraception (extended use). Clinicians should discuss ef-
fectiveness as well as other clinical considerations with patients to allow them to make contraceptive
decisions that support their reproductive goals and clinical needs. Extended use of long acting reversible
contraception may be a safe, effective and desirable option for many patients.

© 2022 Elsevier Inc. All rights reserved.

1. Background

Long-acting reversible contraception (LARC), including in-
trauterine devices (IUDs) and the etonogestrel implant, are some
of the most effective methods of contraception. As of 2022, 5 LARC
devices are available in the United States: levonorgestrel 52 mg
IUD (Mirena approved by the Food and Drug Administration [FDA]
for 7 years, and Liletta FDA approved for 6 years), levonorgestrel
19.5 mg IUD (Kyleena FDA approved for 5 years), levonorgestrel
13.5 mg IUD (Skyla FDA approved for 3 years), copper 380 mm?
IUD (Paragard FDA approved for 10 years), and etonogestrel 68 mg
subdermal implant (Nexplanon FDA approved for 3 years). The lev-
onorgestrel 52 mg IUD is the only LARC method that is also FDA-
approved for the treatment of heavy menstrual bleeding, approved
for 5 years for this indication. Evidence also supports the bene-
fits of the etonogestrel 68 mg implant for the treatment of en-
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dometriosis and adenomyosis, though it is not FDA-approved for
this indication [1,2].

There are many advantages to extending LARC use for contra-
ceptive and noncontraceptive benefits. Offering extended use of
LARC in the setting of balanced counseling promotes patient cen-
tered care. Some patients may experience barriers to accessing
family planning services (cost, lapses in insurance coverage, desire
to reduce in-person office visits) or may have medical comorbidi-
ties that make removal and replacement challenging [3]. Others
may simply want to continue using a device that continues to be
effective at pregnancy prevention. Extended use of LARC can have
individual and public health benefits [4]. Several methods (such as
the Mirena and Liletta levonorgestrel 52 mg IUDs) have already
been extended beyond their original FDA approval time frames,
demonstrating that extended use is already a proven concept for
LARC. Several studies, reviewed below, support continued contra-
ceptive efficacy for LARC devices beyond the current FDA approved
duration of use.

2. Clinical questions

2.1. What is the evidence regarding efficacy of the levonorgestrel 52
mg IUD beyond the FDA-approved window?

In August 2021, the FDA extended approval of the Mirena for
pregnancy prevention from 6 to 7 years. Though Liletta is currently
approved for 6 years, it adheres to similar manufacturing specifi-
cations producing a device that is identical in size, shape, and lev-
onorgestrel dose. When Liletta was undergoing FDA approval, the


https://doi.org/10.1016/j.contraception.2022.06.003
http://www.ScienceDirect.com
http://www.elsevier.com/locate/contraception
http://crossmark.crossref.org/dialog/?doi=10.1016/j.contraception.2022.06.003&domain=pdf
mailto:divyad@hawaii.edu
https://doi.org/10.1016/j.contraception.2022.06.003

D. Dethier, N. Qasba and B. Kaneshiro

initial trial design included the Mirena as a comparator for Eu-
ropean regulatory filing of Liletta; however, the Mirena arm was
stopped after 159 subjects had been enrolled because it was de-
termined that available contraceptive safety data from Mirena was
sufficient to evaluate Liletta [5]. As such, we feel it is safe to con-
sider Mirena and Liletta equivalent levonorgestrel 52 mg IUDs for
the purpose of this Clinical Recommendation.

Bahamondes et al. [6] published a retrospective chart review of
patients who continued the levonorgestrel 52 mg IUD beyond 60
months to a maximum of 15 years from placement. One hundred
sixty women used the levonorgestrel 52 mg IUD beyond 7 years,
resulting in a cumulative 1403 women-years of exposure up to 15
years with no pregnancies reported. Of the 160 women, 96 used it
for 8 to 9 years, 31 used it for 10 to 11 years, 17 used it for 12 to 13
years, and 16 used it for 14 to 15 years. Most women had ongoing,
increasing rates of amenorrhea after 7 years of use, suggesting an
ongoing effect of levonorgestrel (75% of the 16 women who used
the levonorgestrel 52 mg IUD past 13 years were amenorrheic). Re-
duced fecundity may have contributed to the low pregnancy rate;
the mean age of placement was 32 years, with one-third under
30 years of age. The authors speculated that the release of lev-
onorgestrel decreases beyond 7 years, but the plastic IUD provides
ongoing contraception.

A phase 3 randomized open label multicenter trial looking at
expanding use of the levonorgestrel 52 mg IUD (using Liletta) up
to 10 years of use is ongoing. Preliminary data suggest high effec-
tiveness and safety to 8 years of use. Four hundred seventy-eight
patients have completed year 7, and 343 have completed year 8.
Two pregnancies occurred in year 7 (1 ectopic, and 1 with implan-
tation 4 days after IUD removal), and none in year 8. Amenorrhea
rates were 39% at both years 7 and 8 [7].

After initial placement of any levonorgestrel IUD, an initial
fast initial release of levonorgestrel is noted; after 60 days lev-
onorgestrel release gradually declines over time. Pharmacokinetic
studies of the levonorgestrel 52 mg IUD [8] reported mean lev-
onorgestrel levels of 119 pg/mL at 102 months of use (8.5 years).
Apter et al. compared the levonorgestrel 13.5, 19.5, and 52 mg IUDs
and found that comparatively, the levonorgestrel 13.5 mg IUD re-
sulted in serum levels of 58.6 pg/mL after 3 years of use [9]. Given
that the serum level of the 52 mg IUD at 8.5 years is nearly twice
that of the 13.5 mg IUD after 3 years, contraceptive efficacy of the
levonorgestrel IUD past the FDA approved window of 7 years is
likely. Extended use of the 52 mg levonorgestrel IUD beyond 8 to
10 years, may be offered cautiously and with careful counseling
on risks and benefits, as the data currently available for this time
frame is limited.

Patients should be counseled that the contraceptive effective-
ness of the levonorgestrel 52 mg IUD is maintained beyond the
current FDA-approved duration of 7 to 8 years (GRADE 1B).

2.2. What is the evidence regarding efficacy of the levonorgestrel 19.5
and 13.5 mg IUDs beyond the FDA-approved window?

We did not identify any studies describing contraceptive effec-
tiveness with extended use of the levonorgestrel 19.5 mg or 13.5
mg IUDs. Based on data from Bahamondes et al., lower doses of
levonorgestrel and the plastic IlUD continue to provide some con-
traceptive effect [6]. Inert, plastic IUDs like the Lippes loop, created
a spermicidal foreign body reaction in the endometrium that re-
sulted in a pregnancy rate of 1.9 per 100 woman-years [10]. How-
ever, the size and shape of the inert IUDs contribute to contra-
ceptive efficacy, with larger devices providing higher contraceptive
effectiveness than smaller IUDs [11]. For levonorgestrel T-shaped
IUDs, the relative contribution of the plastic device and the lev-
onorgestrel to contraceptive efficacy remains unknown.
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Pharmacokinetic studies show that the levonorgestrel 13.5 mg
IUD at 3 years of use and the 19.5 mg IUD at 5 years of use re-
sult in a lower systemic exposure to levonorgestrel and lower inci-
dence of anovulation, but have similar progestin impact on the en-
dometrium and cervical mucus compared with the levonorgestrel
52 mg IUD [9,12]. Given that all levonorgestrel [UDs have relatively
stable and similar progestogenic effects on the cervical mucus over
3 years, the 13.5 mg and 19.5 mg IUDs may have progestogenic ef-
fects beyond their current FDA duration of use. However, since no
studies describe pharmacokinetics or contraceptive efficacy beyond
the current FDA approved windows of 3 years for the 13.5 mg lev-
onorgestrel IUD or 5 years for the 19.5 mg levonorgestrel IUD, we
cannot draw definitive conclusions on the extended use of these
IUDs.

2.3. What is the evidence regarding efficacy of the copper 380 mm?
IUD beyond the FDA-approved window?

Data support the use of the copper 380 mmZ2IUD to 12
years of use with high effectiveness [13,14], and 2 studies sup-
port its use for pregnancy prevention until menopause [13,15].
A UNDP/Population Fund/WHO study in 1997 led by Rowe et al.
showed no pregnancies between 8 and 12 years of use of the cop-
per 380 mm? IUD, with 356 women completing 12 years [16]. Ba-
hamondes et al. prospectively followed 228 women over age 35
who were still using the copper 380 mmZ2IUD after 10 years [13].
Women were followed for up to 16 years of use; 142 women used
the copper 380 mm?2 IUD to 12 years, 31 women used it to 14
years, and 8 women used it to 16 years with no pregnancies noted
(366 woman-years of observation). Reduced fecundity that accom-
panied extended years of use is likely to have contributed to low
pregnancy rates.

In his review, Sivin noted no pregnancies from 15 to 20 years
postinsertion of the copper 380 mm? IUD in 70 woman-years of
observation [15]. Sivin’s data, combined with Bahamondes et al.’s
data, shows that over the 20-year observation period, with more
than 1100 woman-years of observation, the cumulative pregnancy
rate was 14.0 per 1000, the same rate observed at the end of 5
years of use though only 1050 woman-years were described for
years 11-15 and only 7 woman-years of observation were reported
for years 16 to 20.

Though these studies found reassuring contraceptive efficacy for
the copper IUD out to 20 years of use, the generalizability of these
findings is limited due to the patient inclusion criteria. Bahamon-
des’ study only recruited women who were 35 years of age or
older by the time they had completed 10 years of use, and Rowe’s
study excluded nulliparous women, among other exclusion criteria.

Overall, data supports continued efficacy of the copper 380
mm? IUD for 2 additional years of use, and with some evidence
to support continued efficacy up to 5 additional years of use. Thus,
the copper 380mm? IUD may be used as a permanent, reversible
form of contraception when inserted after age 30, allowing women
to have reliable contraception until age 45. Data beyond 15 years of
use are too sparse to draw conclusions on efficacy, though the lim-
ited data available does suggest ongoing efficacy beyond 15 years
of use. For women who are in their 40s, naturally reduced fecun-
dity rates combined with extended use of the copper 380 mm?
IUD even beyond 15 years may provide reliable, effective contra-
ception until menopause.

Patients should be counseled that the contraceptive effective-
ness of the copper 380 mmZ2IUD is maintained beyond the current
FDA-approved duration of 10 to 12 years (GRADE 1B).

For patients over age 30 at time of insertion of the copper 380
mm? IUD, extended use beyond 12 to 20 years or to menopause,
can be considered as a form of permanent, reversible contraception
(GRADE 10).
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2.4. What is the evidence regarding efficacy of the etonogestrel 68
mg implant beyond the FDA-approved window?

Two studies describe extended use of the etonogestrel 68 mg
implant to 5 years, with both reporting 100% effectiveness at preg-
nancy prevention. Ali et al. conducted a randomized study in 7
countries comparing safety and efficacy of the single-rod etono-
gestrel 68 mg implant, 2-rod levonorgestrel 75 mg implant (al-
ready approved for 5 years and not currently available in the US),
or copper 380 mm?2 IUD for 5 years [17]. Two hundred and four
women assigned to the etonogestrel implant completed 5 years of
use. The cumulative pregnancy rate over 5 years for the etono-
gestrel implant was 0.6 with all attributed pregnancies occurring
in the first 3 years of use. No additional pregnancies were noted
in years 4 and 5. In the extended period, heavy menstrual bleed-
ing was the only side effect significantly different between etono-
gestrel and levonorgestrel implant users, but the absolute rate was
low at 12%. Providers reported slightly difficult or difficult removal
in 2% of etonogestrel implant users after 5 years. Limitations in-
cluded a low number of patients with a body mass index (BMI)
greater than 30 in the etonogestrel arm (n = 25).

A study done in the United States described extended use of
the etonogestrel 68 mg implant, in which over 50% (n = 151) of
study participants had a BMI over 30 [18]. Researchers followed
291 patients past 3 years of use; 102 women used it for at least
24 additional months. No pregnancies were noted in years 4 and 5,
and no difference was noted in median serum etonogestrel levels
across BMI groups (n = 58 for BMI < 25, n = 55 for BMI 25-30,
and n = 127 for BMI > 30) at 3 and 5 years.

Merck is currently conducting a multi-center, multi-country
phase 3 clinical trial to prospectively evaluate safety and efficacy
of extended use of the etonogestrel 68 mg implant up to 5 years,
with a goal to potentially extend its FDA approved use to 5 years
if the trial data is supportive.

Patients should be counseled that the contraceptive effective-
ness of the etonogestrel 68 mg implant is maintained beyond the
current FDA-approved duration of 3 to 5 years (GRADE 1A).

2.5. What is the evidence regarding efficacy of other LARC devices
beyond the approved window?

Other types of IUDs and implants are used globally. Though we
focus on devices approved for use in the United States, other cop-
per IUDs with varying doses of copper are used for extended du-
rations of time. We did not identify any new data on extended use
of globally available LARC devices from what has been described
previously [19].

2.6. What considerations should there be with extended LARC use in
patients with BMI above 30?

LARC methods are overall safe and effective regardless of BMI
[20]. Effectiveness with extended use has not been adequately de-
scribed in people of different weights but no reduction in the ef-
fectiveness has been suggested with the levonorgestrel 52 mg IUD
and copper 380 mm2IUD based on BMI. Given the mechanism of
action of IUDs, we can definitively state that the extended use of
IUDs is independent of BMI.

Xu et al. noted no variation in effectiveness by BMI for the stan-
dard 3-year duration of use with the etonogestrel 68 mg implant
[21]. Mornar et al. examined the pharmacokinetics of the etono-
gestrel 68 mg implant in obese women from insertion to 6 months,
enrolling 13 women with a median BMI of 41 (ranges 33—-52) [22].
The plasma etonogestrel concentration-time curves were similar in
shape to normal weight women, but the etonogestrel concentra-
tions were consistently lower in the obese cohort, reaching an av-
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erage steady state concentration of 227.9 pg/mL at 6 months. With
2 years of additional use, McNicholas et al. reported no additional
pregnancies in year 3 or 4 of use regardless of BMI. Of the 151 par-
ticipants with a BMI of 30 or higher, the proportion who met the
criteria for class 1, 2, or 3 obesity categories was not reported [18].
A study by Lazorwitz et al. showed a statistically significant asso-
ciation between increasing BMI and lower serum etonogestrel con-
centrations [23]. Of note, Black/African American race was a posi-
tive effect modifier in this study population. However, the effect of
BMI was not significant enough in the majority of patients to cause
the etonogestrel concentration to drop below 90 pg/mL. The clini-
cal cut off of 90 pg/mL is the etonogestrel concentration necessary
to effectively prevent ovulation, but the minimum serum etono-
gestrel concentration needed to maintain contraceptive efficacy by
other progestin effects is unknown. These data suggest a lower
ENG concentration with higher BMI categories. More research is
needed in this area, especially with BMI over 50. Given this data,
we cannot definitely identify a BMI cut-off above which the ENG
implant may have reduced effectiveness with extended use.

Patients should be counseled that the contraceptive effective-
ness with extended use of IUDs is independent of BMI (GRADE 1B).

Extended use of the implant may be offered in patients of any
BMI. However, given data is limited in patients with class 3 obesity
and above (BMI > 40), shared decision making and careful weigh-
ing of risks and benefits is warranted (GRADE 2B).

2.7. Should age be considered when offering extended LARC use?

Fecundity and the risk of pregnancy decreases as age increases,
though the possibility of pregnancy exists for all with reproduc-
tive potential until menopause. Several studies on extended use of
the copper 380 mm?2 IUD report comparable, even lower rates of
pregnancy as those observed with permanent sterilization, though
surgical sterilization and the copper 380 mm? IUD have not been
directly compared in a study [13,15].

Studies describing extended use of LARC in adolescents have
not been published. The CHOICE study demonstrated effective-
ness of LARC is not altered in adolescents and young women [24].
Method continuation and satisfaction are also higher with LARC
than other methods among adolescents [25]. While specific evi-
dence on extended use of LARC in adolescents does not exist, ex-
tended use can still be offered to adolescents as it would to adult
patients in the context of shared decision-making.

Adolescents may be counseled regarding extended use of LARC
(GRADE 1C).

2.8. How does extended LARC use affect bleeding patterns?

Extended use may be associated with changes in bleeding pat-
tern. Amenorrhea in levonorgestrel 52 mg IUD users increases
over time; the 1-year amenorrhea rate is approximately 18% and
reaches 40% by years 5 and 6 [26,27]. Bahamondes et al. described
even higher rates of amenorrhea in levonorgestrel 52 mg IUD users
with extended use, with 55% reporting amenorrhea after 5 years of
use and 62.5% after 7 years of use [6]. Few patients reported irreg-
ular or heavier bleeding after 5 years of use.

Limited studies suggest the copper 380 mm? IUD is not associ-
ated with significant bleeding pattern changes with extended use
until the perimenopausal period. Bahamondes et al. reported that
in year 15 or 16 of use, during the menopausal transition, partici-
pants in their study population reported irregular menstrual cycles,
intermenstrual bleeding, and pain [13].

The amenorrhea rate during the first 2 years of use for the
etonogestrel 68 mg implant is approximately 22% [28]. During
years 4 and 5 of extended use, Ali et al. reported amenorrhea in
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8% of users and heavy bleeding in 12% of users. Irregular bleeding
was most commonly reported, accounting for 46% of users [17].

2.9. How does extended LARC use impact other medication
interactions?

Patients should be counseled regarding the potential for de-
creased contraceptive effectiveness with typical and extended use
of the etonogestrel 68 mg implant with concomitant administra-
tion of medications that are CYP3A4 inducers, such as rifampin and
rifabutin, some antiretrovirals (ARVs) and antiepileptics. Though
data are limited, several studies report reduced serum levels of
etonogestrel with the contraceptive implant in patients using some
enzyme inducing medications during the first 3 years of use.
Robinson et al. reported a series of case reports of contraceptive
failures in patients on efavirenz, a known inducer of hepatic P450
activity [29,30]. Resulting pregnancies occurred after 24 months of
implant use, suggesting that early replacement may be warranted
in patients using these medications.

Lazorwitz et al. noted 8 of 10 patients on carbamazepine had
etonogestrel concentrations below the threshold for ovulatory sup-
pression, though pharmacodynamic parameters (follicle develop-
ment and endometrial thickness) did not change [31]. Leticee et al.
reported a case of pregnancy after 25 months of implant use in a
patient that was taking carbamazepine [32].

Lazorwitz et al. studied concomitant topiramate use in 48
etonogestrel implant users [33]. They found dose-dependent, infe-
rior serum etonogestrel concentrations at levels below the thresh-
old for ovulation suppression in patients using topiramate at
antiepileptic dosages (=200 mg/d). However, the authors note that
serum etonogestrel concentrations are a surrogate marker for risk
of contraceptive failure, but the minimal serum etonogestrel con-
centration needed to maintain efficacy through secondary mecha-
nisms, such as cervical mucous thickening or delayed sperm trans-
port is not known.

Rifampin and rifabutin are anti-mycobacterial drugs that have
strong CYP3A4 inducing activity and may affect metabolism of
progestin that can impact contraceptive efficacy [34]. Several case
reports describe contraceptive failures and unintended pregnancy
in women with ENG implant that were taking rifampin/rifabutin
[35,36].

The CDC MEC gives copper and levonorgestrel IUDs a cate-
gory 1 for all enzyme-inducing drugs [20]. No published data ex-
ist to support that CYP3A4 inducing drugs affect the efficacy of
levonorgestrel IUDs. ARVs did not affect contraceptive efficacy in
levonorgestrel 52 mg IUD users [29]. No data exists on the effec-
tiveness of lower dose levonorgestrel IUDs with concomitant ARV
use; however, given levonorgestrel IUDs act locally and do not rely
upon systemic progestin exposure for their primary contraceptive
mechanism, we can theorize that ARVs also would not affect con-
traceptive efficacy in the lower dose levonorgestrel IUDs.

Effectiveness may be reduced with extended implant use in pa-
tients taking medications that are CYP3A4 inducers; use of shared
decision making and careful weighing of risks and benefits in these
situations is warranted (GRADE 2C).

Patients taking CYP3A4 inducing medications may be offered
extended use of [UDs (GRADE 1C).

2.10. Does extended LARC use make device removal more
challenging?

Limited data suggests that most patients who use LARC for an
extended period of time will not experience a difficult removal.
Implanted foreign bodies like the contraceptive implant may be
subject to more inflammatory processes causing fibrous adhesions.
Drawing from experience with the 6-rod levonorgestrel implant,
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some clinicians cite concerns about difficult removal with extended
use of the contraceptive implant. Ali et al. reported approximately
2% of etonogestrel implant users, which included 6% of patients
with an BMI above 30, had slightly difficult or difficult removals
at the end of the 5 years [17]. Chevreau et al. concluded that
longer use (>25 months) was independently associated with dif-
ficult removal (RR 2.91) which was defined as having a previous
failed removal attempt [37]. Ultrasound was performed prior to re-
moval and found that 24% of the people in the difficult removal
group had an implant placed below the sub-brachial fascia. Ap-
proximately 24% of the people in the difficult removal group had
a BMI above 30, though this was not associated with an increased
likelihood of difficult removal. Chevreau et al. did however find
that weight gain of >1kg was associated with more difficult re-
moval (RR 1.90). Extending use of the implant would provide a
longer time span for patient weight fluctuations and thus poten-
tial risk of challenging device removal.

Limited data exists regarding difficult removal following ex-
tended use of the levonorgestrel or copper IUD. In Teal et al's
study, of all patients who used the levonorgestrel 52 mg IUD up
to or beyond 7 years, only 2 removals out of 1110 could not be
completed in the office. The reason for difficult removal was not
noted [26].

2.11. How do we center patient preference in counseling patients
regarding extended LARC use?

Providers should discuss and review extended use of LARC
devices with all patients. Counseling on extended LARC use
should center around patient priorities and preferences. Discus-
sions should include information on the risks of extended use, in-
cluding waning effectiveness, bleeding changes, and removal, as
well as the benefits of extended use, including avoiding another
replacement procedure and maintaining continuous contraceptive
coverage. Other patient considerations may include the cost of re-
placement procedures, timeliness of replacement visits and avoid-
ing use of short-acting, less effective “bridge” methods, such as
barrier methods or pill, patch, ring.

In certain situations, such as a global pandemic, national disas-
ters, violence/war, or other type of public health crisis, health care
facilities may minimize or temporarily stop nonurgent in-person
visits. The benefits of extending use of their LARC method may
outweigh the risk of an in-person visit and/or may be preferable to
patients in these situations. Patient education on safe self-removal
can also be discussed with patients [38]. Please see “SFP interim
clinical recommendations: Contraceptive provision when health-
care access is restricted due to pandemic response” for further
information on contraception care during the coronavirus disease
2019 pandemic [39].

Patient autonomy and preference are important and valid rea-
sons for offering extended LARC use (GRADE 1C).

3. Conclusions and recommendations

The following recommendations are based primarily on good
quality scientific evidence:

» Patients should be counseled that the contraceptive effective-
ness of the levonorgestrel 52 mg IUD is maintained beyond the
current FDA-approved duration of 7 to 8 years (GRADE 1B).

Patients should be counseled that the contraceptive effective-
ness of the copper 380 mm? IUD is maintained beyond the cur-
rent FDA-approved duration of 10 to 12 years (GRADE 1B).

Patients should be counseled that the contraceptive effective-
ness of the etonogestrel 68 mg implant is maintained beyond
the current FDA-approved duration of 3 to 5 years (GRADE 1A).
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Patients should be counseled that the contraceptive effective-
ness with extended use of IUDs and implants is independent of
BMI (GRADE 1B).

Patients should be counseled that the contraceptive effective-
ness with extended use of IUDs is independent of BMI (GRADE
1B).

Extended use of the implant may be offered in patients of any
BMI. However, given data is limited in patients with class 3
obesity and above (BMI > .40), shared decision making and
careful weighing of risks and benefits is warranted (GRADE 2B).

The following recommendations are based primarily on consen-

sus and expert opinion:

For patients over age 30 at time of insertion of the copper
380 mm? IUD, extended use beyond 12 to 20 years or to
menopause, can be considered as a form of reversible, perma-
nent contraception (GRADE 1C).

Adolescents may be counseled regarding extended use of LARC
(GRADE 1C).

Effectiveness may be reduced with extended implant use in
patients taking medications that are CYP3A4 inducers; use of
shared decision making and careful weighing of risks and ben-
efits in these situations is warranted (GRADE 2C).

Patients taking CYP3A4 inducing medications may be offered
extended use of IUDs (GRADE 1C).

Patient autonomy and preference are important and valid rea-
sons for offering extended LARC use (GRADE 1C).

Recommendations for future research

Randomized trials or observational studies on extended dura-
tion of use of levonorgestrel 19.5 mg and 13.5 mg IUDs
Pharmacokinetic studies on extended use of the levonorgestrel
52 mg, 19.5 mg, and 13.5 mg IUDs

Pharmacokinetic studies on the minimum etonogestrel concen-
tration needed to maintain contraceptive efficacy through non-
ovulatory suppression mechanisms

Pharmacokinetic studies on the minimum levonorgestrel daily
dose that provides contraceptive benefit beyond that provided
from a T-shaped inert ITUD

Prospective studies on extending duration of use of etonogestrel
68 mg implant beyond 5 years

Prospective studies on extended duration of the levonorgestrel
52 mg IUD in women over 35 as a form of reversible, perma-
nent contraception

Cost-benefit analyses of extended duration of use of LARC de-
vices

Cohort studies on efficacy of extended duration of use of LARC
devices in patients with class 1, 2, and 3 obesity

Cohort studies on efficacy of extended duration of use of LARC
devices in patients under age 25

Qualitative studies on patient experiences and preferences for
extended duration of use LARC devices

Sources

A series of clinical questions was developed by the authors and

reviewed by the Executive Board of the Society of Family Plan-
ning and Clinical Affairs subcommittee. A search of the medical
literature was performed using the PubMed program of the Na-
tional Library of Medicine, as well as ClinicalTrials.gov of the Na-
tional Library of medicine, from the beginning of the databases
through May 30, 2022. Search terms included, but were not lim-
ited to, extended use, LARC, levonorgestrel IUD, copper IUD, etono-
gestrel implant. For ongoing clinical trials, if no preliminary data
was yet published, the principal investigators were contacted to
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inquire about any existing preliminary data. A comprehensive sys-
tematic review was not performed.

Intended audience

Contraceptive care providers in ambulatory settings. This set

of recommendations should guide clinicians in their medical
decision-making. These recommendations should not dictate clini-
cal care.
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