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A literature review identified four studies regarding extended use of the LNG-
IUS, which is approved for 5 years of use. Based on cumulative, international 
data, the LNG-IUS appears to be highly effective for pregnancy prevention for 
up to 7 years among parous women whose mean age is greater than 25 at the 
time of insertion; no pregnancies were reported between years 5 and 7 in all 
four studies.
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Ref 3: Menstrual diaries collected during the first year of a multicentre study 
were analysed to compare a copper IUD (Nova-T) with an LNG-IUS releasing 
20 μg LNG/24 h. The diaries of 193 LNG-IUS users were included in analysis. 
Patterns reflecting a reduction in bleeding were clearly more common among 
the LNG-IUS users. During the last trimester, more than half of the women in 
the LNG-IUS group had infrequent bleeding and 11–16% were amenorrhoeic. 
The substitution of spotting in place of bleeding accounts for about half of the 
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8



1. Sordal T et al. Management of initial bleeding or spotting after 
levonorgestrel-releasing intrauterine system placement: a randomized 
controlled trial. Obstet Gynecol 2013; 121: 934–41.

2. Warner P et al. Randomized placebo-controlled trial of CDB-2914 in new 
users of a levonorgestrel-releasing intrauterine system shows only short-
lived amelioration of unscheduled bleeding. Hum Reprod 2010; 25: 345–
53.

9



1. Aoun J et al. Effects of age, parity, and device type on complications and 
discontinuation of intrauterine devices. Obstet Gynecol 2014; 123: 585–92.

2. French RS et al. Levonorgestrel-releasing (20 μg/day) intrauterine systems 
(Mirena) compared with other methods of reversible contraceptives. BJOG 
2000; 107: 1218–25

3. Heinemann K, et al. Comparative contraceptive effectiveness of levonorgestrel-
releasing and copper intrauterine devices: the European Active Surveillance Study 
for Intrauterine Devices. Contraception 2015; 91:280–3.

Reference 3: A total of 61,448 women with a newly inserted IUD were enrolled in 
six European countries between 2006 and 2012. The copper IUD cohort contained 
more than 30 different types. Validated 1-year follow-up information for 58,324 users 
between 18 and 50 years of age (70% using LNG IUS, 30% using copper IUDs) was 
collected. Seven women with LNG IUS and 14 women with copper IUDs had an 
ectopic pregnancy, resulting in incidence rates of 0.02 per 100 WY (95% CI: 0.01–
0.03) and 0.08 per 100 WY (95% CI: 0.04–0.13), respectively. The proportion of 
ectopic pregnancies among all contraceptive failure pregnancies was higher in LNG 
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substantially lower risk of contraceptive failure in LNG IUS users, the overall risk for 
ectopic pregnancies was significantly lower in LNG IUS users compared to copper IUD 
users [HR 0.20 (95% CI: 0.08–0.48)].
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hyperplasia who desire to preserve their fertility or in patients who are poor 
surgical candidates due to severe medical comorbidities. 
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Gemzell-Danielson et al. (2012) reported on a multicentre, open-label, randomised three-arm phase II study, 
which included a total of 738 women successfully fitted with 19.5 mg LNG-IUS (Kyleena) (n=245), 13.5 mg LNG-IUS
(Jaydess) (n=239) or 52 mg LNG-IUS (Mirena) (n=254). The study period was 3 years. This study was not powered 
to determine whether there was a significant difference in contraceptive effectiveness between the devices.
A large multicentre, open-label, randomised two-arm phase III study which included a total of 2,884 women. 
Nelson et al. (2013) compared women fitted with 19.5 mg LNG-IUS (n=1,452) or 13.5 mg LNG-IUS (1,432) over a
study period of 3 years. 870 women using 19.5 mg LNG-IUS and 819 using 13.5 mg LNG-IUS completed the 3 year 
study. 707 women in the trial who were using 19.5 mg LNG-IUS then entered an optional 2 year trial extension 
period and the resulting 5 years of data for 19.5 mg LNG-IUS were reported by Gemzell-Danielson et al. (2017).
Over the 3-year study period, 0.33 pregnancies per 100 women years (95% confidence interval [CI] 0.16–0.60) 
were observed with the 13.5 mg intrauterine contraceptive system compared with 0.31 per 100 women-years 
(95% CI 0.15–0.57) with the 19.5 mg intrauterine contraceptive system. The phase III trial reported an unadjusted 
Pearl Index of 0.29 (95% confidence interval [CI] 0.16-0.50) for 19.5 mg LNG-IUS over the 5-year duration of use. 
Both the phase II and phase III studies report that the mean number of bleeding spotting days decrease over time 

with 19.5 mg LNG-IUS and 13.5 mg LNG-IUS as is observed with 52 mg LNG-IUS. The phase II and III study 
authors’ graphical representation of the data suggests that the mean number of bleeding days over the 
course of 3 years is lower with 52 mg LNG-IUS than with 19.5 mg LNG-IUS and lower with 19.5 mg LNG-IUS 
than with 13.5 mg LNG-IUS. However statistical significance is not reported. Thus, limited evidence suggests 
the possibility that higher doses of LNG in the LNG-IUS could be associated with fewer bleeding/spotting 
days.

Amenorrhoea - The phase II trial reported that, at 3 years amenorrhoic were 12.7% of women using 13.5mg LNG-
IUS, 18.9% of women using 19.5 mg LNG-IUS and 23.6% using 52mg LNG-IUS (difference not statistically 
significant). In the phase III trial the incidence of amenorrhoea with 19.5 mg LNG-IUS  was 12.7% at 1 year and 
22.6% at 5 years.
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Gemzell-Danielson et al. (2012) reported on a multicentre, open-label, randomised three-arm phase II study, 
which included a total of 738 women successfully fitted with 19.5 mg LNG-IUS (Kyleena) (n=245), 13.5 mg LNG-IUS
(Jaydess) (n=239) or 52 mg LNG-IUS (Mirena) (n=254). The study period was 3 years. This study was not powered 
to determine whether there was a significant difference in contraceptive effectiveness between the devices.
A large multicentre, open-label, randomised two-arm phase III study which included a total of 2,884 women. 
Nelson et al. (2013) compared women fitted with 19.5 mg LNG-IUS (n=1,452) or 13.5 mg LNG-IUS (1,432) over a
study period of 3 years. 870 women using 19.5 mg LNG-IUS and 819 using 13.5 mg LNG-IUS completed the 3 year 
study. 707 women in the trial who were using 19.5 mg LNG-IUS then entered an optional 2 year trial extension 
period and the resulting 5 years of data for 19.5 mg LNG-IUS were reported by Gemzell-Danielson et al. (2017).

The effect of both 13.5 mg LNG-IUS and 19.5 mg LNG-IUS on the endometrium is weaker compared to 52 mg LNG-
IUS, and therefore these new devices are not licenced for the treatment of heavy uterine bleeding and 
endometrial protection. Side-effects are similar as with 52 mg LNG-IUS. Commonly-reported side effects include
acne, pelvic pain, breast discomfort and weight gain.
The cumulative risk of at least partial expulsion over 3 years was 4.56% for the 13.5 mg system group and 3.58% 
for the 19.5 mg system group.
The absolute rate of ectopic pregnancies is low - 0.10 per 100 W-Y (13.5 mg LNG-IUS); 0.18 over 5 years (19.5 mg 
LNG-IUS). However, should a pregnancy occur with an IUC in situ then the likelihood of it being ectopic is greater 
than if a pregnancy were to occur without an IUC in situ. Over the course of the 3-year study, three and seven 
ectopic pregnancies occurred in the 13.5 mg and 19.5 mg system groups. With the extension for 19.5 mg LNG-IUS 
for additional two years in total, five intrauterine pregnancies (two of which resulted in healthy term births, and 
three in spontaneous abortions), and eight ectopic pregnancies were reported. 
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