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2 - 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.

3 - An open-label 7-year randomized controlled trial in 20 centres, 11 of which in China. Data on 1884 women 
with interval insertion of the LNG-IUD and 1871 of the TCu380A were analysed. The cumulative 7-year pregnancy 
rate of the LNG-IUD was 0.5 (standard error 0.2) per 100, and 2.5 (0.4) per 100 of the TCu380A. Thirty-three 
pregnancies occurred among TCu380A users of which three were ectopic. Seven pregnancies occurred among 
LNG-IUD users, all intrauterine. No pregnancy occurred in the 1342 woman–years of observation of the TCu380A 
and 681 of the LNG-IUD from 8 to 11 years, based on 682 TCu380A and 398 LNG-IUD users starting the eighth year 
of use, respectively. In LNG-IUD users all pregnancies occured within the first five days of use. 

4 - Systematic review of the literature to determine if extended use of intrauterine devices, including the copper 
or levonorgestrel intrauterine device, beyond approved durations is effective and safe for preventing pregnancy. 
Of 4068 studies identified, 4 good-to-poor-quality studies of the 52 mg levonorgestrel intrauterine device 
(approved for 5 years), with a total of 2098 women starting extended use, and 2 good-to-fair-quality studies of 
the T380A copper intrauterine device (approved for 10 years), with 245 women starting extended use, met
inclusion criteria. For the levonorgestrel intrauterine device, the pooled pregnancy rate was 0.02 per 100 person-
years (95% confidence interval, 0.00-0.45) in year 6, 0.03 per 100 person-years (95% confidence interval, 0.00-
0.71) in year 7, and 0.02 per 100 person-years (95% confidence interval, 0.00-0.29) in years 6 and 7 combined. For 
the copper intrauterine device, the pooled pregnancy rate for years 11 and 12 was 0.0 per 100 person-years (95% 
confidence interval, 0.0-0.8), and annual rates of adverse events and discontinuation owing to side effects during 
extended use ranged from 0 to 4.6 per 100 participants. Data were limited in quantity and quality, and may not be 
generalizable to all intrauterine device users.
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In most (> 98%) women, IUS insertion was successful on the first attempt. More than 85% of IUS insertions were rated as easy by health care professionals. Most women did not experience significant pain
during IUS insertion. Smaller and lower-dosed LNG-IUS (LNG 12 IUS, LNG 16 IUS) have been developed to facilitate insertion in nulliparous women. However, the pain and ease of IUD insertion depends on
many factors, among which the experience of the clinician performing the procedure is very significant. These lowered dosed LNG IUS do not typically inhibit ovulation and have less impact on duration and
intensity of the monthly bleeding. They are not licensed for use in heavy menstrual bleeding. Additionally, there are data indicating that LNG 20 IUS might be effective for more than 5 years.

Ref. 2- The review aimed at comparing the pharmacological and mechanical properties of Jaydess/Skyla (LNG 12 IUS) and Kyleena (LNG 16 IUS), together with their clinical features with that of the Mirena
(LNG 20 IUS) and its generic versions, so that clinicians can make a rational choice about which intrauterine contraceptive (IUC) to use and in which circumstance. There were 8 complete studies and 11 
conference proceedings abstracts of Jaydess/Skyla and Kyleena in comparison to Mirena or compared within different clinical groups (nulliparous and no vaginal births (NVB) and parous), and two studies
comparing Jaydess with other types of contraceptives (Implanon® and Yaz® (30 µg ethinyl-estradiol/3 mg drospirenone oral contraceptive). All the reported studies were sponsored by the manufacturer of 
Jaydess/Skyla and Kyleena. 

Ref. 3 - there are differences in physical characteristics of LNG-IUSs, specifically in the size and presence of the silver ring. Thus, newer types of LNG-IUS should facilitate insertion and improve tolerance to 
IUS in adolescents and nulliparous women.

LNG 20 IUS LNG 16 IUS
LNG 12 IUS

Vertical stem 32 mm 30 mm
30 mm

Cross arm 32 mm 28 mm
28 mm

LNG reservoir length 21 mm 18 mm
12 mm

Insertion tube diameter 4.44 mm (4.75 mm) 3.75 mm 3.75 mm
Contains barium sulphate YES YES

YES
Silver ring for improved visibility 
in ultrasound NO YES

YES

Ref. 4 - Systematical review the literature to determine if extended use of intrauterine devices, including the copper or levonorgestrel intrauterine device, beyond approved durations is effective and safe for 
preventing pregnancy. Results: Based on 4 good-to-poor-quality studies of the 52 mg levonorgestrel intrauterine device (approved for 5 years), with a total of 2098 women starting extended use, the pooled 
pregnancy rate was 0.02 per 100 person-years (95% confidence interval, 0.00-0.45) in year 6, 0.03 per 100 person-years (95% confidence interval, 0.00-0.71) in year 7, and 0.02 per 100 person-years (95% 
confidence interval, 0.00-0.29) in years 6 and 7 combined. Conclusion: The available evidence suggests that rates of pregnancy, adverse events, and discontinuation owing to side effects during the first 2 
years of extended use of the 52 mg levonorgestrel intrauterine device are low and comparable to rates during approved duration of use. Data were limited in quantity and quality, and may not be 
generalizable to all intrauterine device users.
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1. Apter D, Gemzell-Danielsson K, Hauck B, et al. Pharmacokinetics of two low-dose levonorgestrel-releasing 
intrauterine systems and effects on ovulation rate and cervical function: pooled analyses of phase II and III 
studies. Fertil Steril. 2014;101:e21656–62. 

2. Reinecke I, Hofmann B, Mesic E, et al. An Integrated Population Pharmacokinetic Analysis to Characterize 
Levonorgestrel Pharmacokinetics After Different Administration Routes. J Clin Pharmacol 2018; 58(12):1639-
54.

Ref. 1 – To assess the pharmacokinetics and pharmacodynamics of levonorgestrel intrauterine system (LNG-IUS) a 
randomized, open-label, multicenter phase II and III studies were conducted that included 742 nulliparous and 
parous women randomized to 3 years' treatment with LNG 12 IUS, LNG 16 IUS, or LNG 20 IUS. The in vivo LNG 
release rate of LNG 12 IUS was approximately 14 mg/24 h after 24 days, declining progressively to 5 mg/24 h after 
3 years. The average LNG serum concentration over 3 years of use was 74.3 ng/L, 114 ng/L, and 218 ng/L for LNG
12 IUS, LNG 16 IUS, and LNG 20 IUS, respectively. 

Ref. 2 - To compare the pharmacokinetics (PK) of the progestin levonorgestrel for various routes of 
administration, an integrated population PK analysis was performed. This analysis integrated data from 10 clinical 
pharmacology studies and resulted in a single, comprehensive population PK model (and its applications) 
describing the PK of levonorgestrel and its variability for 6 levonorgestrel-containing contraceptives: 3 
intrauterine systems (LNG 20 IUS, LNG 16 IUS and LNG 12 IUS); 2 oral contraceptives (the progestinonly pill and 
the combined oral contraceptive); and a subdermal implant. 
Results: The levonorgestrel containing contraceptives administered orally or as an implant act mainly via their 
systemic (unbound) levonorgestrel exposure,whereas levonorgestrel administered via an IUS is released directly 
into the uterine cavity,resulting in lower systemic levonorgestrel concentrations. The integrated population PK 
analysis revealed that the combined oral contraceptive led to the highest levonorgestrel exposure,followed by 
the progestin-only pill and the implant, which led to similar levonorgestrel exposure that is two to three times 
higher compared to and the IUSs, which led to the lowest levonorgestrel exposure (in decreasing order: LNG 20
IUS, LNG 16 IUS, and LNG 12 IUS). In LNGs users LNG serum levels decrease over time, from initial 200 ng/L, 150 
ng/l and 130 ng/L in LNG 20 IUS, LNG 16 IUS and LNG 12 IUS users to 133 ng/L, 85 ng/L and 58 ng/L at the end of 
the duration of IUSs use. The difference in serum LNG concentrations between IUSs was even more pronounced 
at the end of the indicated duration of use (3 years for LNG 12 IUS and 5 years for both LNG 20 IUS and LNG 16 
IUS).  
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Ref. 1 - To assess the pharmacokinetics and pharmacodynamics of levonorgestrel intrauterine system (LNG-IUS) a randomized, 
open-label, multicenter phase II and III studies were conducted that included 742 nulliparous and parous women 
randomized to 3 years' treatment with LNG 12 IUS, LNG 16 IUS, or LNG 20 IUS. All treatments showed very similar 
progestogenic effects on cervical mucus, with low and similar cervical scores throughout treatment. Ovulation was 
observed in the majority of women in all groups where assessment was possible, although there was a lower incidence of 
anovulation with LNG 12 IUS and LNG 16 IUS compared with LNG 20 IUS. The progestogenic effect on the endometrium 
was marked in all three LNG-IUS groups. 

Ref. 2 - Ovarian function was studied for two complete menstrual cycles in 9 regularly menstruating women and for 8 weeks in 
three amenorrhoeic women who had used levonorgestrel-releasing IUDs (LNG 20 IUS) for more than four years. Nine patients 
using copper IUDs (Nova-T) were studied for two complete menstrual cycles as controls. According to progesterone levels, 
15/17 cycles in women using LNG 20 IUS were ovulatory, whereas only 8/17 cycles showed normal follicular growth and rupture 
as judged by ultrasound. In ovulatory cycles, the peak progesterone levels were lower than in the controls. The preovulatory
estradiol and LH peak levels were also lower than in control subjects. SHBG levels were lower in LNG-IUS users than in copper 
IUD users. It is concluded that, although the dose of levonorgestrel released from the IUS is very low, it probably exerts an effect 
on the gonadotrophin secretion, which disturbs follicular development in many of the women studied, which in addition to the 
local effect on the endometrium, contributes to its high contraceptive efficacy.

Ref. 3 - In the study 14 women after 6 years' use of levonorgestrel-releasing IUD were investigated for the changes of LH, 
progesterone (P), estradiol (E2), prolactin (PRL) and serum binding globulin (SHBG) in relation to the levonorgestrel levels 
throughout a segment of 26-40 days with the aim of comparing the hormonal profiles with those during the first year of use of 
Lng 20 IUS. Ultrasound scanning was used to follow the development of follicles along with the RIA measurement of 
hormones. It is concluded that over two-thirds of the cases have ovulatory cycles after long-term use of Lng 20 IUS; the 
contraceptive effect is mainly due to its local action on the endometrium, with much less effect on the ovarian function.
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9. Westhoff CL, Keder LM, Gangestad A, Teal SB, Olariu AI, Creinin MD. Six-year contraceptive efficacy and continued safety of a levonorgestrel 52-mg intrauterine system. Contraception 2020; 101(3):159-161. 

Ref. 1 – Randomized, open-label, three-arm, phase II study. Setting: Thirty-seven centers in five European countries. Patient(s): Parous or nulliparous women aged 21–40 years. Intervention(s): Treatment with LNG-IUSs with initial in vitro release rates of 12 
or 16 mg/d (LNG-IUS12/16) or 20 mg/d (LNG20 IUS). Main Outcome Measure(s): Pearl index, bleeding profile, ease/pain of placement/removal, adverse events. Result(s): A total of 738 subjects had an LNG-IUS placed (LNG-IUS12, n = 239; LNG-IUS16, n =
245; LNG20 IUS, n = 254). One, 5, and 0 pregnancies occurred in the LNG-IUS 12, LNG-IUS 16, and LNG20 IUS groups, respectively (3-year unadjusted Pearl indices: 0.17, 0.82, and 0). 

Ref. 2 – Nulliparous and parous women aged 18-35 years with regular menstrual cycles (21-35 days) requesting contraception were randomized to 3 years of treatment with one of two levonorgestrel intrauterine contraceptive systems: 13.5 mg total 
content or 19.5 mg total content. The primary outcome was the pregnancy rate, calculated as the Pearl Index. RESULTS: Overall, 1,432 and 1,452 women in the 13.5 mg intrauterine contraceptive system and 19.5 mg intrauterine contraceptive system 
groups, respectively, had a placement attempted and were included in the full analysis set to evaluate efficacy and safety. 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. Ten of the 20 pregnancies were ectopic. Three and seven ectopic pregnancies occurred in the 13.5 
mg and 19.5 mg system groups, respectively, resulting in absolute ectopic pregnancy rates of 0.10 per 100 woman-years (95% CI 0.0220.29) for the lower dose and 0.22 per 100-woman-years (95% CI 0.0920.45) for the higher dose system. No pattern in the 
ectopic pregnancy rate over time was observed in either treatment group.

Ref. 3 - A multinational, prospective, non-interventional cohort study of new users of LNG IUS and copper IUDs was performed. Following a baseline survey, study participants and their physicians completed one follow-up questionnaire after 12 months. A 
multifaceted four-level follow-up procedure minimized loss to follow-up. Patient-reported outcomes were validated by the treating physicians. Results: 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. A total of 118 contraceptive 
failures occurred (26 LNG, 92 copper). Both types of IUD were highly effective, with overall Pearl indices of 0.06 [95% confidence interval (CI): 0.04–0.09] and 0.52 (95% CI: 0.42–0.64) for LNG IUS and copper IUDs, respectively. The adjusted hazard ratio for 
LNG IUS vs. copper IUDs was 0.16 (95% CI:0.10–0.25). Twenty-one pregnancies (7 LNG IUS, 14 copper IUD) were ectopic. Significant differences between cohorts were evident in the ectopic pregnancy rates. 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 IUS users compared to copper IUD users (27% vs. 15%, p = .16), but due to the 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)]. The HR did not change substantially after adjustment for age, BMI and parity [HR 0.26 (95% CI: 0.10–0.66)], yielding an adjusted hazard ratio for ectopic pregnancy of 0.26 (95% CI: 0.10–0.66).

Ref. 4 - An open-label 7-year randomized controlled trial in 20 centres, 11 of which in China. Data on 1884 women with interval insertion of the LNG-IUD and 1871 of the TCu380A were analysed using life tables with 30-day intervals and Cox proportional 
hazards models. Results: The overall pregnancy rate of the TCu380A was significantly higher than that of the LNG-IUD, at the end of the seventh year the cumulative rate was 2.45 [standard error (SE) = 0.44] per 100 for the TCu380A and 0.53 (SE = 0.21) per 
100 for the LNG-IUD. Thirty-three pregnancies occurred among TCu380A users of which three were ectopic. Seven pregnancies occurred among LNG-IUD users, all intrauterine. No pregnancy occurred in the 1342 woman–years of observation of the 
TCu380A and 681 of the LNG-IUD from 8 to 11 years, based on 682 TCu380Aand 398LNG-IUD users starting the eighth year of use, respectively.

Ref. 5 – In a Phase III study in 36 European centers, 304 healthy nulliparous or parous postmenarcheal adolescents (12–17 years) received LNG-IUS 8 (13.5 mg) for 12 months. The primary outcome was the incidence of treatment-emergent adverse events 
(TEAEs). Secondary outcomes included: serious TEAEs, adverse events of special interest, overall user satisfaction, discontinuation rate at 12 months, and Pearl Index. Results: LNG-IUS 8 placement was successful in 303/304 participants (99.7%). Overall, 
82.6% of participants reported TEAEs, and serious TEAEs and serious study drug-related TEAEs were reported by 7.6% and 1.0% of participants, respectively. No cases of pelvic inflammatory disease, ectopic pregnancy, or uterine perforation were reported. 
No pregnancies were reported during the 12-month study. 

Ref. 6 - To evaluate the efficacy and safety of a new, low-dose levonorgestrel intrauterine contraceptive system (LNG-IUS 12/19.5 mg) for up to 5 years of use. Study design: In this Phase III study, 2885 nulliparous and parous women aged 18–35 years were 
randomized to LNG-IUS 8 or LNG-IUS 12 for 3 years. After 3 years, women using LNG-IUS 12 could continue for up to 2 additional years (5 years total). The primary outcome was occurrence of pregnancy (Pearl Index). Results: From August 2007 through May 
2008, out of 2885 women who were enrolled, 1453 were randomized to LNG-IUS 12. Placement was attempted in 1452/1453 (full analysis set). Mean age at baseline was 27.1 years; 39.5% were nulliparous. The cumulative 5-year Pearl Index (PI) was 0.29; 
the 5- year cumulative failure rate was 1.4%. The 5-year PI for ectopic pregnancy was 0.18. 

Ref. 7 - This was a substudy of a hospital-based historical cohort including women with an ectopic pregnancy diagnosed in 4 referral hospitals in Stockholm, Sweden between December 2013 and April 2017. Study participants and type of contraception at 
time of conception were identified through the electronic medical chart system. Cases were defined as women with LNG-IUS 13.5 or 52 mg in situ at the time of diagnosis of ectopic pregnancy who had their LNG-IUS inserted 1 January 2014 or later. 
Outcome was defined as the incidence rate for ectopic pregnancy during use per 100 woman-years (Pearl index) with 95% confidence interval (95% CI). Results: The study includes 35 cases with LNG-IUS 13.5 mg and 13 cases with LNG-IUS 52 mg, which 
occurred in 18 488 (13.5 mg) and 50 246 (52 mg) exposed woman-years. Pearl index for ectopic pregnancy was estimated at 0.19 (95% CI 0.15-0.28) for LNG-IUS 13.5 mg and to 0.006 (95% CI 0.00-0.01) for LNG-IUS 52 mg. The most cases for the LNG-IUS 13.5 
mg (n = 26; 74%) occurred during the first year of use with a corresponding Pearl index at 0.23 (95% CI 0.14-0.35).

Ref. 8 - 10-year phase 3 contraceptive trial to assess the 5-year contraceptive efficacy and safety of a levonorgestrel (LNG) 52-mg intrauterine system (IUS). 1,751 nulliparous and parous females aged 16–45 years and desiring contraception were enrolled to 
receive a LNG 52-mg IUS at 29 centers in the United States. The Pearl Indices for years 1 and 5 were 0.15 (95% CI 0.02–0.55) and 0.20 (95% CI 0.01–1.13) pregnancies per 100 women-years, respectively. 

Ref. 9 – The same previously described investigation was continued in order to assess 6-year contraceptive efficacy and safety of a levonorgestrel 52 mg intrauterine system (IUS). Over six years, nine pregnancies occurred (none in year 6). Adverse event 
rates remain low through 6 or more years of use. Two expulsions occurred in year 6.
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2. Gemzell-Danielsson K, Buhling KJ, Dermout SM, et al. A Phase III, single-arm study of LNG-IUS 8, a low-dose levonorgestrel intrauterine 
contraceptive system (total content 13.5 mg) in postmenarcheal adolescents. Contraception 2016; 93(6):507-12.

3. Gemzell-Danielsson K, Apter D, Dermout S, et al. Evaluation of a new, low-dose levonorgestrel intrauterine contraceptive system over 5 
years of use. Eur J Obstet Gynecol Reprod Biol 2017; 210:22-28.

Ref. 1 – In a randomized, open-label, three-arm, phase II study a total of 742 parous or nulliparous women aged 21–40 years from 37 centers in 
five European countries were randomized, 738 (99.5%) of whom had an LNG-IUS successfully placed (LNG-IUS12, n = 239/240; LNG-IUS16, n = 
245/246; LNG-IUS20, n = 254/256). Main Outcome Measure(s): Pearl index, bleeding profile, ease/pain of placement/removal, adverse events. 
The bleeding profile were similar in all groups, although total bleeding and spotting days decreased with increasing LNG dose. During 3 years, 10 
subjects in the LNG IUS12 (2 women), LNG-IUS16 (3 women), and LNG-IUS20 (5 women) groups reported serious adverse events, possibly related 
to study treatment. Placement of LNG-IUS 12 and LNG-IUS 16 was considered easy in 94% versus 86.2% in the LNG-IUS20group and 72.3% in the 
LNG-IUS12/LNG-IUS16group reported either ‘‘no pain’’ or only ‘‘mild pain’’ during placement versus 57.9% in the LNG-IUS20 group.

Ref 2 - In a Phase III study in 36 European centers, 304 healthy nulliparous or parous postmenarcheal adolescents (12–17 years) received
LNG-IUS 8 for 12 months. The primary outcome was the incidence of treatment-emergent adverse events (TEAEs). Secondary outcomes included:
serious TEAEs, adverse events of special interest, overall user satisfaction, discontinuation rate at 12 months, and Pearl Index. RESULTS: LNG-IUS 8 
placement was successful in 303/304 participants (99.7%). Overall, 82.6% of participants reported TEAEs, and serious TEAEs and serious study 
drug-related TEAEs were reported by 7.6% and 1.0% of participants, respectively. No cases of pelvic inflammatory disease, ectopic pregnancy, or 
uterine perforation were reported. No pregnancies were reported during the 12-month study. At Month 12/study end, the overall user 
satisfaction rate was 83.9%. Overall, 51 participants (16.8%) prematurely discontinued the study before 12 months; 13.8% of participants 
discontinued owing to TEAEs. 

Ref. 3 - To evaluate the efficacy and safety of a new, low-dose levonorgestrel intrauterine contraceptive system (LNG-IUS 12) for up to 5 years of 
use in this Phase III study, 2885 nulliparous and parous women aged 18–35 years were randomized to LNG-IUS 8 or LNG-IUS 12 for 3 years. After 3 
years, women using LNG-IUS 12 could continue for up to 2 additional years (5 years total). The primary outcome was occurrence of pregnancy
(Pearl Index). Secondary outcomes included safety, bleeding, dysmenorrhea, discontinuations, and user satisfaction. RESULTS: Out of 2885 
women who were enrolled, 1453 were randomized to LNG-IUS 12. Placement was attempted in 1452/1453 (full analysis set). Mean age at
baseline was 27.1 years; 39.5% were nulliparous. The cumulative 5-year Pearl Index (PI) was 0.29; the 5-year cumulative failure rate was 1.4%. The 
5-year PI for ectopic pregnancy was 0.18. Over 5 years, 55.3% of women reported study drug-related treatment-emergent adverse events (TEAEs). 
Crude incidences of pelvic inflammatory disease, uterine perforation, and complete/partial LNG-IUS 12 expulsion were 0.6%, 0.2%, and 3.7%,
respectively. The incidence of amenorrhea during the last 90-day reference interval (end of Year 5) was 22.6%. Overall, 550 (37.9%) women 
completed 5 years of treatment with LNG IUS 16; 77.8% of women who entered the extension phase completed 5 years of use. Over 5 years, 
22.6% discontinued due to TEAEs, including 13 women who discontinued due to pregnancy; 76 discontinued due to bleeding problems including 
amenorrhea; and 163 discontinued due to desire for pregnancy, 71.2% of whom conceived within 12 months. 
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2004; 69(5):407-12. 

2. Grunloh DS, Casner T, Secura GM, Peipert JF, Madden T. Characteristics associated with discontinuation of 
long-acting reversible contraception within the first 6 months of use. Obstet Gynecol 2013; 122(6):1214-21. 
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4. Hall KS, Steinberg JR, Cwiak CA, Allen RH, Marcus SM. Contraception and mental health: a commentary on 
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[published correction appears in JAMA Psychiatry 2017; 74(7):764. JAMA Psychiatry 2016; 73(11):1154-62. 

7. Aoun J, Dines VA, Stovall DW, Mete M, Nelson CB, Gomez-Lobo V. Effects of age, parity, and device type on 
complications and discontinuation of intrauterine devices. Obstet Gynecol 2014; 123(3):585-92. 

8. Rowe P, Farley T, Peregoudov A, et al. Safety and efficacy in parous women of a 52-mg levonorgestrel-
medicated intrauterine device: a 7-year randomized comparative study with the TCu380A [published 
correction appears in Contraception. 2016; 94(3):288. Contraception 2016; 93(6):498-506.

9. Gemzell-Danielsson K, Schellschmidt I, Apter D. A randomized, phase II study describing the efficacy, bleeding 
profile, and safety of two low-dose levonorgestrel-releasing intrauterine contraceptive systems and Mirena. 
Fertil Steril 2012; 97:616–22.

10. Gemzell-Danielssona K, Buhling KJ, Dermout SM, et al. A Phase III, single-arm study of LNG-IUS 8, a low-dose 
levonorgestrel intrauterine contraceptive system (total content 13.5 mg) in postmenarcheal adolescents. 
Contraception 2016; 93:507–12. 

11. Teunissen AM, Merry AHH, Devies IEC, Roumen FJME. Differences in continuation rates and early removal 
between contraceptive and therapeutic use of the levonorgestrel-releasing intrauterine system 52 mg. Eur J 
Contracept Reprod Health Care. 2019;24(6):449-456. 

12. Bachofner M, Blickenstorfer K, Hutmacher J, Wehrle L, Leeners B, Merki-Feld G. Intrauterine device 
continuation rates and reasons for discontinuation in a Central European clinic with a high standard of care 
and ultrasound follow-up: a retrospective cohort study. Eur J Contracept Reprod Health Care. 2018;23(6):407-
414. 

Hormonal side effects are rarely the reason for requesting removal of the LNG IUS. There are big 
differences in discontinuation rates that are largely related to cultural factors. Women with different 
socio-cultural backgrounds accept and tolerate amenorrhea and prolonged or frequent bleeding, as 
well as pain or cramping in different ways.
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1. Gemzell-Danielsson K, Schellschmidt I, Apter D. A randomized, phase II study describing the 
efficacy, bleeding profile, and safety of two low-dose levonorgestrel-releasing intrauterine 
contraceptive systems and Mirena. Fertil Steril 2012; 97:616–22. 

2. Sergison JE, Maldonado LY, Gao X, Hubacher D. Levonorgestrel intrauterine system associated 
amenorrhea: a systematic review and metaanalysis. Am J Obstet Gynecol 2019; 220(5):440-
448.e8. 

Ref. 1 – Randomized, open-label, three-arm, phase II study. Setting: Thirty-seven centers in five 
European countries. Patient(s): Parous or nulliparous women aged 21–40 years. Intervention(s): 
Treatment with LNG-IUSs with initial in vitro release rates of 12 or 16 mg/d (LNG-IUS12/16) or 20 
mg/d. Main Outcome Measure(s): Pearl index, bleeding profile, ease/pain of placement/removal, 
adverse events. Result(s): A total of 738 subjects had an LNG-IUS placed (LNG-IUS12, n = 239; LNG-
IUS16, n = 245; LNG-IUS20, n = 254). In the LNG-IUS12, LNG-IUS16, and LNG-IUS20 groups, the 
proportion of subjects with amenorrhea increased from 2.7%, 6.1%, and 5.9%, respectively, in the 
second 90-day reference period to 12.7%, 18.9%, and 23.6% of subjects, respectively, in the final 90-
day reference period (P=.012 for LNG-IUS12 vs. LNG-IUS20, P=.30 for LNG-IUS16 vs. LNG-IUS20 for the 
final reference period).

Ref. 2 - The purpose of this study was to investigate the validity of existing prevalence estimates by the 
systematic calculation of amenorrhea measures for a general population of levonorgestrel intrauterine 
system users and to provide 90-day interval point estimates for the first year of use. Of 2938 
potentially relevant studies, we included 9 in our meta-analysis. Results demonstrated that few 
levonorgestrel intrauterine system users (0.2%; 95% confidence interval, 0.0-0.4) experienced 
amenorrhea during the first 90 days after insertion; however, prevalence increased to 8.1% (95% 
confidence interval, 6.6-9.7) on days 91e180. Finally, 18.2% (95% confidence interval, 14.9-21.5) of 
users experienced amenorrhea for at least 1 90-day interval during the first year. Although interstudy
heterogeneity limited reliability of days 181-271 and 272e365 measures, prevalence increased from 
13.6% (95% confidence interval, 9.3-18.0) to 20.3% (95% confidence interval, 13.5-27.0), respectively.
CONCLUSION: Approximately 20% of levonorgestrel intrauterine system users experience amenorrhea 
during at least 1 90-day interval by
the first year after insertion.

11



1. Goldthwaite LM, Creinin MD. Comparing bleeding patterns for the levonorgestrel 52 mg, 19.5 mg, 
and 13.5 mg intrauterine systems. Contraception. 2019;100(2):128-131.

Frequent, prolonged and irregular bleeding episodes tend to decrease, while infrequent bleeding rates 
increase over time in users of all three types of LNG IUS.

Ref. 1 - Available data on bleeding patterns were extracted from published sources. Lower dose 
products had published data at 1 and 3 years; the 52 mg IUS had available data for 1, 2 and 3 years for 
amenorrhea and 1 and 2 years for other bleeding patterns. 2-year data for the lower dose products 
were interpolated based on 1- and 3-year data and compared bleeding pattern rates using Fisher exact 
testing. Results: The studies evaluated bleeding patterns in 1700, 1566 and 1531 women using 
levonorgestrel 52 mg, 19.5 mg and 13.5 mg products, respectively. Infrequent bleeding rates were
higher for 52 mg users by the end of year 1 (31%) compared to 19.5 mg (26%, p=.01) and 13.5 mg
(20%, p<.0001). Frequent and prolonged bleeding patterns were similar over the first 2 years for all
products, although the rates were statistically higher for levonorgestrel 13.5 mg IUS users compared 
to 19.5 mg and 52 mg IUS users (p≤.03 for all time points after 90-days post-insertion). Irregular 
bleeding rates were higher with the lower dose products by 90 days after insertion with continued 
lower rates at the end of year 1 for 52 mg users (6%) compared 19.5 mg (17%, p<.0001) and 13.5 mg 
(23%, p<.0001). Conclusions: Levonorgestrel 52 mg IUS users have more infrequent bleeding and less 
irregular bleeding compared to women using lower dose levonorgestrel IUS products. 
Legend: 
Infrequent bleeding One or two bleeding/spotting episodes during a 90-day reference period
Frequent bleeding More than five bleeding/spotting episodes during a 90-day reference period
Prolonged bleeding Bleeding/spotting episodes lasting more than 14 days during a 90-day reference 
period
Irregular bleeding Three to five bleeding/spotting episodes and less than three bleeding/spotting-free
intervals of 14 days or more during a 90-day reference period 
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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.

3. Madden T, Proehl S, Allsworth JE, et al. Naproxen or estradiol for bleeding and spotting with the levonorgestrel intrauterine system: a randomized controlled trial. Am J Obstet Gynecol 2012; 
206:129.e1-8.

4. Simmons KB, Edelman AB, Fu R, Jensen JT. Tamoxifen for the treatment of breakthrough bleeding with the etonogestrel implant: a randomized controlled trial. Contraception 2017; 95(2):198-204.
5. Bofill Rodriguez M, Lethaby A, Farquhar C. Non-steroidal anti-inflammatory drugs for heavy menstrual bleeding. Cochrane Database Syst Rev. 2019;9(9):CD000400. 

Ref. 1 – Randomised controled trial to assess the efficacy of tranexamic acid or mefenamic acid in the management of the initial "nuisance" bleeding or spotting in the period immediately after placement 
of the levonorgestrel-releasing intrauterine system. Women were randomized after levonorgestrel-releasing intrauterine system placement to oral tranexamic acid (500 mg), mefenamic acid (500 mg), or 
placebo three times daily during bleeding or spotting episodes over a 90-day treatment period. Treatment was initiated from onset of a bleeding or spotting episode and continued until the first day after 
bleeding or spotting stopped and restarted with a new bleeding or spotting episode. Results: A total of 204 women were screened; 187 were randomized to tranexamic acid (n=63), mefenamic acid (n=63), 
or placebo (n=61). The median number of bleeding or spotting days experienced during treatment was 25, 29, and 33 days in the three groups, respectively. The median number of bleeding or spotting days 
was reduced by 6 days (95% confidence interval [CI] -14.0 to 1.0, P=.049) with tranexamic acid and by 3 days (95% CI -11.0 to 5.0, P=.229) with mefenamic acid compared with placebo. The relative risk of 
bleeding or spotting compared with placebo with tranexamic acid and mefenamic acid was 0.82 (95% CI 0.65-1.03) and 0.89 (95% CI 0.71-1.11), respectively. Conclusions: Tranexamic acid and mefenamic
acid during the first 90 days after levonorgestrel-releasing intrauterine system placement do not alleviate "nuisance" bleeding or spotting.

Ref. 2 – A double-blind randomized controlled trial of women aged 19-49 years, newly starting use of LNG-IUS to determine whether intermittent administration of progesterone receptor modulator CDB-
2914 would suppress unscheduled bleeding during the first 4 months after insertion of the LNG-IUS. Methods: CDB-2914 150 mg, in divided doses, or placebo tablets, were administered over three 
consecutive days starting on Days 21, 49 and 77 after LNG-IUS insertion, in. Daily bleeding diaries were completed for 6 months, and summarized across blocks as percentage days bleeding/spotting (BS%).
Results: Of 69 women randomized to receive CDB-2914, and 67 placebo, 61 and 55, respectively, completed the trial. BS% decreased with time in both arms, but showed a much steeper treatment-phase 
gradient in the placebo arm (P < 0.0001), so that a benefit of CDB-2914 in the 28 days after first treatment (-11% points, 95% CI -19 to -2), converted to a disadvantage by 64 days after the third treatment 
(+10% points, 95% CI 1-18). Conclusions: The effect of CDB-2914 on BS% was initially beneficial but then by third treatment was disadvantageous. Nevertheless, only 3% (4/136) of all women discontinued 
LNG-IUS. 

Ref. 3 – A randomized controlled trial of naproxen, estradiol, or placebo that was administered over the first 12 weeks of levonorgestrel-releasing intrauterine system use. There were 129 women who were 
assigned randomly to naproxen (n = 42 women), estradiol (n = 44 women), or placebo (n = 43 women). The naproxen group was more likely to be in the lowest quartile of bleeding and spotting days 
compared with placebo (42.9% vs 16.3%; P = .03). In the multivariable analysis, the naproxen group had a 10% reduction in bleeding and spotting days (adjusted relative risk, 0.90; 95% confidence interval, 
0.84 – 0.97) compared with placebo. More frequent bleeding and spotting was observed in the estradiol group (adjusted relative risk, 1.25; 95% confidence interval, 1.17–1.34).

Ref. 4 – A double-blind trial, ENG implant users with frequent or prolonged bleeding or spotting were randomized to tamoxifen 10 mg or placebo twice daily for 7 days, to be started after 3 consecutive days 
of bleeding/spotting. Treatment was repeated as needed up to three times in 180 days. Subjects completed a daily text message bleeding diary. Altogether 56 women were enrolled, 51 completed at least 
30 days of follow up, and 34 completed 180 days. Compared to women randomized to placebo, women randomized to tamoxifen reported 5 fewer days of bleeding/spotting over 30 days (95% confidence 
interval [CI] −9.9 to −0.05, p=.05), and 15.2 more continuous bleeding-free days (95% CI 2.8–27.5 days, p=.02) after first use of study drug. Conclusions could not be drawn after 30 days due to higher-than-
expected dropout. No ovulation was detected.

Ref. 5 - Cochrane review addressing whether non-steroidal anti-inflammatory drugs (NSAIDs) helped reduce heavy menstrual bleeding (HMB) in women before they reach the menopause. Background:
NSAIDs reduce prostaglandin levels, which are elevated in women with excessive menstrual bleeding. It was suggested that they might help with heavy bleeding and may have a beneficial effect on painful 
menstrual periods. Study characteristics: Authors search medical databases and identified 19 randomised controlled trials (RCTs; clinical studies where people are randomly put into one of two or more 
treatment groups) with 759 women that could be included in the review, but data from only nine trials were suitable for analyses. Key results: Women sought help for HMB when it affected their quality of 
life. Levels of prostaglandin (a naturally occurring hormone) are higher in women with HMB and are reduced by NSAIDs. The review of trials found that NSAIDs were modestly effective in reducing HMB, but 
other medicines, such as danazol, tranexamic acid and levonorgestrel-releasing intrauterine system (LNG IUS), are more effective. These results were based on a small number of low- to moderate-quality 
trials.
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1. Gemzell-Danielsson K, Schellschmidt I, Apter D. A randomized, phase II study describing the efficacy, bleeding profile, and safety of two low-dose levonorgestrel-releasing intrauterine contraceptive systems and Mirena. Fertil Steril 2012; 97:616–22.
2. Nelson A, Apter D, Hauck B, et al. Two low-dose levonorgestrel intrauterine contraceptive systems - A randomized controlled trial. Obstet Gynecol 2013;122:1205–13.
3. Heinemann K, Reed S, Moehner S, Minh TD. Comparative contraceptive effectiveness of levonorgestrel-releasing and copper intrauterine devices: the European Active Surveillance Study for Intrauterine Devices. Contraception 2015; 91:280–3.
4. Rowe P, Farley T, Peregoudov A, et al. Safety and efficacy in parous women of a 52-mg levonorgestrel-medicated intrauterine device: a 7-year randomized comparative study with the TCu380A. Contraception 2016; 93:498-506.
5. Gemzell-Danielsson K, Buhling KJ, Dermout SM, et al. A Phase III, single-arm study of LNG-IUS 8, a low-dose levonorgestrel intrauterine contraceptive system (total content 13.5 mg) in postmenarcheal adolescents. Contraception 2016; 93:507–12.
6. Gemzell-Danielsson K, Apter D, Dermout S, et al. Evaluation of a new, low-dose levonorgestrel intrauterine contraceptive system over 5 years of use. Eur J Obstet Gynecol Reprod Biol 2017; 210:22-8.
7. Phillips SJ, Hofler LG, Modest AM, Harvey LFB, Wu LH, Hacker MR. Continuation of copper and levonorgestrel intrauterine devices: a retrospective cohort study. Am J Obstet Gynecol. 2017;217(1):57.e1-57.e6. 
8. Teunissen AM, Merry AHH, Devies IEC, Roumen FJME. Differences in continuation rates and early removal between contraceptive and therapeutic use of the levonorgestrel-releasing intrauterine system 52 mg. Eur J Contracept Reprod Health Care. 

2019;24(6):449-456. 

Ref. 1 – Randomized, open-label, three-arm, phase II study. Setting: Thirty-seven centers in five European countries. Patient(s): Parous or nulliparous women aged 21–40 years. Intervention(s): Treatment with LNG-IUSs with initial in vitro release rates of 12 
or 16 mg/d (LNG-IUS12/16) or 20 mg/d (LNG-IUS20). Main Outcome Measure(s): Pearl index, bleeding profile, ease/pain of placement/removal, adverse events. Result(s): A total of 738 subjects had an LNG-IUS placed (LNG-IUS12, n = 239; LNG-IUS16, n =
245; LNG-IUS20, n = 254). One, 5, and 0 pregnancies occurred in the LNG-IUS 12, LNG-IUS 16, and LNG-IUS 20 groups, respectively (3-year unadjusted Pearl indices: 0.17, 0.82, and 0). 

Ref. 2 – Nulliparous and parous women aged 18-35 years with regular menstrual cycles (21-35 days) requesting contraception were randomized to 3 years of treatment with one of two levonorgestrel intrauterine contraceptive systems: 13.5 mg total 
content or 19.5 mg total content. The primary outcome was the pregnancy rate, calculated as the Pearl Index. RESULTS: Overall, 1,432 and 1,452 women in the 13.5 mg intrauterine contraceptive system and 19.5 mg intrauterine contraceptive system 
groups, respectively, had a placement attempted and were included in the full analysis set to evaluate efficacy and safety. 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. Ten of the 20 pregnancies were ectopic. Three and seven ectopic pregnancies occurred in the 13.5 
mg and 19.5 mg system groups, respectively, resulting in absolute ectopic pregnancy rates of 0.10 per 100 woman-years (95% CI 0.0220.29) for the lower dose and 0.22 per 100-woman-years (95% CI 0.0920.45) for the higher dose system. No pattern in the 
ectopic pregnancy rate over time was observed in either treatment group.

Ref. 3 - A multinational, prospective, non-interventional cohort study of new users of LNG IUS and copper IUDs was performed. Following a baseline survey, study participants and their physicians completed one follow-up questionnaire after 12 months. A 
multifaceted four-level follow-up procedure minimized loss to follow-up. Patient-reported outcomes were validated by the treating physicians. Results: 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. A total of 118 contraceptive 
failures occurred (26 LNG, 92 copper). Both types of IUD were highly effective, with overall Pearl indices of 0.06 [95% confidence interval (CI): 0.04–0.09] and 0.52 (95% CI: 0.42–0.64) for LNG IUS and copper IUDs, respectively. The adjusted hazard ratio for 
LNG IUS vs. copper IUDs was 0.16 (95% CI:0.10–0.25). Twenty-one pregnancies (7 LNG IUS, 14 copper IUD) were ectopic. Significant differences between cohorts were evident in the ectopic pregnancy rates. 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 IUS users compared to copper IUD users (27% vs. 15%, p = .16), but due to the 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)]. The HR did not change substantially after adjustment for age, BMI and parity [HR 0.26 (95% CI: 0.10–0.66)], yielding an adjusted hazard ratio for ectopic pregnancy of 0.26 (95% CI: 0.10–0.66).

Ref. 4 - An open-label 7-year randomized controlled trial in 20 centres, 11 of which in China. Data on 1884 women with interval insertion of the LNG-IUD and 1871 of the TCu380A were analysed using life tables with 30-day intervals and Cox proportional 
hazards models. Results: The overall pregnancy rate of the TCu380A was significantly higher than that of the LNG-IUD, at the end of the seventh year the cumulative rate was 2.45 [standard error (SE) = 0.44] per 100 for the TCu380A and 0.53 (SE = 0.21) per 
100 for the LNG-IUD. Thirty-three pregnancies occurred among TCu380A users of which three were ectopic. Seven pregnancies occurred among LNG-IUD users, all intrauterine. No pregnancy occurred in the 1342 woman–years of observation of the 
TCu380A and 681 of the LNG-IUD from 8 to 11 years, based on 682 TCu380Aand 398LNG-IUD users starting the eighth year of use, respectively.

Ref. 5 – In a Phase III study in 36 European centers, 304 healthy nulliparous or parous postmenarcheal adolescents (12–17 years) received LNG-IUS 8 (13.5 mg) for 12 months. The primary outcome was the incidence of treatment-emergent adverse events 
(TEAEs). Secondary outcomes included: serious TEAEs, adverse events of special interest, overall user satisfaction, discontinuation rate at 12 months, and Pearl Index. Results: LNG-IUS 8 placement was successful in 303/304 participants (99.7%). Overall, 
82.6% of participants reported TEAEs, and serious TEAEs and serious study drug-related TEAEs were reported by 7.6% and 1.0% of participants, respectively. No cases of pelvic inflammatory disease, ectopic pregnancy, or uterine perforation were reported. 
No pregnancies were reported during the 12-month study. 

Ref. 6 - To evaluate the efficacy and safety of a new, low-dose levonorgestrel intrauterine contraceptive system (LNG-IUS 12/19.5 mg) for up to 5 years of use. Study design: In this Phase III study, 2885 nulliparous and parous women aged 18–35 years were 
randomized to LNG-IUS 8 or LNG-IUS 12 for 3 years. After 3 years, women using LNG-IUS 12 could continue for up to 2 additional years (5 years total). The primary outcome was occurrence of pregnancy (Pearl Index). Results: From August 2007 through May 
2008, out of 2885 women who were enrolled, 1453 were randomized to LNG-IUS 12. Placement was attempted in 1452/1453 (full analysis set). Mean age at baseline was 27.1 years; 39.5% were nulliparous. The cumulative 5-year Pearl Index (PI) was 0.29; 
the 5- year cumulative failure rate was 1.4%. The 5-year PI for ectopic pregnancy was 0.18. 

Ref. 7 – A retrospective cohort study of 1164 individuals who underwent intrauterine device placement at an urban academic medical center. The analysis focused on a comparison of continuation rates between those using levonorgestrel intrauterine 
device and copper intrauterine device, factors associated with discontinuation, and intrauterine device performance. Results: Of 1164 women who underwent contraceptive intrauterine device insertion, 956 had follow-up data available. At 2 years, 64.9% of 
levonorgestrel intrauterine device users continued their device, compared with 57.7% of copper intrauterine device users (P = .11). Copper intrauterine device users were more likely to experience expulsion (10.2% copper intrauterine device vs 4.9% 
levonorgestrel intrauterine device, P < .01) over the study period and to become pregnant in the first year of use (1.6% copper intrauterine device vs 0.1% levonorgestrel intrauterine device, P < .01).

Ref. 8 - A retrospective study to investigate differences in continuation rates between contraceptive and therapeutic use of the levonorgestrel-releasing intrauterine system 52mg (LNG-IUS) and factors associated with early removal. In the contraception 
and therapy group, a comparable percentage of women had their LNG-IUS prematurely removed because of localisation problems such as incorrect placement, expulsion or perforation (3.1 vs. 3.0%, respectively).
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1) Mørch L.S.et al. Contemporary Hormonal Contraception and the Risk of Breast Cancer. NEJM 2017; 377:2228-39

2) Soini et al, Levonorgestrel-releasing intrauterine system and the risk of 
breast cancer: A nationwide cohort study. Acta Oncologica 2016;55: 188-192.
3) Jareid et al. Levonorgestrel-releasing intrauterine system use is associated with a decreased risk of ovarian and endometrial 
cancer, without increased risk of breast cancer. Results from the NOWAC Study Large cohort study: Norwegian Women and 
Cancer Study, 104,318 women, 9,144 ever users and 95,174 never users of LNG-IUS. Adjusted on risk factors
4) Siegelmann-Danieli N.Breast Cancer Res Treat 2018;167:257–262.
5) Lyytinen et al, A case-control study on hormone therapy as a risk factor for breast cancer in Finland: Intrauterine system 
carries a risk as well.Int J Cancer. 2010 Jan 15;126(2):483-9

Finish women 50 – 62 years [1995-2007]; 329 cases users vs708 controls  ; 
Note the ages of the population. In menopausal transition 287 cases 
Mirena®+E2 vs 473 controls 

*Ref 1 :The data were collected from a Danish Cancer registry 1995-2012. Included women were 14-49 years old. It reports 
11517 incident breast cancers in 1.8 million women. Observation of >500000 wy LNG-IUS use, 70 BC cases in LNG 20 –IUS users 
compared with 55 cases in the control group.  Adjusted for age, family history parity, education, PCOS. 

*Ref 2 : Registry based finish cohort study in women aged 30-49 years; 93000 LNG-IUS users and 1032000 wy of observation. No 
adjustments but duration of use increased the BC risk further in this study. Significance was only found for more htan 5 years 
duration fo use. 

Ref 3 : Large cohort study: Norwegian Women and Cancer Study, 104,318 women, 9,144 ever users and 95,174 never users of 
LNG-IUS. Interview-based. Mean age of women: 52 years (range 41-76) Adjusted on risk factors

Ref 4 : Israeli case control study in population.13,354 LNG-IUS users and 27,324 controls (mean age: 44.1 ± 2.6 vs. 44.9 ± 2.8 
years. Non significant trend to a small increase only in women 40-45 years

Ref 5:Postmenopausal Finish women 50 – 62 years [1995-2007]; 329 cases users vs 708 controls  ; Note the ages of the 
population. In menopausal transition 287 cases LNG-20 IUS+E2 vs 473 controls 
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(In the case-control study to evaluate the association between postmenopausal hormone 
therapy (HT) and the risk for breast cancer in recently postmenopausal Finnish women
was found that LNG-IUS used alone was associated with an elevated risk for breast 
cancer (1.45; 1.97–1.77), or as a complement to estradiol (2.15; 1.72–2.68) was also 
associated with an increased risk.)
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