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The National Specialized Commission on Contraception of the Brazilian Federation of Gynecology and Obstetrics Associations (Febrasgo) endorses
this document. The content is based on scientific evidence on the proposed topic, and the results presented contribute to clinical practice.

Key points

o Breast cancer is the most common type of cancer among women worldwide.

o There is concern regarding the use of hormonal contraceptives and their possible relationship with the risk of breast
cancer.

o Several studies have evaluated the association between hormonal contraceptives and breast cancer, achieving hetero-
geneous results.

» Some observational studies and systematic reviews suggest an association between levonorgestrel intrauterine device
(LNG-IUD) use and breast cancer. However, these findings are limited by confounding factors and methodological
weaknesses in the studies.

o When observed, the increased risk of breast cancer associated with LNG-IUD use is small in absolute terms (occur-
rence of 1 to 14 additional cases of breast cancer in every 10,000 users of the method) and should be interpreted con-
sidering the contraceptive and therapeutic benefits of the method.

Recommendations

o Breast cancer is a highly prevalent and hormone-dependent disease, which justifies clinical and social concern regard-
ing the use of hormonal contraceptive methods in women of reproductive age.

o Currently available scientific evidence does not consistently and robustly demonstrate a clinically significant increase
in the risk of breast cancer associated with LNG-IUD use in the general population.

o The observational studies suggesting a possible association between LNG-IUD and breast cancer present heteroge-
neous results and have important methodological limitations, especially regarding the inadequate control of confound-
ing factors.

o When identified, the increased risk is small in absolute terms (occurrence of 1 to 14 additional cases of breast cancer
in every 10,000 users of the method) and should be interpreted in light of the contraceptive and therapeutic benefits of
LNG-IUD use, including high contraceptive efficacy, reduction of uterine bleeding, and protection against endometrial
cancer.

o DPrescription of the LNG-IUD should be accompanied by evidence-based, clear counseling, considering the patient’s
clinical, reproductive, and psychosocial context.

o Adopting these recommendations ensures safe clinical practices, prevents unfounded alarmism, and promotes equi-
table access to effective contraception, thereby fostering a positive impact on both women’s reproductive health and
society.

Background

Why is there concern about the relationship

between LNG-IUDs and breast cancer?

The LNG-IUD is a highly effective and reversible long-act-
ing progestogen-only contraceptive (LAPOCs). The con-
cern stems from the fact that breast cancer is hormone-de-
pendent in many cases. Thus, any contraceptive method
involving hormones raises questions about a possible im-
pact on the risk of developing and progressing the disease.
Some recent observational studies suggesting an association
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between LNG-IUD use and breast cancer have contributed
to broadening this debate among healthcare professionals
and patients.

What is the risk of breast cancer in the general
population, regardless of contraceptive use?

Breast cancer is the most common type of cancer among
women, representing about 25% of all cases of female
cancer.!!) The risk of breast cancer worldwide is approx-
imately 8.3%. In Brazil, this risk is approximately 12%
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to 13%, meaning that 1 in 8 women will receive a breast
cancer diagnosis at some point in their lives.!” Regardless
of exposure to exogenous hormones, several risk factors
are associated with the development of the disease, in-
cluding age, sedentary lifestyle, alcohol use, family his-
tory, high breast density, and mutations in genes such as
BRCALI and BRCA2.? Given that breast cancer is often
hormone-dependent, questions about hormone expo-
sure are pertinent.®* However, the baseline risk of breast
cancer exists independently of the use of hormonal con-
traception.®

What do recent studies show about LNG-
IUD use and the risk of breast cancer?
Recent systematic reviews have identified conflicting re-
sults. While two of them indicated a slight increase in the
relative risk of breast cancer associated with LNG-IUD
use,®”) another review did not demonstrate a statistically
significant association.® Among the studies cited in these
reviews, some showed no evidence of increased risk,*'?
while others found an association between LNG-IUD use
and the development of breast cancer.*!"' One showed
this association mainly in patients over 45 years of age!¥
and two showed this increase in postmenopausal women.
@1516) These differences are mainly related to the method-
ological heterogeneity of the studies, the variability of the
populations analyzed, and the different comparison criteria
used. While some studies report an increased risk, the ab-
solute incidence among LNG-IUD users remains very low,
as shown in chart 1.

Most of the studies are observational; while they
may indicate an association, they do not establish a caus-

al relationship between LNG-IUD use and breast cancer
risk. The studies in the meta-analyses®® used varied ap-
proaches and, in some instances, failed to fully account
for confounding factors. Furthermore, the meta-analyses
grouped populations of different ages who used LNG-
IUDs for different reasons, such as contraception, treat-
ment of abnormal uterine bleeding, and other medical
conditions. The choice of reference populations also var-
ied among the studies: some compared LNG-IUD users
with women who had never used hormonal contracep-
tives, while others used exclusively copper IUD users
as a control group. Furthermore, the follow-up time of
the studies restricted the findings to short-term associ-
ations. Given these limitations, it is not yet possible to
precisely define the real relationship between LNG-IUD
use and the risk of breast cancer.®

How to interpret the increased risk of breast

cancer observed in some studies?

There are numerous factors that increase the risk of
breast cancer, such as alcohol use (RR 1.1 to 1.5), sed-
entary lifestyle (RR 1.2 to 1.3), and smoking (RR 1.1 to
1.3).622 Tt is important to provide guidance on these
modifiable risk factors. The increased risk of breast can-
cer related to LNG IUD use, when identified, is small
and corresponds to a minimal impact in absolute terms
(an increase of 1 to 14 cases in every 10,000 women).
Population estimates indicate that this additional risk is
temporary and significantly outweighed by the benefits
of effective contraception, including the prevention of
unplanned pregnancies and a reduced risk of endometri-
al and ovarian cancers.!"!?

Chart 1. Estimated increase in the number of breast cancer cases in users of the levonorgestrel intrauterine device

Article Risk measure Estimated increase in cases
per 10,000 women

Backman et al. (2005)110** Not evaluated

Lyytinen et al. (2010)°956* OR=1.45 ~+14

Dinger et al. (2011)® O0R=10.99

Soini et al. (2014)9** SIR=1.19 =29

Heikkinen et al. (2016)) 0R=132

Mgrch et al. (2017) RR=1.21 1.6

Jareid et al. (2018)™ RR=1.03 0

Siegelmann et al. (2018)™\" and 2 age-matched non-users as \"controls.\"” Exclusion criteria included: prior BC

diagnosis, prior (5 years pre-study’** Not evaluated i

Conz et al. (2020)especially if used over long periods. Our objective was to conduct a systematic review

and meta-analysis of the literature on the risk of breast cancer development in women using the 52-mg OR1.16 =2.0-3.0

levonorgestrel-releasing intrauterine system (LNG-IUS

Silva et al. (2021)® OR1.07 0

Niemeyer et al. (2022)"9 IRR=1.21 =0.5

Fitzpatrick et al. (2023)"7* 0R1.32 ~48

Yietal. (2024)® HR1.12 1.16

March et al. (20241%) HR 1.4 =14

Hadizadeh et al. (2025)% RR1.15-1.25 08-16

RR: relative risk; OR: odds ratio; SIR: standardized incidence ratio

*studies evaluating a population of women over 40 years of age or post-menopausal ** although not calculating RR, authors conclude there is no increased risk
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Is there biological plausibility for a relevant

effect of the LNG IUD on the breast?

Experimental studies demonstrate that levonorgestrel con-
centrations in the breast tissue of LNG-IUD users are sig-
nificantly lower than those observed in oral contraceptive
users.® This finding reduces the biological plausibility of a
significant proliferative effect in the breast and weakens the
hypothesis of a direct causal relationship.

What are the main knowledge gaps on this topic?

The LNG-IUD is a highly effective contraceptive widely
used across women of all age groups. Beyond contracep-
tion, it is indicated for treating gynecological conditions
- such as abnormal uterine bleeding, adenomyosis, and
dysmenorrhea - and for providing endometrial protection
during menopausal hormone therapy. Recently, questions
about the relationship between LNG-IUD use and the risk
of breast cancer have generated concerns among health-
care professionals and patients. The Brazilian Federation
of Gynecology and Obstetrics Associations (Febrasgo)
critically reviewed the available scientific evidence in order
to offer clear, evidence-based guidelines. Despite the large
number of observational studies, high-quality prospective
studies with rigorous control of confounding factors and
long-term follow-up are still needed, especially in sub-
groups of women at higher risk for breast cancer.

Final considerations

A detailed review of the scientific literature, including pop-
ulation cohort studies, case-control studies and systematic
reviews with or without meta-analysis, reveals that the re-
sults are heterogeneous and, for the most part, do not indi-
cate a significant increase in the risk of breast cancer with
LNG-IUD use. Based on the critical analysis of the available
evidence, the Febrasgo considers that:

« There is no robust and consistent scientific evidence to
support a contraindication to LNG-IUD use based on
an increased risk of breast cancer.

o The clinical and non-contraceptive benefits of LNG-
IUD use outweigh the potential risks indicated in
available observational studies.

o There is no robust and consistent evidence to sup-
port a contraindication to LNG-IUD use in women
without a diagnosis of breast cancer solely due to the
possibility of an increased risk of breast cancer in the
general population.

o The possible increased risk of breast cancer observed
in some studies is small, heterogeneous, and poten-
tially influenced by biases and confounding factors.
The absolute risk is very low (approximately 1 to 14
additional cases of breast cancer per 10,000 LNG-IUD
users) and does not outweigh the clinical and thera-
peutic benefits of LNG-IUD use.

o DPrescription should always be accompanied by indi-
vidualized counseling, based on evidence and the pa-
tient’s clinical context.
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The Febrasgo reaffirms its position that, based on
currently available evidence, LNG-IUD use should not be
discouraged for fear of an increased risk of breast cancer.
This method remains one of the safest, most effective and
advantageous options for contraception and treatment of
various gynecological conditions.
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