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COMMENTARY

H ormonal contraception (HC) 
has long been utilized safely 
in this country for a variety 

of indications, including pregnancy 
prevention, timing pregnancy appro-
priately, management of symptoms 
(dysmenorrhea, irregular menstrual 
cycles, heavy menstrual bleeding), 
and to prevent serious diseases (such 
as ovarian cancer, uterine cancer, 
osteoporosis in women with prema-
ture menopause). Like most prescrip-
tion medications, there are potential 
adverse effects. With HC, side effects 
such as venous thromboembolism, 
a slight increase in liver cancer, and 
a possible increase in breast cancer 
risk have long been recognized. 

Danish study compared HC use 
with breast cancer risk
In the December 7, 2017, issue of 
New England Journal of Medicine,1 
investigators in Denmark published 
a study of women using HC (oral, 
transdermal, intravaginal routes, and 
levonorgestrel intrauterine device 

[LNG-IUD]) and breast cancer risk 
compared with women who did not 
use HC. This retrospective observa-
tional country-wide study was very 
large (1.8 million women followed 
over an average of 10.9 years), which 
allowed for the detection of even 
small changes in breast cancer risk. 

Putting results in perspective
It is important to point out that this 
is an observational study, and small 
effect sizes (1 in 7,600) should be 
interpreted with caution. Observa-
tional studies can introduce many 
different types of bias (prescribing 
bias, confounding bias, etc). Of note, 
while the LNG-IUD was associated 
with a small increased risk of breast 
cancer (relative risk [RR], 1.21; 95% 
confidence interval [CI], 1.11–1.33]), 
the higher dose continuous proges-
tin administration (medroxyproges-
terone) was not (RR, 0.95; 95% CI, 
0.40–2.29).1 

Nonetheless, providing patients 
with a balanced summary of this 
new study along with other pub-
lished and reliable information 

about HC that conveys both ben-
efits and risks is important to assure 
that each woman makes a decision 
regarding HC that achieves her 
health and life goals. See “Counsel-
ing talking points.”

Bottom line
This recent study demonstrated that 
in Denmark, a woman’s risk of devel-
oping breast cancer is very slightly 
elevated on HC1:
• 1 in 7,690 users overall
• 1 in 50,000 women older than age 

35 years.
By comparison, the risk of maternal 
mortality in the United States is 1 in 
3,788.2 A substantial reduction in HC 
use would likely increase unintended 
and mistimed pregnancies with a 
potential substantial negative impact 
on quality of life and personal/ 
societal cost.

The best available data indicate 
that a woman’s risk of developing any 
cancer is slightly less on HC than not 
on HC, even with this incremental 
breast cancer increase.3,4  
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Counseling talking points

Breast cancer risk relative to  
benefits of pregnancy prevention
There was a very slight increase in 
breast cancer in women using HC in 
the Danish study.1

Risk of breast cancer
• Overall, the number needed to harm 

(NNH) was approximately 1 in 7,690, 
which equates to 13 incremental 
breast cancers for every 100,000 
women using HC (0.013%).

• Breast cancer risk was not evenly 
distributed across the different age 
groups. In women younger than 
35 years, the risk was 1 extra case 
for every 50,000 women using HC 
(0.002%).

Risk of pregnancy prevention failure: 
Maternal mortality
• By comparison, the rate of mater-

nal mortality is considerably higher 
than either of these risks in the 
United States. Specifically, the most 
recently available rate of maternal 

mortality (2015) in the United States 
was 26.4 for every 100,000 women, 
essentially double that of developing 
breast cancer on HC.2

 —   Most women who develop breast 
cancer while on HC will survive 
their cancer long-term.5 And most 
would agree that while neither 
is desirable, death is a worse 
outcome than the development of 
breast cancer. 

Risk of pregnancy prevention failure 
other than maternal mortality
• Other than the copper IUD and 

sterilization methods, all other 
nonhormonal contraceptive meth-
ods are by far inferior in terms of 
the ability to prevent unintended 
pregnancy. 

• Unintended pregnancy has sub-
stantial health, social, and economic 
consequences to women and infants, 
and contraception use is a well-
accepted proximate determinant of 
unintended pregnancy.6 

• Unintended pregnancy is a serious 
maternal-child health problem with 
potentially long-term burdens not 
only for women and families7–10 but 
also for society.11–13 

• Unintended pregnancies generate 
an estimated $21 billion direct and 
indirect costs for the US health care 
system per year,14 and approximate-
ly 42% of these pregnancies end in 
abortion.15 

HC cancer risk and  
HC cancer prevention
• HC use increases risk of breast 

and liver cancer but reduces risk of 
ovarian, endometrial, and colorectal 
cancer; the net effect is a modest 
reduction in total cancer.3,4 

• In addition, there appears to be ad-
ditional cervical cancer prevention 
benefit from IUD use.16

• In a recent meta-analysis, IUDs 
(including LNG-IUD) have been 
associated with a 33% reduction in 
cervical cancer.16
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