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Expert Responds to Article on Hormone
Therapy Use and Young-Onset Breast Cancer

In this First to Know, Dr. Holly Pederson comments on this new study published
in Lancet Oncology to help us put the findings into perspective.
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Almost half a million women aged 16 to 54 years from four continents in 10 to 13
prospective cohorts followed up to age 55 years with a median follow-up of 7.8
years examined the relationship between exogenous hormone therapy (HT) and
breast cancer in young women. Two percent developed early onset (aged < 55 y)
breast cancer. Twenty-one percent of the pooled cohort was menopausal, and
15% of the total cohort reported taking HT, with estrogen plus progestogen or
estrogen alone being the most common types. Hormone therapy of any type
was not associated with young-onset breast cancer, but estrogen alone
was associated with a decreased risk (hazard ratio [HR], 0.86;
confidence interval [CI], 075-0.98.). In certain subgroups, in those without
prior hysterectomy or bilateral oophorectomy (HR, 1.18; CI, 1.1-1.38) or in those
taking HT longer than 2 years (HR, 1.15; CI, 1.05-1.31), a positive association
with early onset breast cancer was seen.

Study participants were well matched for age (mean age at enrollment, 42 y),
body mass index (mean, 26.5), prior use of contraceptives, parity, age at first live
birth, and alcohol consumption. Notably, 24% of those who developed breast
cancer had a first-degree relative with breast cancer compared with 15% for the
overall cohort. There is no information on breast density nor germline genetic



status. Each cohort was asked to provide information about hormone use (ever or
current user of estrogen, estrogen plus progestogen, or other hormone use).

There are some concerns about the study methodology. Early onset of breast
cancer is typically defined as occurrence at age younger than 50 years, so using
the cutoff of 55 years is likely to include many more women in this category,
including some with postmenopause breast cancer and others who were taking HT
at the time of natural menopause. It is unlikely that the number of events in this
group would lead to meaningful conclusions, but comparing HT use in

a BRCAcarrier who experienced early or surgical menopause because of a risk-
reducing bilateral oophorectomy to a postmenopausal woman using HT for
symptom management (approximately aged 50-55 y) is not appropriate, given
that breast cancer risks are profoundly different between these populations.
Further, women were only followed until age 55 years, so women experiencing
menopause around the mean age (52 y) would likely have only used HT for a
short duration, making it less biologically plausible that HT was causal in breast
cancer development. Finally, it seems that oral contraceptive data was collected
as well but either not analyzed separately or included in the HT analysis.

Additionally, comparing data across different cohorts has limitations. Data on HT
dose and formulation were not consistently collected, and data on hysterectomy,
oophorectomy, and combined hormone contraceptive use was sparse in some
studies. Age at oophorectomy is also important in terms of reducing breast cancer
risk and was not accounted for. Further, patients with pathogenic or likely
pathogenic variants in breast cancer-associated genes are more likely to have a
family history of the disease, to have had a complete hysterectomy, and to take
HT early. Germline status was not determined or identified in either cohort.

Moreover, HT use was self-reported, which introduces potential recall bias and
misclassification of exposure status, duration, and formulation. Specifically, the
type of progestogen agent in patients taking combined HT was not consistently
reported. The type of progestogen used was not determined in this study.
Progestins predominantly used in the past such as medroxyprogesterone acetate
have consistently been linked with an increased risk of breast cancer, whereas
observational data suggest lower risk with the use of micronized progestogen.
Additionally, the timing of HT use in relation to breast cancer diagnosis may not
have been precisely captured. Finally, breast density was not reported, an
important emerging breast cancer risk stratifier.

Key takeaways

e The study adds to the knowledge base necessary for counseling younger
(< 55 y) women about hormone therapy use.

e Overall, hormone therapy did not increase breast cancer risk, and estrogen
alone was associated with reduced risk. However, in certain populations
(those with an intact uterus and ovaries and those who took the
combination of estrogen plus progestogen >2 y), there may be a very
small increased risk of breast cancer.

* Nuances of hormone therapy use—age at initiation, dose, formulation of
estrogen, use or type of progestogen, duration, and presence or absence of
an intact uterus and ovaries—need to be further explored.

e Future studies are also needed that include information about germline
status and breast density as substratifiers of risk.

e Shared decision-making discussions should include not only the risks but
also the benefits of hormone therapy, particularly in situations of
premature or early menopause related to surgical removal of both ovaries.



This article highlights the need for more data to inform shared decision-making
for younger (< age 55 y) women exploring the use of hormone therapy for
menopause symptom management.



