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Cold and colleagues (1) report findings by menopausal hormone
therapy (MHT) use without providing the hormone therapy cate-
gory. Both estrogen plus progestin and estrogen alone are
described as increasing breast cancer incidence and mortality in
women without breast cancer history, citing 2 large observational
studies published in 2019. However, not cited was a 2020 report
from 2 Women’s Health Initiative randomized placebo-controlled
trials with 27347 postmenopausal women with no prior breast
cancer and mammogram clearance, evaluating estrogen plus
progestin and estrogen alone (for women with prior hysterec-
tomy). After 20years of follow-up and 1565 incident breast can-
cers, estrogen plus progestin increased breast cancer incidence,
whereas estrogen alone decreased breast cancer incidence and
breast cancer mortality (2). Against such randomized trial find-
ings, it is inappropriate to report findings without describing the
MHT therapy category because differential effects on breast can-
cer outcomes could be anticipated. The authors should provide
this information.

Regarding the randomized trial evidence of MHT safety in
breast cancer survivors, Cold and colleagues (1) report that, in the
HABITS trial, “MHT increased risk of recurrence” whereas the
“association was not reproduced” in the Stockholm report.
However, individual outcomes are instructive (see Table 1 pro-
vided below, therapy category details provided in citations).
Including a feasibility randomized trial from The Royal Marsden, a
total of 920 women were randomized, and there were 167 breast
cancer recurrences (3,4). Pooling data across the 3 trials yields a
relative risk of 1.53 (95% confidence interval = 1.15 to 2.03) based
on the usual asymptotic formula for a 2 x 2 contingency table (5).
Against such randomized clinical trial evidence suggesting
approximately 50% more breast cancer recurrences with MHT use,
Cold and colleagues (1) conclude that MHT “was not associated
with an increased risk of recurrence” based on findings in only 117
women who chose to use MHT (out of the 8143 diagnosed over
8years in their breast cancer survivor cohort) and suggest the find-
ings “contrast somewhat” with the randomized trial evidence.

The safety of MHT use in breast cancer survivors has been a
concern for decades. In 2005, this issue was examined in a meta-
analysis including 2 randomized trials and 8 observational

studies. Findings then suggested that, in randomized trials, MHT
increased breast cancer recurrence risk, whereas in observational
studies, MHT use was associated with lower recurrence risk (6).
Perhaps it should not be surprising that 17years later, with
updated findings, the same discordance is seen, with findings
from randomized trials suggesting harm and an observational
study suggesting safety. Continuation of observational studies,
despite contrary randomized trial evidence, has been described
as “circular epidemiology” (7). In what other setting are clinical
breast cancer recommendations based on observational studies
when randomized clinical trial evidence is available? Clinicians,
and especially breast cancer survivors, should be aware of the
limitations of the conclusions of Cold and colleagues (1) regard-
ing MHT safety for use after breast cancer, especially in consider-
ation of the mortality risk associated with breast cancer
recurrence.
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Table 1. Randomized trials: recurrence risk among women with early-stage breast cancer by menopausal hormone therapy?®

Hormone therapy use

No hormone

Total Breast cancer recurrence Total Breast cancer recurrence
Marsden (Col 2005) (6) 51 2 49 1
HABITS (Holmberg 2008) (3) 221 39 221 17
Stockholm (Fahlen 2013) (4) 188 60 190 48
Total 460 101 460 66

a

Author contributions: Conceptualization: RTC, KP, AKA.
Methodology: RTC, KP, AKA. Validation and Formal analysis:
AKA. Resources: RTC. Writing—Original Draft: RTC. Writing—
Review & Editing: RTC, KP, AKA. Funding acquisition: RTC.

Prior presentations: An abstract of some of the findings was pre-
sented at the San Antonio Breast Cancer Symposium, December
7,2021.

Data availability

Data are from previous publications which are cited in this corre-
spondence. No new data were generated or analyzed in this cor-
respondence.

References

1. Cold S, Cold F, Jensen MB, et al. Systemic or vaginal hormone
therapy after early breast cancer: a Danish observational cohort
study.J Natl Cancer Inst. 2022;114(10):1347-1354.

Pooling data across the 3 trials yields a relative risk of 1.53 (95% confidence interval = 1.15 to 2.03).

2. Chlebowski RT, Anderson GL, Aragaki AK, et al. Association of
menopausal hormone therapy with breast cancer incidence and
mortality during long-term follow-up of the Women’s Health
Initiative Randomized Clinical JAMA.
2020;324(4):369-380.

3. Holmberg L, Iversen OE, Rudenstam CM, et al.; HABITS Study
Group. Increased risk of recurrence after hormone replacement
therapy in breast cancer survivors. ] Natl
2008;100(7):475-482.

4. Fahlén M, Fornander T, Johansson H, et al. Hormone
replacement therapy after breast cancer: 10 year follow up
of the Stockholm randomised trial. Eur J Cancer. 2013;49(1):
52-59.

5. Altman DG. Practical Statistics for Medical Research. London, UK:
Chapman & Hall; 1990.

6. Col NF, Kim JA, Chlebowski RT. Menopausal hormone therapy
after breast cancer: a meta-analysis and critical appraisal of the
evidence. Breast Cancer Res. 2005;7(4):R535-40.

7. Kuller LH. Circular epidemiology. Am ]
1999;150(9):897-903.

Trials.

Cancer Inst.

Epidemiol.



