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We thank the editors for the opportunity to respond to a re-
cent letter by Habel and Buist regarding our study on cancer
outcomes in patients who did not undergo locoregional
treatment after diagnosis with ductal carcinoma in situ
(DCIS).

To substantiate their claim of “artificially low” ipsilateral
invasive breast cancer (iIBC) estimates, Habel and Buist com-
pare our findings against estimates from the NSABP-17 trial,
which compared lumpectomy against lumpectomy with radia-
tion (1). We find this comparison problematic. First, NSABP-17
(1985-1990) predated the reporting period of our study (1992-
2014) and recurrence rates have decreased substantially over
this time span (2). Breast cancer screening as well as the diag-
nosis and treatment of DCIS have changed markedly in the
last three decades, so that DCIS patients who are diagnosed in
most contemporary clinics are likely at much lower risk than
those diagnosed in the 1980s.

Moreover, a direct comparison of crude iIBC risks be-
tween two studies is meaningful only if the competing mor-
tality risks are similar. Indeed, the cumulative incidence of
iIBC directly depends on the magnitude of the competing
risk of all-cause mortality, and because the latter was much
higher in our study (24% after 10years) compared with
NSABP-17 (9% after 10years), a direct comparison of crude
iIBC risks is not appropriate. In view of these issues, we be-
lieve that it is more meaningful to compare our findings
against more contemporary cohorts and to use net risk
(Kaplan-Meier) estimates instead of competing risk esti-
mates. For example, a large, prospective, single-institution
cohort estimated a 10-year net risk of iIBC among women
ages 40years and older who underwent guideline-concor-
dant care to be 6.5% (no confidence interval given) (3). This is
roughly one-half the 10-year net iIBC risk we found in our
SEER-based no-surgery cohort of 12.1% (95% confidence in-
terval = 10.0% to 14.7%).

Another major concern raised was that of systematic under-
reporting of iIBC events in SEER prior to 2007, at which time new
multiple primary coding rules were introduced (4). To assess
their claim, we stratified the net risk estimates of iIBC by years
of diagnosis of 1992-1999, 2000-2007, and 2008-2014 (Figure 1).
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Figure 1. Net risk of ipsilateral invasive breast cancer (iIBC) in patients without locore-
gional treatment, based on US National Cancer Institute’s Surveillance, Epidemiology,
and End Results program (1992-2014). The cumulative net risk of iIBC is shown for
patients diagnosed between 1992 and 1999, 2000 and, and 2008 and 2014, respectively.
The number of patients at risk is shown beneath the figure. Dx = date of diagnosis.

We found no difference in net risk between the three groups
(P=.74, log-rank test), supporting that there was no systematic
underreporting before 2007.

In summary, we do not find the proposed studies to be com-
parable with our study cohort, nor did we find evidence of

© The Author(s) 2019. Published by Oxford University Press. All rights reserved. For permissions, please email: journals.permissions@oup.com.

216


mailto:marc.ryser@duke.edu
https://academic.oup.com/

systematic underreporting of iIBC before 2007. However, we en-
tirely agree with Habel and Buist that these estimates require
corroboration by additional data sources. To this end, we have
collected detailed patient-level follow-up data from primary
source documentation on a subset of more than 20000 DCIS
patients from the American College of Surgeon’s National
Cancer Database. Preliminary analyses of these data support
the range of iIBC risk seen in our SEER-based study. Finally, we
note that the most definitive estimates will be provided by on-
going prospective randomized studies such as the Comparison
of Operative to Monitoring and Endocrine Therapy, Low Risk
DCIS, and LOw Risk DCIS trials, which compare oncologic out-
comes between active surveillance against surgical care in
patients with low-risk DCIS (5).
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