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Breast surgery for young women with early-stage
breast cancer

Mastectomy or breast-conserving therapy?
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Abstract N\
Whether breast-conserving therapy (BCT) should be chosen as a local treatment for young women with early-stage breast cancer is |
controversial. This study compared the survival benefits of BCT or mastectomy in young women under 40 with early-stage breast
cancer and further explored age-stratified outcomes. This study investigated whether there is a survival benefit when young women
undergo BCT compared with mastectomy.

The characteristics and prognosis of white women under 40 with stage |-l breast cancer from 1988 to 2016 were analyzed using
the Surveillance, Epidemiology, and End Results (SEER) database. These women were either treated with BCT or mastectomy. The
log-rank test of the Kaplan—Meier survival curve and Cox proportional risk regression model were used to analyze the data and
survival. The analysis was stratified by age (18-35 and 36-40years).

A total of 23,810 breast cancer patients were included, of whom 44.9% received BCT and 55.1% underwent mastectomy, with a
median follow-up of 116 months. Patients undergoing mastectomy had a higher tumor burden and younger age. By the end of the
20th century, the proportion of BCT had grown from nearly 35% to approximately 60%, and then gradually fell to 35% into the 21st
century. Compared with the mastectomy group, the BCT group had improved breast cancer-specific survival (BCSS) (hazard ratio
[HR] 0.917; 95% Cl, 0.846-0.995, P=.037) and overall survival (OS) (HR 0.925; 95% Cl, 0.859-0.997, P=.041). In stratified analysis
according to the different ages, the survival benefit of BCT was more pronounced in the slightly older (36—40years) group while there
was no significant survival difference in the younger group (18-35years).

In young women with early-stage breast cancer, BCT showed survival benefits that were at least no worse than mastectomy, and
these benefits were even better in the 36 to 40years age group. Young age may not be a contraindication for BCT.

Abbreviations: 95% Cls = 95% confidence intervals, AJCC = American Joint Committee on Cancer, BCSS = breast cancer-
specific survival, BCT = breast-conserving therapy, ER = estrogen receptor, HER2 = human epidermal growth receptor 2, HR =
hazard ratio, LR = logistic regression, NCCN = the National Comprehensive Cancer Network, OS = overall survival, SEER =
Surveillance, Epidemiology, and End Results.
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1. Introduction

Breast-conserving therapy (BCT) consisting of breast-conserving
surgery plus adjuvant radiotherapy has become one of the
standards for local breast cancer treatment compared with
mastectomy.”' ™! BCT allows for sparing of the normal breast
tissue and has advantages such as being more aesthetic and less
invasive. Therefore, BCT results in better physical and mental
health and has been shown to improve patients’ quality of life.!>=8!

However, the use of BCT in young women under 40 with early-
stage breast cancer has been questioned. Previous studies have
shown that BCT and mastectomy achieve the same survival
benefit for young patients with early-stage breast cancer.”1?!
However, in recent years, several studies have found that patients
treated with BCT have better outcomes than patients treated with
mastectomy.['>°1 This may be due to improvements in
radiotherapy and systemic treatment. However, whether this
finding is effective in young people, who display more aggressive
features and a higher likelihood of local recurrence,'” 2 is
controversial. Due to young breast cancer patients’ rarity, only a
small percentage of patients in major randomized trials have been
younger than 40.110-22!

Unlike most previous studies of early stage breast cancer, this
study will focus on young breast cancer patients under 40. Here,
this study conducted a retrospective analysis to compare the
efficacy of BCT and mastectomy in young patients with early-
stage breast cancer in the real world. Using the data from the
Surveillance, Epidemiology, and End Results (SEER) database of
the National Cancer Institute, this study evaluated the trends and
survival of mastectomy or BCT in young women with early-stage
breast cancer. Further survival analysis was stratified by age.

2. Patients and methods

2.1. Study population and data sources

The SEER database includes population-based cancer registries,
covering approximately 28% of the US population, including
basic demographics and clinical characteristics. The SEER data
used were released in April 2019, and the data cover 1975 to
2016.

Young patients with breast cancer are defined as patients <40
years old.**?% Since the SEER database has collected stage
information since 1988, this study extracted young (18-40years
old) white women with early-stage (stage I-II) (American Joint
Committee on Cancer [AJCC] Cancer Staging, 6th Edition)
breast cancer as the first or only tumor between 1988 and 2016
from the SEER database. The unilateral breast cancer with
definite mastectomy or BCT was selected. Paget disease and
inflammatory breast cancer were not taken into account in the
analysis. Patients diagnosed by autopsy or death certificates were
excluded. The outcomes of interest were breast cancer-specific
survival (BCSS) and overall survival (OS). BCSS was calculated
from the date of diagnosis to death from breast cancer, and OS
was defined as the interval from diagnosis to death from any
cause.

2.2. Statistical analysis

Descriptive statistical methods were used to analyze the
demographic characteristics of breast cancer patients. A chi-
square test was performed to compare the demographic and
clinicopathological characteristics of patients with different
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surgical patterns. Cumulative survival was calculated by
Kaplan—Meier survival analysis and compared between BCT
and mastectomy cohorts using log-rank tests. Multivariate Cox
regression models were built to assess the independent associa-
tion of all the variables with BCSS and OS in the cohorts
(forward: logistic regression [LR]). Hazard ratios (HRs) and their
95% confidence intervals (95% Cls) were estimated using Cox
models. Statistical analyses were performed using SPSS 22.0
(Chicago, IL). Two-sided P<.05 was considered statistically
significant.

3. Results

3.1. Patient characteristics

From 1988 t0 2016, a total of 23,810 patients <40 years old were
included in this study based on the SEER data. The patient
selection process was illustrated in Fig. 1. The median age of all
patients was 37 (range, 18-40) years, and 8449 patients (35.5%)
were under 35 years. The median follow-up was 116 (range, 0—
347) months. Among all the patients, 10,681 (44.9%) received
BCT, while 13,129 (55.1%) patients had mastectomy. Compared
with BCT, younger patients (18-35 years old) were more likely to
undergo mastectomy (P<.001). Meanwhile, the mastectomy
group was more likely to have larger tumors (P <.001), positive
lymph nodes (P <.001), and higher histological grade (P <.001).
There were also significant differences in estrogen receptor (ER)
status and human epidermal growth receptor 2 (HER2) status
between the 2 cohorts (P=.001) (Table 1).

3.2. Trends of crucial breast cancer characteristics over
the year

Both the proportions of stage I patients and patients with positive
lymph nodes in the study cohort were relatively stable over the
years (Fig. 2A and B), even after being divided into 2 age groups.
Similarly, the ratios between the 2 age groups were stable over the
year (Fig. 2C).

In contrast, the proportion of BCT for young patients with
early-stage breast cancer fluctuated over the past 3 decades. The
proportion of BCT increased early and then decreased afterward.
By the end of the 20th century, the proportion of BCT had grown
from nearly 35% to approximately 60% and then gradually fell
to 35% into the 21st century. The gaps in the proportion of BCT
between the 18 to 35 and 36 to 40 years age groups had enlarged
since the beginning of the 21st century. Compared with the 36 to
40years age group, the younger group was significantly less likely
to receive BCT (P <.001) (Fig. 2D).

3.3. Survival analysis

The 10-year BCSS rates for patients receiving BCT and
mastectomy were 89.1% and 87.7% (P=.002), while the 10-
year overall survival rates were 87.8% and 85.9% (P=.002),
respectively. This study analyzed the prognostic factors, includ-
ing year of diagnosis, age at diagnosis, histological grade, stage T,
lymph node status, ER status, HER-2 status, surgery, and
chemotherapy. Multivariate analysis showed that certain clinical
pathological features were independent factors and were
associated with worse BCSS and OS, including younger patients,
higher histological grade, higher T stage, lymph node-positive,
ER, and HER-2 negative status. Notably, the surgery was also an
independent prognostic factor. Compared with the mastectomy
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Young women (aged < 40 years) diagnosed with stage I-1I
breast cancer between 1988 and 2016 in SEER data (n = 45863)

No / unknown primary surgery (n = 13202)
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Figure 1. Flow chart of the study cohort.

group, the BCT group achieved significantly higher BCSS (HR:
0.917;95% CI: 0.846-0.995, P=.037) and OS (HR: 0.925; 95%
CI: 0.859-0.997, P=.041) (Table 2).

Then this study further investigated the effects of surgery on
survival in the 2 age groups. The 10-year BCSS and OS in the 36
to 40years age group achieved significantly different, but not in
the 18 to 35 group (Fig. 3). Further multivariate analysis of
survival in different subgroups of age was also performed. The
results showed that the surgery was still an independent
prognostic factor in the 36 to 40 group, but not in the 18 to
35 group. In other words, the BCSS and OS survival of BCT were
similar with mastectomy in the 18 to 35 group, while were better
than mastectomy in the 36 to 40 group (HR: 0.886; 95% CI:
0.798-0.984, P=.024) and OS (HR: 0.897; 95% CI: 0.816-
0.986, P=.024) (Table 3).

4. Discussion

BCT is a local treatment that can preserve noncancerous breast
tissue, achieve better cosmetic results, reduce tissue damage, and
reduce complications. It is generally agreed that patients treated
with BCT have better physical and psychological health, superior
social function, and higher quality of life than patients receiving a
mastectomy.*~ This is particularly crucial in young women

with early-stage breast cancer, as most people expect to live a
long time after diagnosis.”>>28! However, the survival benefit of
BCT has been controversial in recent years with long-term
follow-up and improved local radiation therapy, especially for
young women with early-stage breast cancer. This study analyzed
cases (obtained from the SEER database) of breast surgery
performed on young women with early-stage breast cancer in a
cohort of women representing the United States’ general
population.

In this study, among young women with breast cancer, patients
with a higher tumor burden, such as larger tumor size, higher
pathological grade, and hormone receptor-negative diseases,
were prone to receive mastectomy. Meanwhile, younger patients
were more likely to undergo mastectomy. This is likely because
breast cancer in young patients tends to have more aggressive
features and occurs at a more advanced stage. Historically, young
breast cancer patients have been previously shown to have a
higher risk of local recurrence than older breast cancer
patients.”'"2%222?1 Notably, in 2005, the National Comprehen-
sive Cancer Network’s (NCCN) guidelines for breast cancer
recommended an age below 35 as an indication for mastectomy.
Therefore, young patients during that era may have undergone
mastectomy rather than BCT based on the findings from these
studies. Additionally, young patients are more likely to
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Patient baseline demographic and clinical characteristics.
Characteristics ALL (%) Mastectomy (%) BCT (%) P value
Year of diagnosis <.001
1988-1997 3491 (14.7) 1711 (13.0) 1780 (16.7)
1998-2007 10,007 (42.0) 4805 (36.6) 5202 (48.7)
2008-2016 10,312 (43.3) 6613 (50.4) 3699 (34.6)
Age at diagnosis <.001
<35 8449 (35.5) 5025 (38.3) 3424 (32.1)
36-40 15,361 (64.5) 8104 (61.7) 7257 (67.9)
Laterality 751
Left 11,957 (50.1) 6581 (50.1) 5376 (50.3)
Right 11,853 (49.9) 6548 (49.9) 5305 (49.7)
Grade <.001
| 2476 (11.2) 1182 (9.7) 1294 (13.0)
II 8005 (36.2) 4485 (36.9) 3520 (35.3)
v 11,636 (52.6) 6475 (53.3) 5161 (51.7)
Unknown 1693 987 706
Stage <.001
| 10,725 (45.0) 5475 (41.7) 5250 (49.2)
Il 13,085 (55.0) 7654 (58.3) 5431 (50.8)
T <.001
T0-1 14,098 (59.2) 7350 (56.0) 6748 (63.2)
T2-3 9712 (40.8) 5779 (44.0) 3933 (36.8)
N <.001
NO 16,797 (70.5) 9073 (69.1) 7724 (72.3)
N1 7013 (29.5) 4056 (30.9) 2957 (27.7)
Breast subtype .001
HR+/HER2— 4482 (58.6) 2854 (57.3) 1628 (61.0)
HR-+/HER2+ 1338 (17.5) 898 (18. 0) 440 (16.5)
HR—/HER2+ 436 (5.7) 314 (6.3 122 (4.6)
HR—/HER2— 1394 (18.2) 914 (18. 4) 480 (18.0)
Unknown 16,160 8149 8011
ER status .001
Positive 14,858 (68.7) 8229 (69.7) 6629 (67.6)
Negative 6760 (31.3) 3583 (30.3) 3177 (32.4)
Borderline/Unknown 2192 1317 875
PR status 417
Positive 13,362 (62.5) 7278 (62.3) 6084 (62.8)
Negative 8018 (37.5) 4413 (37.7) 3605 (37.2)
Borderline/Unknown 2430 1438 992
HER-2 status .001
Positive 1775 (23.2) 1213 (24.3) 562 (21.0)
Negative 5882 (76.8) 3771 (75.7) 2111 (79.0)
Borderline/Unknown 16,153 8145 8008
Chemotherapy <.001
Yes 16,278 (64.9) 8519 (64.9) 7759 (72.6)
No/Unknown 7532 (35.1) 4610 (35.1) 2922 (27.4)

BCT = breast-conserving therapy, ER=estrogen receptor, HER-2 =human epidermal growth receptor 2, PR=progesterone receptor.

participate vigorously in medical decisions. Moreover, fear of
relapse, anxiety related to long-term monitoring, and the fact that
long-term radiotherapy will interfere with daily activities may
lead them to choose mastectomy, which is considered a more
aggressive treatment.[3%3"]

Opver the past several decades, an increasing number of patients
with early-stage breast cancer have been diagnosed with the
improvement of optimal screening strategies, especially for older
patients. However, in young patients, sensitive methods for
screening early-stage breast cancer still need to be investigated.
This study included young women with stage I and II breast
cancer. The trends of key characteristic ratios have been stable
over the past 3 decades in young women. This finding is
consistent with previous studies.***3! To reduce the incidence

and mortality of early-stage breast cancer in young patients, new
methods for screening, early detection, and prevention should be
considered.

In contrast, the proportions of breast conservation over the
years appear to fluctuate. In this study, the proportion of breast
conservation increased earlier and then decreased over time,
consistent with many other studies.**>% The gaps in the
proportion of BCT between the 18 to 35 and 36 to 40years age
groups had enlarged since the beginning of the 21st century.
Younger patients appeared to be more cautious about BCT.
These changes are likely related to the publication of findings
from landmark randomized controlled trials, improvements in
detection technology, and advances in breast reconstruction
methods. In the 1990s, the rates of BCT rose rapidly because of



Sun et al. Medicine (2021) 100:18

www.md-journal.com

—— All patients
18-35
90 —— 36-40

100

80 -
70
60 <
" ///\\MW
40 .

30 4

Percentage of Stage |

20 4

10 4

T T T T T T T T
1988 1992 1996 2000 2004 2008 2012 2016
Year

100 -
90 -
80 -
70 -
60
50
40

30+ T \---—'(.\.-.,I—-'--""-—'-"""""" L

Percentage of age 18-35

20

10

T T T T T T T T
1988 1992 1996 2000 2004 2008 2012 2016

e Year

—=— All patients
100 4 ~—18-35

—— 36-40

90

80

70 H

60 +

50 4

40

30 4

Percentage of Stage NO

20 +

10 4

T T T T T T T T
1988 1992 1996 2000 2004 2008 2012 2016
Year

100 —=— All patients
18-35
90 + —— 36-40

80
70
60
50

40 4

Percentage of BCT

30

20

104

T T T T T T T T
1988 1992 1996 2000 2004 2008 2012 2016

2 Year

Figure 2. Trends of key breast cancer characteristics over the year. A. Percentage of stage | by age at diagnosis; B. Percentage of NO by age at diagnosis; C.
Percentage of age 18 to 35years; D. BCT rates by age at diagnosis. BCT =breast-conserving therapy.

the main guidelines for early-stage (stage I or II) breast cancer'*”!

based on several randomized controlled trials.!"**#%*! With the
widespread application of MRI and the development of breast
reconstruction technology since the beginning of the 21st century,
the rate of BCT has declined.!>*#>%3]

Nevertheless, in recent years, a growing number of studies have
shown better survival outcomes of BCT than mastectomy for
early-stage breast cancer in the real world.[131644-471 The
reasons are not yet clear or may be related to a better quality of
life for patients with BCT*®*I and advancement of radiotherapy
and systematic therapy.’°=>% Current studies indicate that local
radiotherapy may induce the activation of the immune system to
benefit from whole-body immunotherapeutic effects.>>>*! In
recent years, the improvement of surgical methods (such as
control of the pathology of resection margins) and the
development of radiotherapy technology have further reduced
the recurrence rate of breast cancers. Significant progress has
been made in various systemic therapies, including improvements
in chemotherapeutics, endocrine therapy, targeted therapy, and
immunotherapy.”®>! These advances are particularly important

for young women, since women under 40 are more likely to
present a high-risk tumor phenotype.™”-1"!

The survival differences between BCT and mastectomy in
young women still need to be investigated. Like Lazow et al*®
and Yu et al,*”! this study focused on young patients with early-
stage breast cancer and conducted a population-based survival
assessment for breast surgery. The overall 10-year BCSS rate was
89.1% in the BCT group versus 87.7% in the mastectomy group.
These BCSS rates and the difference between BCT and
mastectomy are similar to other long-term outcomes from
retrospective studies. In an analysis among stage I young breast
cancer patients, BCSS at 10 years was 91% in the BCT group
versus 86 % after mastectomy.*®! The results also showed higher
OS in young women who received BCT than in those who
underwent mastectomy. After various confounding factors were
excluded for multivariate analysis, such as histological grade, T
stage, lymph node status, ER status, HER-2 status, BCT still
showed survival benefits for BCSS (HR: 0.917; 95% CI: 0.846—
0.995, P=.037) and OS (HR: 0.925; 95% CI: 0.859-0.997,
P=.041). Subgroup analysis showed that the results also held for
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Multivariate analysis of risk factors for BCSS and OS in the population.
BCSS 0s

Variables HR (95% CI) P value HR (95% CI) P value
Year of diagnosis

1988-1997 Reference Reference

1998-2007 0.669 (0.607-0.737) <.001 0.703 (0.643-0.768) .001

2008-2016 0.447 (0.373-0.537) <.001 0.478 (0.403-0.567) <.001
Age at diagnosis

<35 Reference Reference

36-40 0.857 (0.790-0.929) <.001 0.912 (0.847-0.983) 015
Grade

| Reference Reference

II 2.242 (1.775-2.832) <.001 1.735 (1.434-2.099) <.001

v 2.528 (2.003-3.191) <.001 1.970 (1.629-2.382) <.001

Unknown 2.003 (1.542-2.601) <.001 1.584 (1.275-1.967) <.001
Stage T

T0-1 Reference Reference

T2-3 1.549 (1.427-1.680) <.001 1.534 (1.424-1.653) <.001
Stage N

NO Reference Reference

N1 1.885 (1.737-2.045) <.001 1.766 (1.638-1.904) <.001
ER status

Positive Reference Reference

Negative 1.151 (1.046-1.267) .004 1.171 (1.072-1.278) <.001

Borderline/Unknown 1.082 (0.956-1.225) 210 1.083 (0.968-1.212) 164
PR status

Positive

Negative Not included Not included

Borderline/Unknown
HER-2 status

Positive Reference Reference

Negative 3.002 (1.844-4.886) <.001 2.755 (1.770-4.287) <.001

Borderline/Unknown 2.420 (1.482-3.952) <.001 2.249 (1.441-3.509) <.001
Surgery

Mastectomy Reference Reference

BCS+RT 0.917 (0.846-0.995) .037 0.925 (0.859-0.997) 041
Chemotherapy

Yes Reference Reference

No/Unknown 0.718 (0.649-0.795) <.001 0.773 (0.707-0.846) <.001

BCSS =bhreast cancer specific survival, Cl=confidence interval, ER =estrogen receptor, HER-2=human epidermal growth receptor 2, HR =hazard ratio, 0S=overall survival, PR = progesterone receptor.

patients aged 36 to 40 years. While there was separate analysis for
the younger than 36 subset, the results do not seem to justify the
trend of favoring BCT over mastectomy. Some studies have
claimed that BCT and mastectomy are equivalent,’?=**! while
others have shown that BCT improves survival.l'*¢3-¢¢] For
example, Cao et al'®!l examined 15-year outcomes among 616
women under 40 with early-stage breast cancer treated with BCT,
compared with 349 patients treated with mastectomy. The OS,
local relapse-free survival, and distant relapse-free survival were
similar between the BCT and mastectomy cohorts. Nevertheless,
in an analysis of 11,859 patients under 40 from the National
Cancer Database between 2004 and 2014, Lazow et al®®
demonstrated that BCT was associated with significantly
increased 10-year survival versus unilateral and bilateral
mastectomy. Another study’®”! of 8656 patients under 40
showed that patients in the BCT group demonstrated better
OS and BCSS than those in the mastectomy group. Indeed, Quan
et all®! identified 1381 patients under 35 and demonstrated no
survival advantage to mastectomy over BCT in very young breast
cancer patients. Therefore, it should be cautious in interpreting
the improvement in BCSS and OS after BCT based on the data in

the current analysis. For young patients with early stage breast
cancer, BCT should be determined by the patients’ wills and the
surgical techniques. Because BCT may provide a survival
advantage that is not inferior to mastectomy, especially in the
relatively older (36-40) population. And age alone should not be
a contraindication to BCT.

Multivariate analysis also demonstrated decreased survival
rates associated with diagnosed in earlier years, younger patients,
higher histological grade, higher T stage, lymph node positive,
ER, and HER-2 negative status. The fact that our model identified
poor survival associated with these factors is not unexpected. It
was consistent with previous perceptions and it might serve as
validation of our model. The improved survival among patients
who received BCT might be due to differences related to adjuvant
therapy, such as chemotherapy administration. Nevertheless, in
this study, multivariate analysis showed that chemotherapy had
no effect on survival between the 2 groups. Meanwhile, these
should not bias the results when comparing BCT to mastectomy
because the National Comprehensive Cancer Network guidelines
do not differentiate between BCT and mastectomy when
determining adjuvant systemic therapy. This analysis was unable
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Figure 3. Kaplan-Meier survival curves for BCSS and OS by treatment. A. BCSS for all patients; B. OS for all patients; C. BCSS for 18 to 35 years of age; D. OS for
18 to 35years of age; E. BCSS for 36 to 40years of age; F. OS for 36 to 40years of age. BCSS =breast cancer-specific survival, OS=overall survival.

to account for chemotherapy regimens because this variable is not
definitely recorded in the SEER database. However, we acknowl-
edged that it is possible that systemic therapies are used differently
for patients who received BCT versus those who underwent a
mastectomy. If this is true, it deserves further assessment.

We acknowledge several limitations of our study. First, in a
retrospective study, bias inevitably occurs due to the possibility of
other imbalanced prognostic factors (such as comorbidities,
subsequent chemotherapy, and endocrine therapy, etc) and bias
in treatment selection. Second, since the data on HER-2 status
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Multivariate analysis of risk factors for BCSS and OS in the population by age (only surgery is listed).

BCSS

0S

Variables HR (95% CI)

P value

HR (95% ClI) P value

ALL
Surgery
Mastectomy
BCS+RT
18-35
Surgery
Mastectomy
BCS+RT
36-40
Surgery
Mastectomy
BCS+RT

Reference
0.917 (0.846-0.995)

Not included

Reference
0.886 (0.798-0.984)

Reference

.037 0.925 (0.859-0.997) 041

Not included

Reference

024 0.897 (0.816-0.986) 024

BCSS=breast cancer specific survival, Cl=confidence interval, HR =hazard ratio, 0S=overall survival.

was not collected in the database until 2010, most of our patients
lacked relevant information, and other key information, such as
Ki-67, neurovascular invasion, and other aspects, was also
lacking. Third, systemic treatments, such as chemotherapy,
endocrine therapy, and targeted therapy, were not extracted for
analysis. In addition, the SEER database does not contain
survival information on relapses, which is undoubtedly essential
for patients.

In summary, this large population-based study suggests that
for young women with early-stage breast cancer, BCT may
provide a survival advantage that is not inferior to mastectomy,
especially in the relatively older (36-40) population. This may
reduce the problem of over treatment in young women with early-
stage breast cancer. Clinicians need to explain the advantages of
the 2 choices to patients to make rational judgments. At the same
time, relevant prospective studies need to be conducted to
evaluate the benefit of BCT for young patients with early-stage
breast cancer. Future studies should take into account genetic
testing in the analysis of choosing treatments and predicting
survival.

Author contributions

Conceptualization: Zhi-Hong Sun, Chuang Chen, Sheng-Rong

Sun, Wei-Xing Wang.

Data curation: Zhi-Hong Sun, Xin-Wen Kuang, Jun-Long Song.

Investigation: Chuang Chen, Xin-Wen Kuang, Sheng-Rong Sun,
Wei-Xing Wang.

Methodology: Sheng-Rong Sun, Wei-Xing Wang.

Software: Jun-Long Song.

Validation: Sheng-Rong Sun, Wei-Xing Wang.

Writing — original draft: Zhi-Hong Sun, Chuang Chen.
Writing — review & editing: Zhi-Hong Sun, Chuang Chen, Xin-
Wen Kuang, Jun-Long Song, Sheng-Rong Sun, Wei-Xing

Wang.

References

[1] van Dongen JA, Bartelink H, Fentiman IS, et al. Randomized clinical trial
to assess the value of breast-conserving therapy in stage I and II breast
cancer, EORTC 10801 trial. ] Natl Cancer Inst Monogr 1992;11:15-8.

[2] Fisher B, Bauer M, Margolese R, et al. Five-year results of a randomized
clinical trial comparing total mastectomy and segmental mastectomy

with or without radiation in the treatment of breast cancer. N Engl | Med
1985;312:665-73.

[3] Fisher B, Anderson S, Redmond CK, et al. Reanalysis and results after
12years of follow-up in a randomized clinical trial comparing total
mastectomy with lumpectomy with or without irradiation in the
treatment of breast cancer. N Engl ] Med 1995;333:1456-61.

[4] Blichert-Toft M, Rose C, Andersen JA, et al. Danish randomized trial
comparing breast conservation therapy with mastectomy: six years of
life-table analysis. Danish Breast Cancer Cooperative Group. J Natl
Cancer Inst Monogr 1992;11:19-25.

[5] Curran D, van Dongen JP, Aaronson NK, et al. Quality of life of early-
stage breast cancer patients treated with radical mastectomy or breast-
conserving procedures: results of EORTC Trial 10801. The European
Organization for Research and Treatment of Cancer (EORTC), Breast
Cancer Co-operative Group (BCCG). Eur J Cancer 1998;34:307-14.

[6] Nissen M]J, Swenson KK, Ritz L], et al. Quality of life after breast
carcinoma surgery: a comparison of three surgical procedures. Cancer
2001;91:1238-46.

[7] Arndt V, Stegmaier C, Ziegler H, et al. Quality of life over Syears in
women with breast cancer after breast-conserving therapy versus
mastectomy: a population-based study. ] Cancer Res Clin Oncol
2008;134:1311-8.

[8] Avabratha K, Shanbhag S, Joseph RC, et al. A study of maternal
breast feeding issues during early postnatal days. SciMed ] 2020;2:
219-24.

[9] Fisher B, Anderson S, Bryant ], et al. Twenty-year follow-up of a
randomized trial comparing total mastectomy, lumpectomy, and
lumpectomy plus irradiation for the treatment of invasive breast cancer.
N Engl ] Med 2002;347:1233-41.

[10] Kroman N, Holtveg H, Wohlfahrt J, et al. Effect of breast-conserving
therapy versus radical mastectomy on prognosis for young women with
breast carcinoma. Cancer 2004;100:688-93.

[11] Litiere S, Werutsky G, Fentiman IS, et al. Breast conserving therapy

versus mastectomy for stage [-II breast cancer: 20year follow-up of the

EORTC 10801 phase 3 randomised trial. Lancet Oncol 2012;13:

412-9.

Veronesi U, Cascinelli N, Mariani L, et al. Twenty-year follow-up of a

randomized study comparing breast-conserving surgery with radical

mastectomy for early breast cancer. N Engl ] Med 2002;347:1227-32.

Hwang ES, Lichtensztajn DY, Gomez SL, et al. Survival after

lumpectomy and mastectomy for early stage invasive breast cancer:

the effect of age and hormone receptor status. Cancer 2013;119:

1402-11.

[14] van Maaren MC, de Munck L, de Bock GH, et al. 10year survival after

breast-conserving surgery plus radiotherapy compared with mastectomy

in early breast cancer in the Netherlands: a population-based study.

Lancet Oncol 2016;17:1158-70.

Christiansen P, Carstensen SL, Ejlertsen B, et al. Breast conserving

surgery versus mastectomy: overall and relative survival-a population

based study by the Danish Breast Cancer Cooperative Group (DBCG).

Acta Oncol 2018;57:19-25.

[12

[13

(15



Sun et al. Medicine (2021) 100:18

[16] Agarwal S, Pappas L, Neumayer L, et al. Effect of breast conservation
therapy vs mastectomy on disease-specific survival for early-stage breast
cancer. JAMA Surg 2014;149:267-74.

[17] Elkhuizen PH, van de Vijver MJ, Hermans J, et al. Local recurrence after

breast-conserving therapy for invasive breast cancer: high incidence in

young patients and association with poor survival. Int ] Radiat Oncol

Biol Phys 1998;40:859-67.

Fowble BL, Schultz DJ, Overmoyer B, et al. The influence of young age on

outcome in early stage breast cancer. Int J Radiat Oncol Biol Phys

1994;30:23-33.

Nixon AJ, Neuberg D, Hayes DF, et al. Relationship of patient age to

pathologic features of the tumor and prognosis for patients with stage [ or

1T breast cancer. ] Clin Oncol 1994;12:888-94.

Gnerlich JL, Deshpande AD, Jeffe DB, et al. Elevated breast cancer

mortality in women younger than age 40years compared with older

women is attributed to poorer survival in early-stage disease. ] Am Coll

Surg 2009;208:341-7.

[21] Kosvyra A, Maramis C, Chouvarda I. Developing an integrated genomic
profile for cancer patients with the use of NGS data. Emerg Sci J
2019;3:157-67.

[22] de Bock GH, van der Hage JA, Putter H, et al. Isolated loco-regional
recurrence of breast cancer is more common in young patients and
following breast conserving therapy: long-term results of European
Organisation for Research and Treatment of Cancer studies. Eur J
Cancer 2006;42:351-6.

[23] Zabicki K, Colbert JA, Dominguez F], et al. Breast cancer diagnosis in
women < or=40 versus 50 to 60 years: increasing size and stage disparity
compared with older women over time. Ann Surg Oncol 2006;13:
1072-7.

[24] Azim HAJr, Michiels S, Bedard PL, et al. Elucidating prognosis and
biology of breast cancer arising in young women using gene expression
profiling. Clin Cancer Res 2012;18:1341-51.

[25] Pyfer B, Chatterjee A, Chen L, et al. Early postoperative outcomes in
breast conservation surgery versus simple mastectomy with implant
reconstruction: a NSQIP analysis of 11,645 patients. Ann Surg Oncol
2016;23:92-8.

[26] Tsai RJ, Dennis LK, Lynch CF, et al. The risk of developing arm
lymphedema among breast cancer survivors: a meta-analysis of
treatment factors. Ann Surg Oncol 2009;16:1959-72.

[27] Byun HK, Chang JS, Im SH, et al. Risk of lymphedema following
contemporary treatment for breast cancer: an analysis of 7617
consecutive patients from a multidisciplinary perspective. Ann Surg
2019;105:1-9.

[28] Gahm ], Wickman M, Brandberg Y. Bilateral prophylactic mastectomy
in women with inherited risk of breast cancer—prevalence of pain and
discomfort, impact on sexuality, quality of life and feelings of regret two
years after surgery. Breast 2010;19:462-9.

[29] Beadle BM, Woodward WA, Tucker SL, et al. Ten-year recurrence rates
in young women with breast cancer by locoregional treatment approach.
Int ] Radiat Oncol Biol Phys 2009;73:734-44.

[30] Gu J, Groot G, Boden C, et al. Review of factors influencing
women’s choice of mastectomy versus breast conserving therapy in
early stage breast cancer: a systematic review. Clin Breast Cancer
2018;18:e539-54.

[31] Bellavance EC, Kesmodel SB. Decision-making in the surgical treatment
of breast cancer: factors influencing women’s choices for mastectomy and
breast conserving surgery. Front Oncol 2016;6:1-7.

[32] Bleyer A, Welch HG. Effect of three decades of screening mammography
on breast-cancer incidence. N Engl ] Med 2012;367:1998-2005.

[33] Lousdal ML, Kristiansen IS, Moller B, et al. Trends in breast cancer stage
distribution before, during and after introduction of a screening
programme in Norway. Eur ] Public Health 2014;24:1017-22.

[34] Katipamula R, Degnim AC, Hoskin T, et al. Trends in mastectomy rates
at the Mayo Clinic Rochester: effect of surgical year and preoperative
magnetic resonance imaging. ] Clin Oncol 2009;27:4082-8.

[35] Freedman RA, He Y, Winer EP, et al. Trends in racial and age disparities
in definitive local therapy of early-stage breast cancer. ] Clin Oncol
2009;27:713-9.

[36] Lazovich D, Solomon CC, Thomas DB, et al. Breast conservation therapy
in the United States following the 1990 National Institutes of Health
Consensus Development Conference on the treatment of patients with
early stage invasive breast carcinoma. Cancer 1999;86:628-37.

[37] van Maaren MC, Strobbe L, Koppert LB, et al. Nationwide population-
based study of trends and regional variation in breast-conserving
treatment for breast cancer. Br ] Surg 2018;105:1768-77.

[18

[19

[20

www.md-journal.com

[38] Pesce CE, Liederbach E, Czechura T, et al. Changing surgical trends in
young patients with early stage breast cancer, 2003 to 2010: a report
from the National Cancer Data Base. ] Am Coll Surg 2014;219:19-28.

[39] NIH consensus conferenceTreatment of early-stage breast cancer. JAMA

1991;265:391-S5.

Fisher B, Redmond C, Poisson R, et al. Eight-year results of a randomized

clinical trial comparing total mastectomy and lumpectomy with or

without irradiation in the treatment of breast cancer. N Engl | Med
1989;320:822-8.

[41] Veronesi U, Saccozzi R, Del Vecchio M, et al. Comparing radical

mastectomy with quadrantectomy, axillary dissection, and radiotherapy

in patients with small cancers of the breast. N Engl ] Med 1981;305:6—

11.

Fischer U, Kopka L, Grabbe E. Breast carcinoma: effect of preoperative

contrast-enhanced MR imaging on the therapeutic approach. Radiology

1999;213:881-8.

Bedrosian I, Mick R, Orel SG, et al. Changes in the surgical management

of patients with breast carcinoma based on preoperative magnetic

resonance imaging. Cancer 2003;98:468-73.

[44] Vila J, Gandini S, Gentilini O. Overall survival according to type of

surgery in young (<40years) early breast cancer patients: A systematic

meta-analysis comparing breast-conserving surgery versus mastectomy.

Breast 2015;24:175-81.

Hartmann-Johnsen OJ, Karesen R, Schlichting E, et al. Survival is better

after breast conserving therapy than mastectomy for early stage breast

cancer: a Registry-Based Follow-up Study of Norwegian Women

Primary Operated Between 1998 and 2008. Ann Surg Oncol 2015;

22:3836-45.

[46] Wang J, Wang S, Tang Y, et al. Comparison of treatment outcomes with

breast-conserving surgery plus radiotherapy versus mastectomy for

patients with stage i breast cancer: a propensity score-matched analysis.

Clin Breast Cancer 2018;18:e975-84.

Corradini S, Reitz D, Pazos M, et al. Mastectomy or breast-conserving

therapy for early breast cancer in real-life clinical practice: outcome

comparison of 7565 cases. Cancers (Basel) 2019;11:1-13.

[48] De Aguiar SS, Bergmann A, Mattos IE. Quality of life as a predictor of
overall survival after breast cancer treatment. Qual Life Res 2014;
23:627-37.

[49] Howes BH, Watson DI, Xu C, et al. Quality of life following total

mastectomy with and without reconstruction versus breast-conserving

surgery for breast cancer: a case-controlled cohort study. J Plast Reconstr

Aesthet Surg 2016;69:1184-91.

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)Effects of

chemotherapy and hormonal therapy for early breast cancer on

recurrence and 15-year survival: an overview of the randomised trials.

Lancet 2005;365:1687-717.

[51] van der Leest M, Evers L, van der Sangen MJ, et al. The safety of breast-
conserving therapy in patients with breast cancer aged < or=40years.
Cancer 2007;109:1957-64.

[52] Bauman L, Barth R], Rosenkranz KM. Breast conservation in women
with multifocal-multicentric breast cancer: is it feasible. Ann Surg Oncol
2010517(suppl):325-9.

[53] McGale P, Taylor C, et al. EBCTCG (Early Breast Cancer Trialists’
Collaborative Group)Effect of radiotherapy after mastectomy and
axillary surgery on 10-year recurrence and 20-year breast cancer
mortality: meta-analysis of individual patient data for 8135 women in 22
randomised trials. Lancet 2014;383:2127-35.

[54] Zare H. Effects of Salvia Officinalis extract on the breast cancer cell line.
SciMed J 2019;1:25-9.

[55] Waks AG, Winer EP. Breast cancer treatment: a review. JAMA
2019;321:288-300.

[56] Lazow SP, Riba L, Alapati A, et al. Comparison of breast-conserving
therapy vs mastectomy in women under age 40: National trends and
potential survival implications. Breast ] 2019;25:578-84.

[57] Yu P, Tang H, Zou Y, et al. Breast-conserving therapy versus
mastectomy in young breast cancer patients concerning molecular
subtypes: a SEER population-based study. Cancer Control 2020;
27:1-11.

[58] Coulombe G, Tyldesley S, Speers C, et al. Is mastectomy superior to
breast-conserving treatment for young women? Int ] Radiat Oncol Biol
Phys 2007;67:1282-90.

[59] van den Broek AJ, Schmidt MK, van‘t Veer L], et al. Prognostic impact of
breast-conserving therapy versus mastectomy of BRCA1/2 mutation
carriers compared with noncarriers in a consecutive series of young
breast cancer patients. Ann Surg 2019;270:364-72.

[40

[42

[43

[45

[47

[50


http://www.md-journal.com

Sun et al. Medicine (2021) 100:18

[60] Ye JC, Yan W, Christos PJ, et al. Equivalent survival with mastectomy or
breast-conserving surgery plus radiation in young women aged <40
years with early-stage breast cancer: a National Registry-based Stage-by-
Stage Comparison. Clin Breast Cancer 2015;15:390-7.

Cao JQ, Truong PT, Olivotto IA, et al. Should women younger than 40
years of age with invasive breast cancer have a mastectomy? 15-year
outcomes in a population-based cohort. Int J Radiat Oncol Biol Phys
2014;90:509-17.

Frandsen J, Ly D, Cannon G, et al. In the modern treatment era, is breast
conservation equivalent to mastectomy in women younger than 40 years
of age? A Multi-Institution Study. Int J Radiat Oncol Biol Phys
2015;93:1096-103.

[61]

[62]

10

Medicine

[63] Quan ML, Paszat LF, Fernandes KA, et al. The effect of surgery type on
survival and recurrence in very young women with breast cancer. ] Surg
Oncol 2017;115:122-30.

[64] Bantema-Joppe EJ, de Munck L, Visser O, et al. Early-stage young breast
cancer patients: impact of local treatment on survival. Int ] Radiat Oncol
Biol Phys 2011;81:e553-9.

[65] Maishman T, Cutress RI, Hernandez A, et al. Local recurrence and breast
oncological surgery in young women with breast cancer: the POSH
Observational Cohort Study. Ann Surg 2017;266:165-72.

[66] Botteri E, Veronesi P, Vila J, et al. Improved prognosis of young patients
with breast cancer undergoing breast-conserving surgery. Br ] Surg
2017;104:1802-10.



	Breast surgery for young women with early-stage breast cancer
	1 Introduction
	2 Patients and methods
	2.1 Study population and data sources
	2.2 Statistical analysis

	3 Results
	3.1 Patient characteristics
	3.2 Trends of crucial breast cancer characteristics over the year
	3.3 Survival analysis

	4 Discussion
	Author contributions
	References


