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Abstract

The necessity of postmastectomy radiotherapy (PMRT) for patients whose initially posi-
tive lymph nodes become node-negative (ypNO) after neoadjuvant therapy (NAT) is
uncertain. This study analyzed data from the Surveillance, Epidemiology, and End
Results database to evaluate PMRT’s effect on these patients. Women with unilateral
breast cancer who achieved ypNO status post-NAT from 2010 to 2019 were categor-
ized into PMRT and non-PMRT groups. Propensity score matching (PSM) minimized
confounding factors. Statistical tests and multivariate analysis identified survival prognos-
tic factors, while Kaplan-Meier curves and forest plots assessed survival outcomes. The
study involved 699 cases, with 458 receiving PMRT and 24| not. After matching, 194
patient pairs were examined. Multivariate analysis revealed stage lll disease (hazard ratio:
2.06; 95% CI: 1.12-3.79, p = 0.02) and lack of PMRT (hazard ratio: 2.48; 95% CI: 1.31-
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4.62, p = 0.01) as independent survival risk factors. PMRT significantly improved overall
survival (hazard ratio: 0.43; 95% CI: 0.26-0.72, p < 0.001), especially in patients with clin-
ical node status cN+ (cNI, hazard ratio: 0.47; 95% Cl: 0.25-0.88, p = 0.016; cN2-3
hazard ratio: 0.35; 95% CI: 0.15-0.86, p = 0.017, respectively), grade 3 tumors(hazard
ratio: 0.47; 95% Cl: 0.25-0.88, p = 0.016), stage lll disease (hazard ratio: 0.47; 95%
Cl: 0.26-0.83, p = 0.007), and triplenegative breast cancer (hazard ratio: 0.15; 95%
Cl: 0.05-0.42, p < 0.001). However, it did not significantly benefit those with grade |-
2 tumors, stage Il disease, HER2-positive, or hormone receptor-positive/HER2-negative
tumors. The study suggests PMRT may not be necessary for these groups, particularly
for HR-positive/HER2-negative grade 1-2 with stage Il disease, due to limited short-
term benefits.

Keywords
Breast cancer, neoadjuvant therapy, postmastectomy radiotherapy, SEER database,
stage II-llI

Introduction

Breast cancer is the most common cancer among women, with incidence rates increasing
annually.' Despite significant advancements in patient care and treatment, which
have resulted in a 5-year survival rate of up to 90%,> several challenges remain
unresolved.

Neoadjuvant therapies (NATSs), including neoadjuvant chemotherapy (NAC), endo-
crine therapy, and targeted therapy, have become increasingly common for the treatment
of breast cancer prior to surgery. Both the European Society for Medical Oncology and
the National Comprehensive Cancer Network (NCCN) consistently recommend the
implementation of NAC in patients with hormone receptor (HR)-positive, human epider-
mal growth factor-2 (HER2)-negative tumors larger than 5 cm or those involving more
than three lymph nodes.>* Furthermore, a substantial proportion of patients diagnosed
with triple-negative breast cancer is recommended to undergo NAC, while for
HER2-positive patients, the administration of NAC in combination with targeted therapy
is advised.** Mamounas et al. conducted a combined analysis of the NSABP B-18 and
B-27 trials to investigate predictive factors for locoregional recurrence (LRR) after NAC.
They found that pathological response (e.g. pathologic complete response (pCR)) and
axillary lymph node status had a significant impact on LRR risk. The study indicated
that patients who achieved pCR and had negative axillary lymph nodes had a significantly
reduced risk of LRR, suggesting the potential for reduced radiotherapy use in patients
with favorable pathological responses. However, the study did not explore in depth the
specific value of postoperative radiotherapy in node-negative (ypNO) patients.’

Postmastectomy radiotherapy (PMRT) represents a critical therapeutic strategy for
patients receiving NAT, as it has the potential to improve locoregional control and overall
survival (0S).® Nonetheless, PMRT is associated with side effects that can adversely
impact patients’ quality of life.”* Therefore, the selection of appropriate candidates for
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PMRT following NAT is of paramount importance. NCCN guidelines recommend that
decisions related to administration of adjuvant radiotherapy for patients receiving NAT
should be made based on maximal stage (i.e. clinical/anatomic stage, tumor characteris-
tics) at diagnosis (before preoperative systemic therapy), and pathologic stage at defini-
tive surgery (after preoperative systemic therapy).* However, some breast cancer
radiotherapy guidelines lack explicit recommendations concerning the application of
PMRT after NAT.? Despite previous studies on PMRT, there remains a lack of high-level
evidence guiding its use in ypNO patients after NAT. Our study aims to fill this gap by
leveraging Surveillance, Epidemiology, and End Results (SEER) data to evaluate its
impact on OS. Studies have demonstrated that approximately 20-40% of patients with
clinically node-positive breast cancer who undergo NAC exhibit pathological ypNO
upon subsequent examination, and ypNO has been identified as an independent prognos-
tic marker indicative of favorable outcomes in breast cancer patients.'”!" However, the
necessity of PMRT for patients who experience positive lymph node conversion to ypNO
following NAT remains uncertain.

This study focused on patients diagnosed with clinically node-positive breast cancer
who demonstrated pathologically negative nodes after NAT. Utilizing data from the
SEER database, the study examined the relationship between clinicopathological charac-
teristics and prognostic factors. Additionally, it investigated whether patients within this
category experienced a significant survival benefit from PMRT.

Materials and methods

Data acquisition and patient selection

The cases included in this study were from the SEER database. The analysis included
women diagnosed with primary unilateral breast cancer between 2010 and 2019 who
had no prior history of cancer. The patients who achieved nodal downstaging to ypNO
following NAT were included. Patients who underwent breast-conserving surgery and
did not undergo mastectomy procedures were excluded from the analysis.
Furthermore, cases involving pathological tissue types such as sarcoma, carcinosarcoma,
or pseudo-sarcoma-like carcinoma, as well as those with incomplete basic information or
pathological features of the tumor, were excluded. Patients with an unknown radiother-
apy status were also excluded from the analysis.

We used SEER*Stat software (version 8.4.0.1) to generate a comprehensive case
listing including the following variables: age at diagnosis, race, marital status, tumor
site, tumor location, pathological type, degree of tumor differentiation, surgical modal-
ity, clinical stage, T stage, N stage, estrogen receptor (ER) status, progesterone receptor
(PR) status, human epidermal growth factor receptor-2 (HER-2) status, molecular sub-
typing, history of NAC, history of radiation therapy, follow-up duration, and survival
status. The follow-up period extended until November 2022, with a median follow-up
duration of 49 months. The primary endpoint of this study was to determine OS,
defined as the duration from the pathological diagnosis of breast cancer to the date
of death.
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Statistical methods

The data was analyzed using R-studio statistical software and SPSS 26. A 1:1 propensity
score matching (PSM) was conducted with a caliper value of 0.02 to mitigate the effects
of data bias and confounding variables. Categorical variables were analyzed using the
chi-square test or Fisher’s exact test. Multivariate analysis was conducted to identify
independent prognostic factors influencing survival. PSM (1:1 caliper=0.02) was
selected over other methods (e.g. inverse probability weighting) to directly balance cov-
ariates between groups, as it reduces selection bias in observational studies. Missing vari-
ables were addressed using multiple imputation with predictive mean matching. Survival
outcomes were assessed using the Kaplan—Meier survival curve, and subgroup analyses
were presented as a forest plot. A p-value of less than 0.05 was considered statistically
significant.

Results

A total of 699 breast cancer cases were included in this study, with 458 cases in the
PMRT group and 241 cases in the non-PMRT group, based on the specified inclusion
and exclusion criteria. The flowchart is shown in Figure 1.

Comprehensive demographic, clinicopathological, treatment, and survival data were
obtained from all participants. The demographic and clinicopathological characteristics
of the eligible patients are presented in Table 1. Analysis revealed that the decision to
undergo PMRT was independent of variables such as age, race, marital status, tumor
location, tumor position, histological type, degree of tumor differentiation, HR and
HER?2 status, and molecular subtyping of breast cancer. However, a statistically signifi-
cant association was observed between the decision to undergo PMRT and clinical stage,
T stage, and N stage (p <0.05) (Table 1). The selection of PMRT was more common
among patients with higher T staging, lymph node metastasis. Kaplan—Meier curves indi-
cated that PMRT did not achieve statistical significance (p =0.152) (Figure 2).

After performing PSM on the baseline data of the two groups and excluding 311
patients without corresponding propensity score, a total of 194 matched pairs of patients
were obtained. The p-values for all covariates after matching exceeded 0.1, indicating
successful PSM (Table 2).

We next performed univariate and multivariate analysis to identify the risk factors for
OS (Table 3). Univariate analysis revealed that unmarried status (hazard ratio: 1.68; 95%
confidence interval [CI]: 1.03-2.75, p =0.03), stage III disease (hazard ratio: 2.15; 95%
CI: 1.17-3.95, p=0.01) and the absence of PMRT (hazard ratio: 2.36; 95% CI: 1.23—
4.54, p=0.009) were risk factors and multivariate analysis identified stage III disease
(hazard ratio: 2.06; 95% CI: 1.12-3.79, p =0.02) and the absence of PMRT (hazard ratio:
2.48; 95% CI: 1.31-4.62, p=10.01) as independent risk factors for breast cancer patients
in the study.

We subsequently conducted a survival analysis on these patient cohorts and found that
PMRT significantly improved OS (hazard ratio: 0.43; 95% CI: 0.26-0.72, p<0.001)
(Figure 3). The improvement in OS with PMRT was observed across most subgroups
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Breast cancer data retrieved from
SEER database 1,140,280
38,777 cases with neoadjuvant
therapy
CIZJM cases with radical $urgcry>

Y

( 3,453 cases with ypNO )
(left/right breast) unknown, clinical stage

(2.400 cases with invasive cancer)
IV,TYO,Tx,NO,Nx,Mx,M1 and ER, PR, HER-2

unknown
( 699 cases included in the study>

Figure |. Inclusion case screening flowchart.

1,101,503 people without neoad; herapy

26,033 people without radical,modified radical
and extended radical surgery

9,291 people with ypN+

1,053 people with sarcoma, carcinosarcoma,
sarcomatoid carcinoma

1,701 people including males, race unknown,
marital status unknown, tumour location

(Figure 4). Specifically, PMRT did not improve OS in patients with grade 1 and grade 2
tumors (hazard ratio: 0.44; 95% CI: 0.16-1.2, p =0.11); however, a significant improve-
ment in OS was observed in patients with grade 3 tumors (hazard ratio: 0.47; 95% CI:
0.25-0.88, p=0.016) (Figure 5). Patients with stage II disease did not derive benefit
from PMRT (hazard ratio: 0.33; 95% CI: 0.1-1.08, p =0.067), whereas those with stage
Il disease did (hazard ratio: 0.47; 95% CIL. 0.26-0.83, p=0.007) (Figure 5).
Additionally, patients with ¢cN1 and cN2-3 breast cancer both experienced benefits
from PMRT (hazard ratio: 0.47, 95% CI: 0.25-0.88, p=0.016; hazard ratio: 0.35;
95% CI: 0.15-0.86, p = 0.017, respectively) (Figure 5). Furthermore, a subgroup analysis
was conducted for HER2-positive tumors, hazard ratio-positive HER2-negative tumors,
and triple-negative breast cancer. The results indicated that patients with triple-negative
breast cancer significantly benefited from PMRT (hazard ratio: 0.15; 95% CI: 0.05-0.42,
p<0.001), whereas patients with other molecular subtypes did not exhibit a similar bene-
fit. For example, patients with grade 1-2 tumors, stage II disease, HER2-positive tumors,
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Table I. Demographic and clinical characteristics in breast cancer patients before PSM.

Total population, N Non-PMRT,
(%) PMRT, N (%) N (%)
Variable (n=699) (n=458) (n=241) p-Value
Age (years) 0.5731
<40 117 (16.7) 79 (17.2) 38 (15.8)
40-60 404 (57.8) 268 (58.5) 136 (56.4)
>60 178 (25.5) 111 (24.2) 67 (27.8)
Race 0.6228
Black 145 (20.7) 100 (21.8) 45 (18.7)
Caucasian 480 (68.7) 310 (67.7) 170 (70.5)
Others 74 (10.6) 48 (10.5) 26 (10.8)
Marital status 0.1098
Unmarried 332 (47.5) 207 (45.2) 125 (51.9)
Married 367 (52.5) 251 (54.8) 116 (48.1)
Type of pathology 0.7729
Ductal carcinoma 586 (83.8) 385 (84.1) 201 (83.4)
Lobular carcinoma 18 (2.6) 13 (2.8) 5@2.1)
Others 95 (13.6) 60 (13.1) 35 (14.5)
Degree of differentiation 0.072
Poor differentiation 490 (70.1) 310 (67.7) 180 (74.7)
Well and moderate 146 (20.8) 98 (21.4) 48 (19.9)
differentiation
Undifferentiated 2 (0.3) 2 (0.4) 0
Unknown 61 (8.7) 48 (10.5) 13 (54)
Surgical modality
Modified radical 675 (96.6) 442 (96.5) 233 (96.7)
mastectomy
Radical mastectomy 24 (34) 16 (3.5) 8 (3.3)
Clinical staging <0.001*
I 219 (31.3) 113 (24.7) 106 (44.0)
I 480 (68.7) 345 (75.3) 135 (56.0)
Clinical T-staging 0.0009995*
Tl 66 (9.4) 35 (7.6) 31 (12.9)
T2 223 (31.9) 129 (28.2) 94 (39.0)
T3 169 (24.2) 120 (26.2) 49 (20.3)
T4 241 (34.5) 174 (38.0) 67 (27.8)
Clinical N-staging 0.002658*
NI 498 (71.2) 311 (67.9) 187 (77.6)
N2 105 (15.0) 70 (15.3) 35 (14.5)
N3 96 (13.7) 77 (16.8) 19 (7.9)
Yp T-staging 0.153
TI 87 (12.4) 53 (60.9) 34 (39.1)
T2 293 (41.8) 187 (63.8) 106 (36.2)
T3 261 (37.2) 184 (70.4) 77 (29.6)
Unknown 58 (8.2) 34 (58.6) 24 (41.4)
HR status 0.449

(continued)



Wang et al. 7

Table I. Continued.

Total population, N Non-PMRT,
(%) PMRT, N (%) N (%)

Variable (n=699) (n=458) (n=241) p-Value
HR— 444 (63.5) 296 (64.6) 148 (61.4)

HR+ 255 (36.5) 162 (35.4) 93 (38.6)

HER?2 status 0.741
HER2- 425 (60.8) 281 (61.4) 144 (59.8)

HER2+ 274 (39.2) 177 (38.6) 97 (40.2)

Molecular subtyping 0.7038
HR—/HER2— 295 (42.2) 200 (43.7) 95 (39.4)
HR—/HER2+ 149 (21.3) 96 (21.0) 53 (22.0)
HR+/HER2— 130 (18.6) 81 (17.7) 49 (20.3)
HR+/HER2+ 125 (17.9) 81 (17.7) 44 (18.3)

Note: PMRT: postmastectomy radiotherapy; HR: hormone receptor; HER2: human epidermal growth factor-2;
PSM: propensity score matching.
An asterisk (*) denotes statistical significance.

== PMRT

R 1.00] A o —— Non-PMRT
| ———
5075 o see VSOOI
kS
8 0.50
o
2 028 P=0.152
3000

0 20 40 60 80 100 120

Time (Months)
Number at risk

_I' 458 385 294 217 135 53 0
I

0 20 40 60 80 100 120
Time (Months)

Figure 2. Kaplan—Meier (K—-M) curves before propensity score matching (PSM).

and hazard ratio-positive/HER2-negative tumors did not show a statistically significant
improvement in OS with PMRT.

Discussion

Adjuvant radiotherapy is an important therapeutic scheme for breast cancer, which can
significantly reduce LRR and improve survival.* However, high-quality evidence to
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Table 2. Demographic and clinical characteristics in breast cancer patients after PSM.

Total population, N PMRT, N Non-PMRT, N

(%) (%) (%)
Variable (n=1388) (n=194) (n=194) p-Value
Age (years) 0.449
<40 61 (15.7) 26 (13.4) 35 (18.0)
40-60 229 (59.0) 117 (60.3) 112 (57.7)
>60 98 (25.3) 51 (26.3) 47 (24.2)
Race 0.873
Black 74 (19.1) 39 (20.1) 35 (18.0)
Caucasian 269 (69.3) 133 (68.6) 136 (70.1)
Others 45 (11.6) 22 (11.3) 23 (11.9)
Marital status 0.76
Unmarried 182 (46.9) 89 (45.9) 93 (47.9)
Married 206 (53.1) 105 (54.1) 101 (52.1)
Type of pathology 0.823
Ductal carcinoma 331 (85.3) 167 (86.1) 164 (84.5)
Lobular carcinoma 9(2.3) 5(2.6) 4 (2.1)
Others 48 (12.4) 22 (11.3) 26 (13.4)
Degree of differentiation 0.708
Poor differentiation 277 (71.4) 135 (69.6) 142 (73.2)
Well to moderately 81 (20.8) 42 (21.7) 39 (20.1)
differentiated
Unknown 30 (7.7) 17 (8.8) 13 (6.7)
Surgical modality
Modified radical 373 (96.1) 187 (96.4) 186 (95.9)
mastectomy
Radical mastectomy 15 (3.9) 7 (3.6) 8 (4.1)
Clinical staging 0916
I 140 (36.1) 71 (36.6) 69 (35.6)
M 248 (63.9) 123 (63.4) 125 (64.4)
Clinical T-staging 0.438
TI 39 (10.1) 22 (11.3) 17 (8.8)
T2 140 (36.1) 71 (36.6) 69 (35.6)
T3 83 (21.4) 35 (18.0) 48 (24.7)
T4 126 (32.5) 66 (34.0) 60 (34.9)
Clinical N-staging 0.909
NI 282 (72.7) 140 (72.2) 142 (73.2)
N2 + N3 106 (27.3) 54 (27.8) 52 (26.8)
Yp T-staging 0.490
TI 50 (12.8) 29 (58.0) 21 (42.0)
T2 166 (42.7) 83 (50.0) 83 (50.0)
T3 133 (34.2) 61 (45.9) 72 (54.2)
Unknown 39 (10.0) 21 (53.8) 18 (46.2)
HR status 0.531
HR- 239 (61.6) 116 (59.8) 123 (63.4)
HR+ 149 (38.4) 78 (40.2) 71 (36.6)

(continued)
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Table 2. Continued.

Total population, N PMRT, N Non-PMRT, N

(%) (%) (%)

Variable (n=388) (n=194) (n=194) p-Value
HER?2 status 0.300
HER2—- 233 (60.1) 11 (57.2) 122 (62.9)

HER2+ 155 (39.9) 83 (42.8) 72 (37.1)

Molecular subtyping 0.445
HR—/HER2— 155 (39.9) 70 (36.1) 85 (43.8)

HR—/HER2+ 84 (21.6) 46 (23.7) 38 (19.6)
HR+/HER2— 78 (20.1) 41 (21.1) 37 (19.1)
HR+/HER2+ 71 (18.3) 37 (19.1) 34 (17.5)

Note: PMRT: postoperative radiotherapy; HR: hormone receptor; HER2: human epidermal growth factor-2;
PSM: propensity score matching.

guide PMRT decisions in the patients following NAT, especially those with ypNO status,
remains lacking. Here, we presented a comprehensive analysis of the impact of PMRT on
OS in patients treated with NAT who achieve ypNO status, utilizing data from the SEER
database.

To mitigate selection bias, PSM was employed, resulting in more accurately matched
baseline characteristics between the PMRT and non-PMRT groups. Multivariate Cox
regression analysis identified the absence of PMRT as independent prognostic factor
for poor survival. Concurrently, our survival analysis of the patients in this study demon-
strated that PMRT was associated with improved OS. This positive association was
observed across most subgroups, including the patients with N1 disease. For patients
with N2 and N3 disease, the majority of studies corroborate the benefit of PMRT.'*!?
Consistent with our findings, Rusthoven et al. evaluated the impact of PMRT on women
with cT1-3 ¢cN1 MO breast cancer treated with NAC using data from the National Cancer
Database and demonstrated that PMRT was independently associated with improved OS
among ypNO (hazard ratio: 0.729, 95% CI: 0.566-0.939, p=0.015).'* Another retro-
spective study suggested that PMRT improved LRR-free survival (a 5-year rate of
94.7% vs. 72.9%), distant metastasis-free survival (a 5-year rate of 92.8% vs. 75%),
and disease-free survival (a 5-year rate of 92.9% vs. 62.5%) in the subgroup of 53 patients
who achieved ypNO status.'> Conversely, several other studies have reported conflicting
results, suggesting that PMRT may not be necessary for ypNO breast cancer patients.'®™"°
Possible reasons for this discrepancy in findings may stem from variations in the sample
sizes of the study populations. While awaiting prospective results, the present analysis
supports the application of PMRT in patients with ypNO status.

Our analyses identified stage III as an independent prognostic factor for patients who
initially presented with clinically positive nodes and subsequently converted to ypNO.
Subgroup analysis further revealed that patients with stage III significantly benefited
from PMRT, whereas those with stage II did not. The findings aligned with previous
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Table 3. Univariate and multivariate analysis comparing overall survival among selected variables

in breast cancer patients after PSM.

Variable

Univariable analysis

Multivariable analysis

Hazard ratio

Hazard ratio

(95% Cl) p-Value (95% Cl) p-Value
Age (years)
<40 reference
40-60 1.08 (0.51-2.34) 0.82
>60 1.62 (0.72-3.65) 0.24
Race
Black reference
Caucasian 0.76 (0.41-1.39) 0.38
Others 1.12 (0.48-2.6) 0.77
Marital status
Married reference reference
Unmarried 1.68 (1.03-2.75) 0.03 1.6 (0.98-2.61) 0.06
Type of pathology
Ductal carcinoma reference
Lobular carcinoma 1.19 (0.61-2.33) 0.6l
Degree of differentiation
Well and moderate differentiation reference
Poor differentiation 1.373 (0.808-2.331) 0.41
Surgical modality
Modified radical mastectomy reference
Radical mastectomy 0.95 (0.23-3.9) 0.95
Clinical staging
I reference reference
1] 2.15 (1.17-3.95) 0.0l 2.06 (1.12-3.79) 0.02
Clinical T-staging
TI reference
T2 1.13 (0.38-3.38) 0.8l
T3 1.6 (0.53-4.83) 0.4
T4 2.24 (0.78-6.38) 0.13
Clinical N-staging
NI reference
N2-3 1.37 (0.82-2.29) 0.21
HR status
HR—- reference
HR+ 0.66 (0.39-1.12) 0.13
HER?2 status
HER2- reference
HER2+ 0.76 (0.46—1.27) 0.30
Molecular typing
HR—/HER2— reference reference
HR—/HER2+ 0.808 (0.42—1.52) 0.51
HR+/HER2— 0.68 (0.34-1.36) 0.28
HR+/HER2+ 0.54 (0.26—1.15) 0.11

(continued)
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Table 3. Continued.

Univariable analysis Multivariable analysis
Variable
Hazard ratio Hazard ratio
(95% ClI) p-Value (95% Cl) p-Value
Postoperative treatment modalities
PMRT 0.24 (0.08-0.73) 0.0l 0.26 (0.08-0.84) 0.02
Non-PMRT reference reference

Note: 95% Cl: 95% confidence interval; HR: hormone receptor; HER2: human epidermal growth factor-2;
PMRT: postmastectomy radiation therapy; reference: control group, within-group HR = |; NA: represents any
values that are “not available” or “missing”; PSM: propensity score matching.

== PMRT
= . Non-PMRT
Q\,1 00 H e o TR PTRVR o
b e ebebebebeuniaieisillein il L ERRE T
Z075
8
S 0.50
[o N
g 025 P <0.001
US) 0.00{___ . : v y ) >
0 20 40 60 80 100 120
Time (Months)
Number at risk
= 104 170 129 95 60 25 0
0 20 40 60 80 100 120
Time (Months)

Figure 3. Kaplan—Meier (K-M) curves after propensity score matching (PSM).

research indicating that PMRT improved local control even in patients with stage 111 dis-
ease who achieve a pCR to NAC.'%?°2! A prospective registry study (RAPCHEM,
BOOG 2010-03) included patients with clinical stage T1-2N1 (stage II) breast cancer
who underwent primary chemotherapy followed by breast and axillary surgery, con-
ducted between January 1, 2011 and January 1, 2015. The 5-year LRR rate was 2.1%
(0.9-4.3) in the ypNO group, supporting the oncological safety of de-escalating locore-
gional radiotherapy based on LRR risk.”> However, two other retrospective studies
demonstrated that PMRT might not be necessary for ypNO patients after NAC, irrespect-
ive of clinical stage.'®'? It is important to note that the patients included in these studies
were treated between 1990 and 2009, which could influence the results. Based on the
aforementioned findings and those from previous studies, we recommend that stage 111
patients with ypNO status after NAT should receive PMRT.
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Variables Hazard Ratio(95%Cl)
Total population & 0.43(0.26-0.72)
Age <40 . 0.36(0.07-1.77)
40-60 - 0.37(0.18-0.76)
>60 . 0.57(0.24-1.34)
Race White - 0.59(0.32-1.1)
Black -— 0.26(0.08-0.84)
Other — 0.12(0.02-0.97)
Marriage Unmarried i 0.3(0.15-0.62)
Married . 0.65(0.31-1.36)
Grade Grade |-l -t 0.44(0.16-1.2)
Grade Ill - 0.47(0.25-0.88)
Histology Ductal carcinoma - 0.44(0.25-0.77)
Non ductal carcinoma . 0.37(0.1-1.44)
Surgery Modified radical mastectomy  # 0.46(0.27-0.77)
Radical mastectomy . 0(0-Inf)
AJCC I -— 0.33(0.1-1.08)
n - 0.47(0.26-0.83)
T Stage T1-2 == 0.37(0.15-0.92)
T3 . 0.81(0.29-2.29)
T4 - 0.31(0.14-0.69)
N Stage N2-3 -— 0.35(0.15-0.86)
N1 - 0.47(0.25-0.88)
Breast Subtype HR+HER2+ L] 0.53(0.14-1.96)
HR-HER2+ . 0.67(0.23-1.93)
HR-HER2- - 0.15(0.05-0.42)
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Figure 4. Forest plot of the effect of postmastectomy radiotherapy (PMRT) on overall survival
(OS) improvement.

Additionally, it was observed that PMRT did not confer a survival benefit in certain
subgroups, such as those with HER2-positive tumors and HR-positive/HER2-negative
tumors. Most previous studies on PMRT were conducted during an earlier treatment
era, which did not incorporate molecular analysis.'*'* Several studies have since under-
scored the impact of molecular subtypes on treatment responses, including adjuvant
radiotherapy.**** However, only a limited number of studies have investigated the influ-
ence of breast cancer subtypes on PMRT following NAT. A retrospective study, which
reviewed 682 patients with clinical stage II-III breast cancer who underwent NAC and
mastectomy from 2013 to 2017, demonstrated that PMRT was associated with improved
LRR-free survival in patients with triple-negative breast cancer (p = 0.03).>> However, a
study from a Korean cohort reported that PMRT conferred no additional survival benefits
for any molecular subtype in patients who achieved ypNO status following NAC and mast-
ectomy.*® Our findings indicated that patients with grade 1 and grade 2 tumors, as well as
those with non-ductal invasive tumors, experience less pronounced short-term benefits
from PMRT. Further prospective studies are warranted to validate these observations.

The NRG Oncology/NSABP B-51/RTOG 1304 study is a pivotal prospective phase
II1 randomized controlled trial designed to evaluate whether breast cancer patients who
achieve nodal clearance (ypNO) after NAC require comprehensive postoperative
regional radiotherapy.?” Its significance lies in being the first study to provide high-
quality evidence on the feasibility of radiotherapy de-escalation after NAC. If the
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Figure 5. Kaplan—Meier survival curves of postmastectomy radiotherapy (PMRT) and non-PMRT
groups in patients with grade 3, AJCC stage lll, NI, N+, and hormone receptor (HR)-human
epidermal growth factor-2 (HER2) status after propensity score matching (PSM); the blue curve
represents PMRT, and the yellow curve represents non-PMRT.

results confirm that radiotherapy can be safely omitted, it will significantly reduce
treatment-related toxicity, improve patients’ quality of life, and offer critical guidance
for clinical practice.?®

This study had several limitations. First, the database reports OS without including
other survival outcomes such as local or distant recurrence. Second, the database lacks
information regarding systemic therapy, including the selection of chemotherapy or tar-
geted regimens and the duration of treatment. Third, selection bias cannot be entirely
eliminated in this retrospective study. Fourth, a notable limitation of this study is the rela-
tively short median follow-up period of 49 months, which may be insufficient to fully
capture the long-term survival benefits, especially in HR-positive patients. Lastly, due
to the ethnic diversity of the SEER database, our findings may not be generalizable to
regions characterized by high levels of ethnic homogeneity. Our study is limited by
the absence of recurrence data and systemic therapy details, which may confound sur-
vival outcomes. Additionally, the retrospective design and short median follow-up (49
months) necessitate cautious interpretation. Future randomized trials (e.g. NRG
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Oncology/NSABP B-51) are needed to validate our findings and explore long-term out-
comes. Our study highlights the potential benefit of PMRT in high-risk ypNO patients but
suggests a more selective approach for low-risk groups. Future studies with recurrence
data and prospective validation are needed to refine treatment guidelines.

Conclusions

This analysis identified the prognostic value of PMRT in patients who underwent NAT
and achieved ypNO status. The majority of subgroups exhibited improved OS with the
administration of PMRT. However, patients with favorable prognostic characteristics
(such as grade 1-2 tumors, stage II disease, HER2-positive, and HR-positive/
HER2-negative tumors) may derive limited short-term benefit from PMRT. These find-
ings warrant further validation in prospective studies with longer follow-up periods.
These findings suggest that PMRT may be unnecessary for these specific patient cohorts.
Further studies with longer follow-up are needed to confirm these observations.
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