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LOCO-REGIONAL BREAST CANCER

Surgical Treatment of Women with Breast Cancer and a BRCA1 Mutation:
AnInternational Analysis of the Impact of Bilateral Mastectomy on Survival

Author: K. Metcalfe
Citation: SABCS 2023:GS02-04

Background: Women with breast cancer and a BRCA1 mutation face a high risk
of contralateral breast cancer. For this reason, many women with a unilateral
breast cancer opt for bilateral mastectomies. Some will have a contralateral
prophylactic mastectomy as a second surgery. However, it is not clear to what
extent this operation impacts breast cancer mortality. The objective of the
current study was to evaluate the differences in survival by surgical treatment
in an international cohort of women with a BRCA1 mutation and unilateral
breast cancer.

Methods: Eligible participants were identified from a large international cohort
of women with breast cancer and a BRCA1 mutation, from 26 collaborating
centres. Patients with DCIS and stage IV breast cancer were excluded. Patients
with synchronous bilateral cancer were excluded. Demographic data were
patient reported and clinical and treatment data were collected from medical
records. Women were followed from date of breast cancer diagnosis to either
date of last follow-up or date of death.

Results: There were 2482 eligible participants from 26 centres from 11
countries. The mean age of breast cancer diagnosis was 43.1 years (range 18-
70 years). Among those who had a unilateral mastectomy or lumpectomy, the
risk of contralateral breast cancer at 20 years was 27.5%. After experiencing a
contralateral cancer the hazard ratio for breast cancer death was 2.14 (95%Cl
1.43-3.18), P=0.0002. The fifteen year breast cancer specific survival in the
entire cohort was 82.9%. The survival was 78.7% for those who had a unilateral
mastectomy, 86.2% for those who had a lumpectomy, and 88.7% for those
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who had bilateral mastectomies. 529 of the women who initially underwent
a unilateral surgery subsequently had a contralateral or bilateral preventive
mastectomy in the follow up period. 529 of the women with unilateral surgery
had a contralateral or bilateral preventive mastectomy in the follow up period.
After adjusting for age of diagnosis, tumor size, nodal status, chemotherapy
(yes/no) and preventive mastectomy (time dependent) the hazard ratio for
breast cancer mortality for bilateral surgery versus unilateral surgery was 0.78
(95% C1 0.55-1.13), p=0.19.

Discussion: Women with a BRCAT mutation and breast cancer who develop
a contralateral breast cancer have double the risk of mortality compared to
women who do notdevelop contralateral breast cancer. We observed a small
non-significant reduction in mortality for those who had bilateral mastectomies
as initial treatment, but the cohort will require longer follow up for definitive
results. Women with a BRCA1 mutation should be counselled on the risks of
contralateral breast cancer and make surgical decisions with this knowledge.

Contralateral breast cancer risk in patients with breast cancer and a
germline-BRCA1/2 pathogenic variant undergoing radiation

Author: Mark van Barele
Citation: JNCI: Journal of the National Cancer Institute, 2023, 115(11), 13181328

Background: Radiation-induced secondary breast cancer (BC) may be a
concern after radiation therapy (RT) for primary breast cancer (PBC), especially
in young patients with germline (g)BRCA-associated BC who already have high
contralateral BC (CBC) risk and potentially increased genetic susceptibility to
radiation. We sought to investigate whether adjuvant RT for PBC increases the
risk of CBC in patients with gBRCA1/2-associated BC.

Methods: The gBRCA1/2 pathogenic variant carriers diagnosed with PBC were
selected from the prospective International BRCA1/2 Carrier Cohort Study.
We used multivariable Cox proportional hazards models to investigate the
Qsociation between RT (yes vs no) and CBC risk. We further stratified for BRCA

16 ,,
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status and age at PBC diagnosis (40years). Statistical significance tests were 2
sided.

Results: Of 3602 eligible patients, 2297 (64%) received adjuvant RT. Median
follow-up was 9.6years. The RT group had more patient with stage Ill PBC than
the non-RT group (15% vs 3%, P<.001), received chemotherapy more often
(81% vs 70%, P<.001), and received endocrine therapy more often (50% vs 35%,
P<.001). The RT group had an increased CBC risk compared with the non-RT
group (adjusted hazard ratio [HR]=1.44; 95% confidence interval [CI] = 1.12 to
1.86). Statistical significance was observed in gBRCA2 (HR=1.77; 95% Cl"41.13
to 2.77) but not in gBRCA1 pathogenic variant carriers (HR=1.29; 95% Cl=0.93
to 1.77; P= .39 for interaction). In the combined gBRCA1/2 group, patients
irradiated when they were younger than or older than 40 years of age at PBC
diagnosis showed similar risks (HR=1.38; 95% Cl=0.93 to 2.04 and HR=1.56; 95%
Cl=1.11 to 2.19, respectively).

Conclusions: RT regimens minimizing contralateral breast dose should be
considered in gBRCA1/2 pathogenic variant carriers.

Sentinel Lymph Node Biopsy vs No Axillary Surgery in Patients With Small
Breast Cancer and Negative Results on Ultrasonography of Axillary Lymph
Nodes: The SOUND Randomized Clinical Trial

Author: Oreste Davide Gentilini
Citation: JAMA Oncol. 2023 Nov 1:9(11):1557-1564.

Importance: Sentinel lymph node biopsy (SLNB) is the standard of care for
axillary node staging of patients with early breast cancer (BC), but its necessity
can be questioned since surgery for examination of axillary nodes is not
performed with curative intent.

Objective: To determine whether the omission of axillary surgery is noninferior
to SLNB in patients with small BC and a negative result on preoperative axillary

Qmph node ultrasonography.
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Design, setting, and participants: The SOUND (Sentinel Node vs Observation
After Axillary Ultra-Sound) trial was a prospective noninferiority phase 3
randomized clinical trial conducted in Italy, Switzerland, Spain, and Chile. A
total of 1463 women of any age with BC up to 2 cm and a negative preoperative
axillaryultrasonographyresultwereenrolledandrandomized between February
6, 2012, and June 30, 2017. Of those, 1405 were included in the intention-to-
treat analysis. Data were analyzed from October 10, 2022, to January 13, 2023.

Intervention: Eligible patients were randomized on a 1:1 ratio to receive SLNB
(SLNB group) or no axillary surgery (no axillary surgery group).

Main outcomes and measures: The primary end point of the study was
distant disease-free survival (DDFS) at 5 years, analyzed as intention to treat.
Secondary end points were the cumulative incidence of distant recurrences,
the cumulative incidence of axillary recurrences, DFS, overall survival (OS), and
the adjuvant treatment recommendations.

Results: Among 1405 women (median [IQR] age, 60 [52-68] years) included in
the intention-to-treat analysis, 708 were randomized to the SLNB group, and
697 were randomized to the no axillary surgery group. Overall, the median
(IQR) tumor size was 1.1 (0.8-1.5) cm, and 1234 patients (87.8%) had estrogen
receptor-positive ERBB2 (formerly HER2 or HER2/neu), nonoverexpressing BC.
In the SLNB group, 97 patients (13.7%) had positive axillary nodes. The median
(IQR) follow-up for disease assessment was 5.7 (5.0-6.8) years in the SLNB group
and 5.7 (5.0-6.6) years in the no axillary surgery group. Five-year distant DDFS
was 97.7% in the SLNB group and 98.0% in the no axillary surgery group (log-
rank P = .67; hazard ratio, 0.84; 90% Cl, 0.45-1.54; noninferiority P =.02). A total
of 12 (1.7%) locoregional relapses, 13 (1.8%) distant metastases, and 21 (3.0%)
deaths were observed in the SLNB group, and 11 (1.6%) locoregional relapses,
14 (2.0%) distant metastases, and 18 (2.6%) deaths were observed in the no
axillary surgery group.
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Conclusions and relevance: In this randomized clinical trial, omission of axillary
surgery was noninferior to SLNB in patients with small BC and a negative result
on ultrasonography of the axillary lymph nodes. These results suggest that
patients with these features can be safely spared any axillary surgery whenever
the lack of pathologicalinformation does not affect the postoperative treatment
plan.

Lymph Node Positivity of Axillary Reverse Mapping Lymph Nodes at the
Time of Axillary Lymph Node Dissection: Two-Site Prospective Trial

Author: Molly M Benolken
Citation: Ann Surg Oncol. 2023 Oct;30(10):6042-6049.

Background: Axillary reverse mapping (ARM) was introduced in 2007 to identify
and selectively preserve upper-extremity lymphatics during axillary lymph
node surgery to decrease the risk of lymphedema. The patient population in
which an ARM lymph node (LN) can be preserved during an axillary lymph
node dissection (ALND) has not been established to date. This study aimed
to determine the frequency of metastatic involvement of an ARM LN among
patients undergoing ALND.

Methods: Patients undergoing ALND with or without immediate lymphatic
reconstruction (ILR) were enrolled in a prospective trial at two institutional sites
between April 2018 and Decemeber 2022. This report analyzes the ARM node
positivity and total LN positivity rates during ALND for the cohort of patients
enrolled in the ILR intervention arm of the study.

Results: The inclusion criteria were met by 139 patients, who made up the study
population (133 with breast cancer and 6 with other disease). Of the breast
cancer patients, 99.2% were female, 35.3% (47/133) were cT3 or greater, and
96.2% (128/133) had cN1 or greater disease. For 55 of the 133 patients (41.4%),
the ARM nodes were marked and specified in the pathology report. Of the 55
patients, 39 (70.9%) had a positive LN at ALND. Of these 55 patients, 11 (20%)
had positive ARM nodes. The ARM LN was the only positive node in 3 of the 11

Qatients.
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Conclusion: In the contemporary patient population undergoing ALND, the
positivity rate of the ARM LN was relatively high, suggesting that leaving ARM
LNs in patients undergoing ALND may not be oncologically safe.

Radiotherapy to regional nodes in early breast cancer: an individual
patient data meta-analysis of 14 324 women in 16 trials

Author: Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)
Citation: Lancet. 2023 Nov 25,402(10416):1991-2003.

Background: Radiotherapy has become much better targeted since the 1980s,
improving both safety and efficacy. In breast cancer, radiotherapy to regional
lymph nodes aims to reduce risks of recurrence and death. Its effects have been
studied in randomised trials, some before the 1980s and some after. We aimed
to assess the effects of regional node radiotherapy in these two eras.

Methods: In this meta-analysis of individual patient data, we sought data from
all randomised trials of regional lymph node radiotherapy versus no regional
lymph node radiotherapy in women with early breast cancer (including one
study that irradiated lymph nodes only if the cancer was right-sided). Trials
were identified through the EBCTCG's regular systematic searches of databases
including MEDLINE, Embase, the Cochrane Library, and meeting abstracts. Trials
were eligible if they began before Jan 1, 2009. The only systematic difference
between treatment groups was in regional node radiotherapy (to the internal
mammary chain, supraclavicular fossa, or axilla, or any combinations of these).
Primary outcomes were recurrence at any site, breast cancer mortality, non-
breast-cancer mortality, and all-cause mortality. Data were supplied by trialists
and standardised into aformat suitable for analysis. A summary of the formatted
data was returned to trialists for verification. Log-rank analyses yielded first-
event rate ratios (RRs) and confidence intervals.

Findings: We found 17 eligible trials, 16 of which had available data (for 14 324
participants), and one of which (henceforth excluded), had unavailable data (for
&65 participants).Inthe eight newertrials (12 167 patients), which started durig
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1989-2008, regional node radiotherapy significantly reduced recurrence (rate
ratio 0-88,95% C10-81-0-95; p=0-0008). The main effect was on distant recurrence
as few regional node recurrences were reported. Radiotherapy significantly
reduced breast cancer mortality (RR 0-87, 95% Cl 0-80-0-94; p=0-0010), with
no significant effect on non-breast-cancer mortality (0-97, 0-84-1-11; p=0-63),
leading to significantly reduced all-cause mortality (0-90, 0-84-0-96; p=0-0022).
In an illustrative calculation, estimated absolute reductions in 15-year breast
cancer mortality were 1-6% for women with no positive axillary nodes, 2:7%
for those with one to three positive axillary nodes, and 4-5% for those with four
or more positive axillary nodes. In the eight older trials (2157 patients), which
started during 1961-78, regional node radiotherapy had little effect on breast
cancer mortality (RR 1-04, 95% CI 0-91-1-20; p=0-55), but significantly increased
non-breast-cancer mortality (1-42, 1:18-1-71; p=0-00023), with risk mainly after
year 20, and all-cause mortality (1:17, 1-04-1-31; p=0-0067).

Interpretation: Regional noderadiotherapy significantly reduced breast cancer
mortality and all-cause mortality in trials done after the 1980s, but not in older
trials. These contrasting findings could reflect radiotherapy improvements
since the 1980s.

Radiotherapy or Surgery of the Axilla After a Positive Sentinel Node in
Breast Cancer: 10-Year Results of the Randomized Controlled EORTC
10981-22023 AMAROS Trial

Author: Sanne A L Bartels
Citation: J Clin Oncol. 2023 Apr 20;41(12):2159-2165.

Purpose: The European Organisation for Research and Treatment of Cancer
10981-22023 AMARQOS trial evaluated axillary lymph node dissection (ALND)
versus axillary radiotherapy (ART) in patients with cT1-2, node-negative breast
cancer and a positive sentinel node (SN) biopsy. At 5 years, both modalities
showed excellent and comparable axillary control, with significantly less
morbidity after ART. We now report the preplanned 10-year analysis of the
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axillary recurrence rate (ARR), overall survival (OS), and disease-free survival
(DFS), and an updated 5-year analysis of morbidity and quality of life.

Methods: In this open-label multicenter phase Il noninferiority trial, 4,806
patients underwent SN biopsy; 1,425 were node-positive and randomly
assigned to either ALND (n = 744) or ART (n = 681).

Results: Per intention-to-treat analysis, 10-year ARR cumulative incidence was
0.93% (95% Cl, 0.18 to 1.68; seven events) after ALND and 1.82% (95% Cl, 0.74
to 2.94; 11 events) after ART (hazard ratio [HR], 1.71; 95% Cl, 0.67 to 4.39). There
were no differencesin OS (HR, 1.17;95% Cl, 0.89 to 1.52) or DFS (HR, 1.19; 95% Cl,
0.97 to 1.46). ALND was associated with a higher lymphedema rate in updated
5-year analyses (24.5% v 11.9%; P < .001). Quality-of-life scales did not differ by
treatment through 5 years. Exploratory analysis showed a 10-year cumulative
incidence of second primary cancers of 12.1% (95% Cl, 9.6 to 14.9) after ART
and 8.3% (95% Cl, 6.3 to 10.7) after ALND.

Conclusion: This 10-year analysis confirms a low ARR after both ART and ALND
with no difference in OS, DFS, and locoregional control. Considering less arm
morbidity, ART is preferred over ALND for patients with SN-positive cT1-2 breast
cancer.

Five-year outcomes of the IDEA trial of endocrine therapy without
radiotherapy afterbreast-conserving surgeryforpostmenopausal patients
age 50-69 with genomically-selected favorable Stage | breast cancer

Author: Reshma Jagsi
Citation: SABCS 2023: GS02-08

Background: Multiple studies have shown a low risk of ipsilateral breast events
(IBE) or other recurrences for selected patients age 65-70 or older with Stage
| breast cancers treated with breast conserving surgery (BCS) and endocrine
therapy (ET) without adjuvant radiotherapy (RT). We designed a prospective
Qngle-arm trial, IDEA (Individualized Decisions for Endocrine therapy Alone),
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to see if younger postmenopausal patients could also be successfully treated
without RT, adding a genomic assay to classic selection factors.

Methods: Postmenopausal patients aged 50-69 with pT1NO unifocal invasive
breast cancer with margins 2mm or wider after BCS whose tumors were ER+,
PR+, and Her2- with Oncotype DX 21-gene recurrence score (RS) 18 or lower
were eligible to avoid RT if they consented to take at least 5 years of ET and
surveillance on study. The primary endpoint was the rate of breast cancer
recurrence at 5 years of follow-up after BCS. A valid 5-year assessment was
defined as a clinical assessment within 4 months prior to the 5-year anniversary
or later. Follow-up time was calculated from the date of BCS until first recurrence
[ipsilateral breast events (IBE) or regional or distant failures] or to last clinical
follow-up. The time-to-event endpoint was calculated using the product-limit
method of Kaplan and Meier measured from the date of BCS.

Results: 200 eligible patients were enrolled from 13 US institutions between
June 2015 and October 2018. Median age was 63 years (IQR 58-66); mean RS
was 11.2 (SD 4.8). Tumors were grade 1 in 85 patients, grade 2 in 109, and grade
3 in 6. Mean tumor size was 10mm (SD 4.6). Lymphovascular invasion was
present in 16 tumors and an extensive intraductal component in 11. Median
follow-up time was 5.21 years (IQR 5.01-5.97); 8 of 14 patients with less than 56
months of follow-up were lost to follow-up. Overall and breast cancer-specific
survival rates at 5 years were both 100%; 2 deaths occurred later than 5 years.
The 5-year freedom from recurrence was 99% (95% Cl, 96%-100%). One of the
two events occurring by 5 years was an isolated axillary recurrence at 21 months
treated with axillary dissection and breast and regional nodal irradiation. The
other was an IBE at 49 months, treated with repeat BCS. Both these patients
had been compliant with ET. Six additional patients recurred later than 5 years
after BCS (5 IBEs, 1 IBE plus regional recurrence). Crude rates of IBE for the entire
follow-up period for patients aged 50-59 and 60-69 were 3.3% (2/60) and 3.6%
(5/140), respectively; crude rates of overall relapse were 5.0% (3/60) and 3.6%
(5/140).
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Conclusions: This multicenter trial of ET without RT following BCS achieved
a very low risk of relapse for postmenopausal patients with Stage | cancers
using a genomic assay in combination with classic clinical and biologic features
for treatment selection, including for patients younger than age 60. IDEA
demonstrates a 5-year probability of recurrence consistent with or lower than
the 4% risk estimated a priori, and the patients accrued were younger when
compared to prior prospective trials (e.g., PRIME Il, minimum age 65; CALGB
9343, minimum age 70; LUMINA, median age 67). The results of ongoing NRG
BROO?7 trial, which randomly allocates women meeting these eligibility criteria
to receive RT or not, and similar randomized and single-arm studies will help
determine whether the option of avoiding initial RT can be offered to a broader
group of women than current guidelines recommend. Long-term follow-up
beyond the 5-year required period of ET will be important to determine if the
risk of recurrence increases, particularly after discontinuation of ET.

Development and Validation of a Genomic Profile for the Omission of Local
Adjuvant Radiation in Breast Cancer

Author: Martin Sjostrém
Citation: J Clin Oncol. 2023 Mar 10;41(8):1533-1540

Purpose: Adjuvant radiotherapy (RT) is used for women with early-stage
invasive breast cancer treated with breast-conserving surgery. However, some
women with low risk of recurrence may safely be spared RT. This study aimed
to identify these women using a molecular-based approach.

Methods: We analyzed two randomized trials of women with node-negative
invasive breast cancer to £ RT following breast-conserving surgery: SweBCG91-
RT (stage I-ll, no adjuvant systemic therapy) and Princess Margaret (age 50
years or older, T1-T2, adjuvant tamoxifen). Transcriptome-wide profiling was
performed (Affymetrix Human Exon 1.0 ST microarray). Patients with estrogen
receptor-positive/human epidermal growth factor receptor 2-negative tumors
and with gene expression data were included. The SweBCG91-RT cohort was
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divided into training (N = 243) and validation (N = 354) cohorts. A 16-gene
signature named Profile for the Omission of Local Adjuvant Radiation (POLAR)
was trained to predict locoregional recurrence (LRR) using elastic net regression.
POLAR was then validated in the SweBCG91-RT validation cohort and the
Princess Margaret cohort (N = 132).

Results: Patients categorized as POLAR low-risk without RT had a 10-year LRR
of 6% (95% Cl, 2 to 16) and 7% (0 to 27) in SweBCG91-RT and Princess Margaret
cohorts, respectively. There was no significant benefit from RT in POLAR low-
risk patients (hazard ratio [HR], 1.1 [0.39 to 3.4], P =.81,and HR, 1.5 [0.14 to 16],
P = .74, respectively). Patients categorized as POLAR high-risk had a significant
decreased risk of LRR with RT (HR, 0.43[0.24 t0 0.78], P =.0055,and HR, 0.25 [0.07
to 0.92], P = .038, respectively). An exploratory analysis testing for interaction
between RT and POLAR in the combined validation cohort was performed (P =
.066).

Conclusion: The novel POLAR genomic signature on the basis of LRR biology
may identify patients with a low risk of LRR despite not receiving RT, and thus
may be candidates for RT omission.

Overview of Axillary Treatment in Early Breast Cancer: patient-level meta-
analysis of long-term outcomes among 20,273 women in 29 randomised
trials

Author: G. Mannu
Citation: SABCS 2023:GS02-05

Background: In early breast cancer, the optimal management of the axilla is
uncertain. To better understand the long-term benefits and risks of different
approaches, we undertook an individual patient data meta-analysis of
randomised trials comparing varying types of axillary treatment.
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Methods: Information was available on 20,273 women in 29 trials of axillary
surgery or axillary radiotherapy. The trial comparisons included in this overview
are summarised in Table 1. Randomisation took place during 1958-2009.
Median follow-up was 10.0 years (IQR 7.4-11.5).

Findings: In the trials of more extensive versus less extensive axillary treatment,
the rate ratios (RR) for locoregional recurrence varied by site (p=0.003),
however, 82% of these locoregional recurrences (552/670) occurred either in
the breast or were of unspecified location (Table 2). Considering locoregional
recurrence at any site, there was little difference in the risk from more versus
less axillary treatment (10-year risk 4.3% vs 4.7%; RR 0.90 95% Cl 0.77- 1.05;
p = 0.20), even in women treated for node-positive disease (3.7% vs 3.6%; RR
1.01, 95% Cl 0.74-1.36, p=0.97). There was, however, a substantial difference
in lymphoedema for trials of more versus less axillary surgery (odds ratio (OR)
2.35,95% Cl 2.05-2.70; p< 0.00001) and for trials of axillary treatment (surgery
or radiotherapy) compared with no further axillary treatment (OR 3.08, 95%
Cl 2.01-4.71; p< 0.00001). In the four trials comparing axillary node clearance
to axillary radiotherapy, the risk of locoregional recurrence appeared to be
somewhat reduced in women allocated to clearance (43 vs. 56 events, 10-
year risk 4.4% vs. 6.9%; RR 0.64, 95% Cl 0.43-0.96, p=0.03) whilst their risk of
lymphoedema was increased (OR 1.79, 95% Cl 1.42-2.27; p< 0.00001). The risks
of distant recurrence, breast cancer, non-breast-cancer, or all-cause mortality
did not differ significantly by extent of axillary treatment or when comparing
axillary clearance toradiotherapy.Interpretation:Thisisthe most comprehensive
overview of axillary treatment to date. Less extensive surgery, such as sentinel
lymph node biopsy, or using axillary radiotherapy, resulted in a substantial
reduction in lymphoedema compared to axillary node clearance. While there
was no evidence of a difference in locoregional recurrence, a moderate effect
cannot be excluded. Funding: Cancer Research UK, British Heart Foundation,
Medical Research Council.
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Safety of Targeted Axillary Dissection After Neoadjuvant Therapy in
Patients With Node-Positive Breast Cancer

Author: Sherko Kuemmel
Citation: JAMA Surg. 2023 Aug 1;158(8):80/-815.

Importance: The increasing use of neoadjuvant systemic therapy (NST) has led
to substantial pathological complete response rates in patients with initially
node-positive, early breast cancer, thereby questioning the need for axillary
lymph node dissection (ALND). Targeted axillary dissection (TAD) is feasible for
axillary staging; however, data on oncological safety are scarce.

Objective: To assess 3-year clinical outcomes in patients with node-positive
breast cancer who underwent TAD alone or TAD with ALND.

Design, setting, and participants: The SenTa study is a prospective registry
study and was conducted between January 2017 and October 2018. The
registry includes 50 study centers in Germany. Patients with clinically node-
positive breast cancer underwent clipping of the most suspicious lymph node
(LN) before NST. After NST, the marked LNs and sentinel LNs were excised (TAD)
followed by ALND according to the clinician’s choice. Patients who did not
undergo TAD were excluded. Data analysis was performed in April 2022 after
43 months of follow-up.

Exposure: TAD alone vs TAD with ALND.
Main outcomes and measures: Three-year clinical outcomes were evaluated.

Results: Of 199 female patients, the median (IQR) age was 52 (45-60) years. A
total of 182 patients (91.5%) had 1 to 3 suspicious LNs; 119 received TAD alone
and 80 received TAD with ALND. Unadjusted invasive disease-free survival
was 82.4% (95% Cl, 71.5-89.4) in the TAD with ALND group and 91.2% (95%
Cl, 84.2-95.1) in the TAD alone group (P = .04); axillary recurrence rates were
1.4% (95% Cl, 0-54.8) and 1.8% (95% Cl, 0-36.4), respectively (P = .56). Adjusted
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multivariate Cox regression indicated that TAD alone was not associated with
an increased risk of recurrence (hazard ratio [HR], 0.83; 95% Cl, 0.34-2.05; P =
.69) or death (HR, 1.07; 95% Cl, 0.31-3.70; P =.91). Similar results were obtained
for 152 patients with clinically node-negative breast cancer after NST (invasive
disease-free survival: HR, 1.26; 95% Cl, 0.27-5.87; P = .77; overall survival: HR,
0.81;95% Cl, 0.15-3.83; P = .74).

Conclusions and relevance: These results suggest that TAD alone in patients
with mostly good clinical response to NST and at least 3 TAD LNs may confer
survival outcomes and recurrence rates similar to TAD with ALND.

Mammographic surveillance in early breast cancer patients aged 50 years
or over: results of the Mammo-50 non-inferiority trial of annual versus less
frequent mammography

Author: J. Dunn
Citations: SABCS 2023:GS03-02

Introduction: Annual surveillance mammograms for an unspecified period,
after treatment for early breast cancer, are widely practised in USA and Europe
and represent a significant healthcare cost. Current UK guidelines recommend
annual mammograms up to 5 years, then reverts to 3 year screening without
specified risk stratification. Further evidence is needed to determine the
optimum frequency and duration of mammographic surveillance.

Methods: A multi-centre, randomised controlled, phase Il trial of annual
mammography versus 2-yearly for conservation surgery and 3-yearly
mammograms for mastectomy patients up to 9 years. Women were eligible if
aged 50 years or over at initial diagnosis of breast cancer (invasive or DCIS), and
recurrence free 3 years post curative surgery.

Primary outcome was breast cancer specific survival (BCSS). Secondary
outcomes include recurrence free interval (RFI) and overall survival (OS). BCSS
Q/ent was defined as deaths from breast cancer and RFl as any locoregional or

28 ,,




Oth YEAR IN REVIEW

BREAST

CANCEI-

The year that was...2023

T: "

distant invasive recurrence or new breast primary. 5000 women were needed
to detect a 3% absolute non-inferiority (NI) margin for BCSS with 2.5% one-
sided alpha and at least 85% power. Analyses were carried out on intention-to-
treat basis.

Results: 5235 women were randomised between April 2014 and September
2018. 4347 (83%) women were aged 55-75 years, 4203 (80%) had undergone
conservation surgery, 4564 (87%) had invasive disease, 1162 (22%) had node
positive disease, 4330 (83%) had ER positive tumours and 3812 (73%) were
taking hormone therapy at the time of randomisation. Patient characteristics
were balanced across arms.

With a median of 5.4 years follow-up (interquartile range 4.6-5.9), 319 women
have died; 104 of breast cancer (53 on annual arm; 51 on less frequent arm).
BCSS at 5 years was 98.2% (95% Cl 97.5-98.6%) on annual arm and 98.3% (95%
Cl 97.7-98.8%) on less frequent arm. Hazard ratio (HR) was 1.04 (95% Cl 0.71
-1.54), demonstrating non-inferiority of less frequent mammograms at the 3%
margin (NI p< 0.0001; critical value 2.71) and the 1% margin (NI p=0.02; critical
value 1.56).

320 (6%) women had a new invasive breast cancer event (55 loco-regional
recurrences, 85 new breast primaries, 139 distant recurrences and 41 with
multiple invasive events); 164 on the annual arm compared to 156 on the less
frequent arm. Five-year RFI was 94.2% (95% Cl 93.2-95.1%) for the annual arm
and 94.4% (95% Cl 93.4-95.3%) for the less frequent arm; HR= 1.03; (95% ClI
0.83-1.28) demonstrating non-inferiority at a 2% margin (NI p=0.006; critical
value 1.36).

OS at 5 years was 94.9% (95% Cl 93.9-95.7%) on the annual arm and 94.3% (95%
Cl 93.3-95.2%) on the less frequent arm. Hazard ratio (HR) was 1.18 (95% Cl 0.94
-1.47), demonstrating non-inferiority of less frequent mammograms at the 3%
margin (NI p=0.003; critical value 1.61) and the 2.5% margin (NI p=0.02; critical

value 1.51).
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A total of 14987 mammograms have been performed on the annual arm and
8047 on the less frequent arm. 1967 (75%) of 2618 women on the annual
arm complied with their allocated schedule compared to 1775 (68%) of 2617
women on the less frequent arm. COVID-19 pandemic affected compliance; it is
estimated that 345 (7%) women missed mammograms during the pandemic. A
sensitivity analysis was performed onthe 72% of women who fully complied with
their scheduled mammograms as per protocol, and again NI was demonstrated
for BCSS, RFl and OS.

Conclusions: For patients aged 50 or older and 3 years post diagnosis,
Mammo-50 demonstrated that less frequent mammograms were no worse
than annual mammograms. These results provide evidence for less frequent
mammographic surveillance for this patient population.

Post-diagnosis weight trajectories and mortality among women with
breast cancer

Author: Leah S Puklin
Citation: NPJ Breast Cancer. 2023 Dec 2:9(1):98. doi: 10.1038 s41523-023-00603-5.

Weight gain after breast cancer diagnosis is associated with adverse health
outcomes. Yet, few studies have characterized post-diagnosis weight change
in the modern treatment era or populations most at risk for weight changes.
Among women diagnosed with stages I-Ill breast cancer in the Smilow Care
Network (2013-2019; N=5441), we abstracted demographic and clinical
characteristics from electronic health records and survival data from tumor
registries. We assessed if baseline characteristics modified weight trajectories
with nonlinear multilevel mixed-effect models. We evaluated body mass index
(BMI) at diagnosis and weight change 1-year post-diagnosis in relation to all-
cause and breast cancer-specificmortality with Cox proportional hazard models.
Women had 34.4 + 25.5 weight measurements over 3.2 + 1.8 years of follow-up.
Weight gain was associated with ER/PR—, HER2+ tumors, BMI < 18.5 kg/m?, and
age <45 years (+4.90kg (standard error [SE]=0.59), +3.24kg (SE=0.34), and
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+1.75kg (SE=0.10), respectively). Weight loss was associated with BMI =35 kg/
m?and age = 70years (—4.50 kg (SE=0.08) and —4.34 kg (SE=0.08), respectively).
Large weight loss (=10%), moderate weight loss (5-10%), and moderate weight
gain (5-10%) 1-year after diagnosis were associated with higher all-cause
mortality (hazard ratio [HR]=2.93, 95% confidence interval [Cl]=2.28-3.75,
HR=1.32, 95% CI=1.02-1.70 and HR=1.39, 95% Cl=1.04-1.85, respectively).
BMI>35kg/m? or BMI<18.5kg/m? at diagnosis were also associated with
higher all-cause mortality. Weight change after a breast cancer diagnosis
differed by demographic and clinical characteristics highlighting subgroups at-
risk for weight change during a 5-year period post-diagnosis. Monitoring and
interventions for weight management early in clinical care are important.

Recurrence-free survival following sentinel node-positive breast cancer
without completion axillary lymph node dissection - first results from the
international randomized SENOMAC trial.

Author: J. de Boniface
Citation: SABCS 2023: GS02-06

Background: The omission of a completion axillary lymph node dissection
(cALND) after a positive sentinel lymph node (SLN) biopsy in patients with
clinically node-negative breast cancer has been demonstrated to yield survival
outcomes non-inferior to routine cALND in breast-conserving surgery followed
by whole-breast irradiation (ACOSOG Z0011 and IBCSG 23-01 trials), and to
axillary radiotherapy (RT) regardless of breast surgery (EORTC AMAROS trial).
Mainly due to the under-representation of mastectomy patients, and a limited
number of observed events compromising statistical power, the international
randomized SENOMAC trial was initiated in 2015. The main aim of this non-
inferiority trial was to address knowledge gaps relating to individuals treated
by mastectomy, those with larger tumors and those with SLN extracapsular
extension.
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Method: The SENOMAC trial (NCT 02240472) enrolled patients with cT1-3cNO
primary breast cancer and 1-2 SLN macrometastases at 67 sites in five countries
between January 27,2015, and December 31, 2021. Participants were randomized
1:1 between cALND (standard) and omission of cCALND (intervention). Stratification
was per country. Breast-conserving surgery and mastectomy were eligible
surgical interventions. Preoperative axillary ultrasound was mandatory; patients
with non-palpable suspicious axillary lymph nodes, even if proven metastatic
by biopsy, were eligible. SLN extracapsular extension was allowed. Adjuvant
radiotherapy was dictated by national guidelines and not by the trial protocol.
Statistical sample size calculation was based on the primary outcome overall
survival. Non-inferiority was defined as a 5-year overall survival not worsened
by more than 2.5% when refraining from cALND after the observation of 190
all-cause deaths in a target sample size of 3000 included patients. In the present
analysis, the pre-specified secondary outcome of recurrence-free survival is
reported.

Results: Out of 2766 randomized individuals, 2539 comprised the per-protocol
population: 1204 in the standard and 1335 in the intervention group. Median
follow-up was 37.1 months (1.5-75.0) and median age at inclusion 61 years
(range 20-94). Most tumors belonged to the luminal subtype (93.6%); tumor
stage was T1 in 1358 (53.5%), T2 in 1034 (40.7%) and T3 in 146 participants
(5.8%). Out of 347 participants with suspicious lymph nodes on ultrasound,
36 had confirmed non-palpable metastasis. SLN extracapsular extension was
reported in 866 (34.1%). The breast was conserved in 1621 (63.8%) and a
mastectomy performed in 918 (36.2%) patients. Most patients (2127, 83.8%)
received radiotherapy including nodal target volumes. In 34.1% of the standard
group, additional non-SLN metastases were identified on cALND. Overall,
104 recurrences were reported, 54 (4.5%) in the standard and 50 (3.7%) in
the intervention group. Of these, 11 recurrences were found in the ipsilateral
axilla: 5 (0.4%) and 6 (0.5%), respectively. Recurrence-free survival did not differ
between groups (country-adjusted HR 0.89, 95% Cl 0.65-1.20).
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Conclusion: Despite extended inclusion criteria, there was no difference in
recurrence-free survival whether cALND was omitted (intervention) or not
(standard). Patients undergoing mastectomy will specifically be addressed
in subgroup analyses. Long-term follow-up is crucial considering the high
proportion of luminal cancers

Local Recurrence After Breast-Conserving Therapy in Patients With
Multiple Ipsilateral Breast Cancer: Results From ACOSOG Z11102 (Alliance)

Author: Judy C. Boughey
Citation: Journal of Clinical Oncology 41, no. 17 (June 10, 2023) 3184-3193.

Purpose: Breast-conserving therapy (BCT) is the preferred treatment for
unifocal breast cancer (BC). The oncologic safety of BCT for multiple ipsilateral
breast cancer (MIBC) has not been demonstrated in a prospective study.
ACOSOG Z11102 (Alliance) is a phase ll, single-arm, prospective trial designed
to evaluate oncologic outcomes in patients undergoing BCT for MIBC.

Patients and Methods: Women age 40 years and older with two to three foci
of biopsy-proven cNO-1 BC were eligible. Patients underwent lumpectomies
with negative margins followed by whole breast radiation with boost to all
lumpectomy beds. The primary end point was cumulative incidence of local
recurrence (LR) at 5 years with an a priori rate of clinical acceptability of <8%.

Results: Among 270 women enrolled between November 2012 and August
2016, there were 204 eligible patients who underwent protocol-directed BCT.
The median age was 61 years (range, 40-87 years). At a median follow-up of 66.4
months (range, 1.3-90.6 months), six patients developed LR for an estimated
5-year cumulative incidence of LR of 3.1% (95% CI, 1.3 to 6.4). Patient age,
number of sites of preoperative biopsy-proven BC, estrogen receptor status
and human epidermal growth factor receptor 2 status, and pathologic T and N
categories were not associated with LR risk. Exploratory analysis showed that
the 5-year LRrate in patients without preoperative magnetic resonance imaging
(MRI; n = 15) was 22.6% compared with 1.7% in patients with a preoperative

MRI (n = 189; P =.002).
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Conclusion: The Z11102 clinical trial demonstrates that breast-conserving
surgery with adjuvant radiation that includes lumpectomy site boosts yields
an acceptably low 5-year LR rate for MIBC. This evidence supports BCT as
a reasonable surgical option for women with two to three ipsilateral foci,
particularly among patients with disease evaluated with preoperative breast
MRI.

Omitting Radiotherapy after Breast-Conserving Surgery in Luminal A
Breast Cancer

Author: Timothy J Whelan
Citation: N Engl J Med. 2023 Aug 17:389(7):612-619.

Background: Adjuvant radiotherapy is prescribed after breast-conserving
surgery to reduce the risk of local recurrence. However, radiotherapy is
inconvenient, costly, and associated with both short-term and long-term side
effects. Clinicopathologic factors alone are of limited use in the identification of
women at low risk for local recurrence in whom radiotherapy can be omitted.
Molecularly defined intrinsic subtypes of breast cancer can provide additional
prognostic information.

Methods: We performed a prospective cohort study involving women who
were at least 55 years of age, had undergone breast-conserving surgery for
TT1NO (tumor size <2 cm and node negative), grade 1 or 2, luminal A-subtype
breast cancer (defined as estrogen receptor positivity of >1%, progesterone
receptor positivity of >20%, negative human epidermal growth factor receptor
2, and Ki67 index of <13.25%), and had received adjuvant endocrine therapy.
Patients who met the clinical eligibility criteria were registered, and Ki67
immunohistochemical analysis was performed centrally. Patients with a Ki67
index of 13.25% or less were enrolled and did not receive radiotherapy. The
primary outcome was local recurrence in the ipsilateral breast. In consultation
with radiation oncologists and patients with breast cancer, we determined
that if the upper boundary of the two-sided 90% confidence interval for the
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cumulative incidence at 5 years was less than 5%, this would represent an
acceptable risk of local recurrence at 5 years.

Results: Of 740 registered patients, 500 eligible patients were enrolled. At 5
years after enrollment, recurrence was reported in 2.3% of the patients (90%
confidence interval [Cl], 1.3 to 3.8; 95% Cl, 1.2 to 4.1), a result that met the
prespecified boundary. Breast cancer occurred in the contralateral breast in
1.9% of the patients (90% Cl, 1.1 to 3.2), and recurrence of any type was observed
in 2.7% (90% Cl, 1.6 to 4.1).

Conclusions: Among women who were at least 55 years of age and had T1NO,
grade 1 or 2, luminal A breast cancer that were treated with breast-conserving
surgery and endocrine therapy alone, the incidence of local recurrence at 5
years was low with the omission of radiotherapy.

Breast-Conserving Surgery with or without Irradiation in Early Breast
Cancer

Author: lan H Kunkler
Citation: N Engl J Med.2023 Feb 16,;388(7):585-594.

Background: Limited level 1 evidence is available on the omission of
radiotherapy after breast-conserving surgery in older women with hormone
receptor-positive early breast cancer receiving adjuvant endocrine therapy.

Methods: We performed a phase 3 randomized trial of the omission of
irradiation; the trial population included women 65 years of age or older who
had hormone receptor-positive, node-negative, T1 or T2 primary breast cancer
(with tumors <3 cm in the largest dimension) treated with breast-conserving
surgery with clear excision margins and adjuvant endocrine therapy. Patients
were randomly assigned to receive whole-breast irradiation (40 to 50 Gy) or no
irradiation. The primary end point was local breast cancer recurrence. Regional
recurrence, breast cancer-specific survival, distant recurrence as the first event,
Q\d overall survival were also assessed.
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Results: A total of 1326 women were enrolled; 658 were randomly assigned to
receive whole-breast irradiation and 668 to receive no irradiation. The median
follow-up was 9.1 years. The cumulative incidence of local breast cancer
recurrence within 10 years was 9.5% (95% confidence interval [Cl], 6.8 to 12.3)
in the no-radiotherapy group and 0.9% (95% Cl, 0.1 to 1.7) in the radiotherapy
group (hazard ratio, 10.4;95% Cl,4.1t0 26.1; P<0.001). Although local recurrence
was more common in the group that did not receive radiotherapy, the 10-year
incidence of distant recurrence as the first event was not higher in the no-
radiotherapy group than in the radiotherapy group, at 1.6% (95% Cl, 0.4 to 2.8)
and 3.0% (95% Cl, 1.4to 4.5), respectively. Overall survival at 10 years was almost
identical in the two groups, at 80.8% (95% Cl, 77.2 to 84.3) with no radiotherapy
and 80.7% (95% Cl, 76.9 to 84.3) with radiotherapy. The incidence of regional
recurrence and breast cancer-specific survival also did not differ substantially
between the two groups.

Conclusions: Omission of radiotherapy was associated with an increased
incidence of local recurrence buthad no detrimental effect on distant recurrence
as the first event or overall survival among women 65 years of age or older with
low-risk, hormone receptor-positive early breast cancer.

Proton FLASH Radiotherapy for the Treatment of Symptomatic Bone
Metastases: The FAST-01 Nonrandomized Trial

Author: Anthony E Mascia
Citation: JAMA Oncol.2023 Jan 1:9(1):62-69.

Importance: To our knowledge, there have been no clinical trials of ultra-high-
dose-rate radiotherapy delivered at more than 40 Gy/sec, known as FLASH
therapy, nor first-in-human use of proton FLASH.

Objectives: To assess the clinical workflow feasibility and treatment-related
toxic effects of FLASH and pain relief at the treatment sites.
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Design, setting, and participants: In the FAST-01 non-randomized trial,
participants treated at Cincinnati Children’s/UC Health Proton Therapy Center
underwent palliative FLASH radiotherapy to extremity bone metastases.
Patients 18 years and older with 1 to 3 painful extremity bone metastases and
life expectancies of 2 months or more were eligible. Patients were excluded
if they had foot, hand, and wrist metastases; metastases locally treated in the
2 weeks prior; metal implants in the treatment field; known enhanced tissue
radiosensitivity; and implanted devices at risk of malfunction with radiotherapy.
One of 11 patients who consented was excluded based on eligibility. The end
points were evaluated at 3 months posttreatment, and patients were followed
up through death or loss to follow-up for toxic effects and pain assessments.
Of the 10 included patients, 2 died after the 2-month follow-up but before the
3-month follow-up; 8 participants completed the 3-month evaluation. Data
were collected from November 3, 2020, to January 28, 2022, and analyzed from
January 28, 2022, to September 1, 2022.

Interventions: Bone metastases were treated on a FLASH-enabled (=40 Gy/
sec) proton radiotherapy system using a single-transmission proton beam. This
is consistent with standard of care using the same prescription (8 Gy in a single
fraction) but on a conventional-dose-rate (approximately 0.03 Gy/sec) photon
radiotherapy system.

Main outcome and measures: Main outcomes included patient time on the
treatment couch, device-related treatment delays, adverse events related to
FLASH, patient-reported pain scores, and analgesic use.

Results: A total of 10 patients (age range, 27-81 years [median age, 63 years]; 5
[50%] male) underwent FLASH radiotherapy at 12 metastatic sites. There were
no FLASH-related technical issues or delays. The average (range) time on the
treatment couch was 18.9 (11-33) minutes per patient and 15.8 (11-22) minutes
per treatment site. Median (range) follow-up was 4.8 (2.3-13.0) months. Adverse
events were mild and consistent with conventional radiotherapy. Transient
q&in flares occurred in 4 of the 12 treated sites (33%). In 8 of the 12 sites (67%)
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patients reported pain relief, and in 6 of the 12 sites (50%) patients reported a
complete response (no pain).

Conclusions and relevance: In this non-randomized trial, clinical workflow
metrics, treatment efficacy, and safety data demonstrated that ultra-high-dose-
rate proton FLASH radiotherapy was clinically feasible. The treatment efficacy
and the profile of adverse events were comparable with those of standard-of-
care radiotherapy. These findings support the further exploration of FLASH
radiotherapy in patients with cancer.

Dose-escalated simultaneous integrated boost radiotherapy in early
breast cancer (IMPORT HIGH): a multicentre, phase 3, non-inferiority,
open-label, randomised controlled trial

Author: Charlotte E Cole
Citation: Lancet.2023 Jun 24;401(10394):2124-2137.

Background: A tumour-bed boost delivered after whole-breast radiotherapy
increases local cancer-control rates but requires more patient visits and can
increase breast hardness. IMPORT HIGH tested simultaneous integrated boost
against sequential boost with the aim of reducing treatment duration while
maintaining excellent local control and similar or reduced toxicity.

Methods: IMPORT HIGH is a phase 3, non-inferiority, open-label, randomised
controlled trial that recruited women after breast-conserving surgery for pT1-
3pN0-3aMO invasive carcinoma from radiotherapy and referral centres in the
UK. Patients were randomly allocated to receive one of three treatments in a
1:1:1 ratio, with computer-generated random permuted blocks used to stratify
patients by centre. The control group received 40 Gy in 15 fractions to the
whole breast and 16 Gy in 8 fractions sequential photon tumour-bed boost.
Test group 1 received 36 Gy in 15 fractions to the whole breast, 40 Gy in 15
fractions to the partial breast, and 48 Gy in 15 fractions concomitant photon
boost to the tumour-bed volume. Test group 2 received 36 Gy in 15 fractions
Q the whole breast, 40 Gy in 15 fractions to the partial breast, and 53 Gy in
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15 fractions concomitant photon boost to the tumour-bed volume. The boost
clinical target volume was the clip-defined tumour bed. Patients and clinicians
were not masked to treatment allocation. The primary endpoint was ipsilateral
breast tumour relapse (IBTR) analysed by intention to treat; assuming 5%
5-year incidence with the control group, non-inferiority was predefined as 3%
or less absolute excess in the test groups (upper limit of two-sided 95% Cl).
Adverse events were assessed by clinicians, patients, and photographs. This
trial is registered with the ISRCTN registry, ISRCTN47437448, and is closed to
new participants.

Findings: Between March 4, 2009, and Sept 16, 2015, 2617 patients were
recruited. 871 individuals were assigned to the control group, 874 to test group
1, and 872 to test group 2. Median boost clinical target volume was 13 cm?
(IQR 7 to 22). At a median follow-up of 74 months there were 76 IBTR events (20
for the control group, 21 for test group 1, and 35 for test group 2). 5-year IBTR
incidence was 1-9% (95% Cl 1-2 to 3-1) for the control group, 2:0% (1-2 to 3-2)
for test group 1, and 3-2% (2-2 to 4-7) for test group 2. The estimated absolute
differences versus the control group were 0-1% (-0-8 to 1-7) for test group 1 and
1-4% (0-03 to 3-8) for test group 2. The upper confidence limit for test group 1
versus the control group indicated non-inferiority for 48 Gy. Cumulative 5-year
incidence of clinician-reported moderate or marked breast induration was
11-5% for the control group, 10-6% for test group 1 (p=0-40 vs control group),
and 15-5% for test group 2 (p=0-015 vs control group).

Interpretation: In all groups 5-year IBTR incidence was lower than the 5%
originally expected regardless of boost sequencing. Dose-escalation is not
advantageous. 5-year moderate or marked adverse event rates were low using
small boost volumes. Simultaneous integrated boost in IMPORT HIGH was safe
and reduced patient visits.
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Effect of different quilting techniques on seroma formation after breast
surgery: retrospective study

Author: Lotte J van Zeelst
Citation: BJS Open. 2023 Apr; 7(2): zracl71. Published online 2023 Mar 18.

Background: Quilting, a technique in which skin flaps are sutured to the
underlying muscle, reduces seroma after mastectomy and/or axillary lymph
node dissection. The aim of this study was to assess the effect of different
quilting techniques on the formation of clinically significant seroma.

Methods: This was a retrospective study including patients undergoing
mastectomy and/or axillary lymph node dissection. Four breast surgeons
applied the quilting technique based on their own discretion. Technique 1 was
performed using Stratafix in 5-7 rows placed at 2-3 cm distance. Technique
2 was performed using Vicryl 2-0 in 4-8 rows placed at 1.5-2 cm distance.
Technique 3 was performed using Vicryl 0/1 in 3 rows placed at 3-4 cm distance.
Technique 4 was performed using Vicryl 0 in 4-5 rows placed at 1.5 cm distance.
The primary outcome was clinically significant seroma.

Results: A total of 445 patients were included. Clinically significant seroma
incidence was 4.1 per cent (six of 147) for technique 1, which was significantly
lower than that for the other techniques (25.0 per cent (29 of 116), 29.4 per
cent (32 of 109), and 33 per cent (24 of 73) for techniques 2, 3, and 4 (P <
0.001) respectively). The duration of surgery was not significantly longer for
technique 1 compared with the other three techniques. The length of hospital
stay, number of additional visits to the outpatient clinic, and reoperations did
not differ significantly between the four techniques.

Conclusion: Quilting using Stratafix and placing 5-7 rows with 2-3 cm distance
between the stitches associates with low clinically significant seroma incidence
without adverse effects.
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A Comparative Study Between Mastectomy Flap Quilting Sutures with
Axillary Drain Versus Conventional Sutures with Axillary and Pectoral
Drain in Reducing Post-Modified Radical Mastectomy Seroma Formation

Author: Mohit Bhagchandani
Citation: Indian Journal of Surgery (IF 0.4 ) Pub Date: 2023-04-06.

The aim of this study was to compare quilting suture with axillary drain versus
conventional sutures with axillary and pectoral drain on the formation of
seroma after modified radical mastectomy with axillary lymph node dissection.
The study was undertaken among 90 female patients with breast cancer who
were candidates for modified radical mastectomy with axillary clearance. The
intervention group (N=43) with quilting and axillary drain placement and
the control group (N=33) without quilting with axillary and pectoral drain
placement. All the patients were followed up for complications pertaining to
this procedure. There were no significant differences between the two groups
with regard to demographic characteristics, comorbidities, pre-operative
chemotherapy, post-operative pathological findings, lymph node involvement
or clinical staging. The incidence of seroma formation on follow-up was
significantly lower in the intervention group than that in the control group (23%
versus 58%; p <0.05) whereas there was no significant difference with respect
to flap necrosis, superficial skin necrosis and wound gaping between the two
groups. Furthermore, it took a shorter duration for seroma to resolve in the
intervention group (4 days versus 9 days; p<0.001) with a smaller duration of
hospital stay (4 days versus 9 days; p <0.001). The use of quilting sutures for flap
fixation in order to obliterate dead space post-modified radical mastectomy
with placement of axillary drain significantly reduced seroma formation along
with shorter duration of wound drainage and a smaller hospital stay with only
slightly increased operative time. Therefore, we recommend quilting of flap as
a routine step after mastectomy.
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Effect of Peritumoral Infiltration of Local Anesthetic Before Surgery on
Survival in Early Breast Cancer

Author: Rajendra A Badwe
Citation: J Clin Oncol.2023 Jun 20;41(18):3318-3328.

Purpose: Preventing metastases by using perioperative interventions has not
been adequately explored. Local anesthesia blocks voltage-gated sodium
channels and thereby prevents activation of prometastatic pathways. We
conducted an open-label, multicenter randomized trial to test the impact of
presurgical, peritumoral infiltration of local anesthesia on disease-free survival
(DFS).

Methods: Women with early breast cancer planned for upfront surgery without
prior neoadjuvant treatment were randomly assigned to receive peritumoral
injection of 0.5% lidocaine, 7-10 minutes before surgery (local anesthetics
[LA] arm) or surgery without lidocaine (no LA arm). Random assignment was
stratified by menopausal status, tumor size, and center. Participants received
standard postoperative adjuvant treatment. Primary and secondary end points
were DFS and overall survival (OS), respectively.

Results: Excluding eligibility violations, 1,583 of 1,600 randomly assigned
patients were included in this analysis (LA, 796; no LA, 804). At a median follow-
up of 68 months, there were 255 DFS events (LA, 109; no LA, 146) and 189
deaths (LA, 79; no LA, 110). In LA and no LA arms, 5-year DFS rates were 86.6%
and 82.6% (hazard ratio [HR], 0.74; 95% Cl, 0.58 to 0.95; P =.017) and 5-year OS
rates were 90.1% and 86.4%, respectively (HR, 0.71; 95% Cl, 0.53 to 0.94; P =
.019). The impact of LA was similar in subgroups defined by menopausal status,
tumor size, nodal metastases, and hormone receptor and human epidermal
growth factor receptor 2 status. Using competing risk analyses, in LA and no LA
arms, 5-year cumulative incidence rates of locoregional recurrence were 3.4%
and 4.5% (HR, 0.68;95% Cl, 0.41 to 1.11), and distant recurrence rates were 8.5%
and 11.6%, respectively (HR, 0.73; 95% Cl, 0.53 to 0.99). There were no adverse

events because of lidocaine injection.
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Conclusion: Peritumoral injection of lidocaine before breast cancer surgery
significantly increases DFS and OS. Altering events at the time of surgery can
prevent metastases in early breast cancer

Impact of 18F-Labeled Fluorodeoxyglucose Positron Emission Tomography
- Computed Tomography Versus Conventional Staging in Patients With
Locally Advanced Breast Cancer

Author: lan S Dayes
Citation: J Clin Oncol.2023 Aug 1041(23):3909-3916.

Purpose: Patients with locally advanced breast cancer (LABC) typically
undergo staging tests at presentation. If staging does not detect metastases,
treatment consists of curative intent combined modality therapy (neoadjuvant
chemotherapy, surgery, and regional radiation). Positron emission tomography-
computed tomography (PET-CT) may detect more asymptomatic distant
metastases, but the evidence is based on uncontrolled studies.

Methods: For inclusion, patients had histological evidence of invasive ductal
carcinoma of the breastand TNM stage lll or lIb (T3NO, but notT2N1). Consenting
patients from six regional cancer centers in Ontario were randomly assigned to
18F-labeled fluorodeoxyglucose PET-CT or conventional staging (bone scan,
CT of the chest/abdomen and pelvis). The primary end point was upstaging
to stage IV. A key secondary outcome was receiving curative intent combined
modality therapy (ClinicalTrials.gov identifier: NCT02751710).

Results: Between December 2016 and April 2022, 184 patients were randomly
assigned to whole-body PET-CT and 185 patients to conventional staging.
Forty-three (23%) PET-CT patients were upstaged to stage IV compared with
21 (11%) conventional staged patients (absolute difference, 12.3% [95% (I,
3.9 to 19.9]; P =.002). Consequently, treatment was changed in 35 (81.3%) of
43 upstaged PET-CT patients and 20 (95.2%) of the 21 upstaged conventional
patients. Subsequently, 149 (81%) patients in the PET-CT group received
combined modality treatment versus 165 (89.2%) patients in the conventional

&aging group (absolute difference, 8.2% [95% Cl, 0.1 to 15.4]; P =.03). , ,
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Conclusion: In patients with LABC, PET-CT detected more distant metastases
than conventional staging, and fewer PET-CT patients received combined
modality therapy. Our randomized trial demonstrates the utility of the PET-CT
staging strategy.

Effect of preoperative chemotherapy on the outcome of women with
operable breast cancer

Author: B Fisher
Citation: Journal of Clinical Oncology 41, no. 10 (April 01, 2023) 1795-1808.

Purpose: To determine, in women with primary operable breast cancer, if
preoperative doxorubicin (Adriamycin) and cyclophosphamide (Cytoxan; AC)
therapy yields a better outcome than postoperative AC therapy, if a relationship
exists between outcome and tumor response to preoperative chemotherapy,
and if such therapy results in the performance of more lumpectomies.

Patients and Methods: Women (1,523) enrolled onto National Surgical
Adjuvant Breast and Bowel Project (NSABP) B-18 were randomly assigned
to preoperative or postoperative AC therapy. Clinical tumor response to
preoperative therapy was graded as complete (cCR), partial (cPR), ornoresponse
(cNR).Tumors with a cCRwere further categorized as either pathologic complete
response (pCR) or invasive cells (pINV). Disease-free survival (DFS), distant
disease-free survival (DDFS), and survival were estimated through 5 years and
compared between treatment groups. In the preoperative arm, proportional-
hazards models were used to investigate the relationship between outcome
and tumor response.

Results: There was no significant difference in DFS, DDFS, or survival (P =
.99, .70, and .83, respectively) among patients in either group. More patients
treated preoperatively than postoperatively underwent lumpectomy and
radiation therapy (67.8% v 59.8%, respectively). Rates of ipsilateral breast
tumor recurrence (IBTR) after lumpectomy were similar in both groups (7.9%
Q\d 5.8%, respectively; P = .23). Outcome was better in women whose tumors
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showed a pCR than in those with a pINV, cPR, or cNR (relapse-free survival [RFS]
rates, 85.7%, 76.9%, 68.1%, and 63.9%, respectively; P < .0001), even when
baseline prognostic variables were controlled. When prognostic models were
compared for each treatment group, the preoperative model, which included
breast tumor response as a variable, discriminated outcome among patients to
about the same degree as the postoperative model.

Conclusion: Preoperative chemotherapy is as effective as postoperative
chemotherapy, permits more lumpectomies, is appropriate for the treatment
of certain patients with stages | and Il disease, and can be used to study breast
cancer biology. Tumor response to preoperative chemotherapy correlates with
outcome and could be a surrogate for evaluating the effect of chemotherapy
on micrometastases; however, knowledge of such a response provided little
prognosticinformation beyond that which resulted from postoperative therapy.

Hormonal Contraception and the Risk of Breast Cancer in Women of
Reproductive Age: A Meta-Analysis

Author: Luz Angela Torres-de la Roche
Citation: Cancers (Basel). 2023 Dec; 15(23): 5624.

This study aims to summarize evidence from observational studies about
the lifetime use of HC and the risk of BC in women of reproductive age. The
PubMed, Cochrane, and EMBASE databases were searched for observational
studies published from 2015 to February 2022. Meta-analyses were performed
using adjusted odds ratios and relative risks with a random-effects model using
the I statistic to quantify the heterogeneity among studies. Of the 724 studies
identified, 650 were screened for title/abstract selection, 60 were selected for
full-text revision, and 22 were included in the meta-analysis. Of these, 19 were
case-control studies and 3 were cohort studies. The results of the meta-analysis
indicate a significantly higher risk of developing BC in ever users of HC (pooled
OR =1.33; 95% Cl = 1.19 to 1.49). This effect is larger in the subgroups of case-
control studies (pooled OR = 1.44, 95% Cl = 1.21 to 1.70) and in the subgroup
w studies that strictly define menopausal status (pooled OR = 1.48; 95%9 ,
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1.10 to 2.00). Although our meta-analysis of observational studies (cohort
and case-control) suggests a significantly increased overall risk of BC in users
or ever-users of modern hormonal contraceptives, the high heterogeneity
among studies (>70%) related to differences in study design, measurement
of variables, confounders, among other factors, as well as publication biases
should be considered when interpreting our results.

Global Stage Distribution of Breast Cancer at Diagnosis: A Systematic
Review and Meta-Analysis

Author: Javier David Benitez Fuentes
Citation: JAMA Oncol . 2023 Nov 9:¢23483/.

Importance: Stage at diagnosis is a key prognostic factor for cancer survival.

Objective: To assess the global distribution of breast cancer stage by country,
age group, calendar period, and socioeconomic status using population-based
data.

Data sources: A systematic search of MEDLINE and Web of Science databases
and registry websites and gray literature was conducted for articles or reports
published between January 1, 2000, and June 20, 2022.

Study selection: Reports on stage at diagnosis for individuals with primary
breast cancer (C50) from a population-based cancer registry were included.

Data extraction and synthesis: Study characteristics and results of eligible
studies were independently extracted by 2 pairs of reviewers (J.D.B.F, AD.A,,
A.M., RS., and F.G.). Stage-specific proportions were extracted and cancer
registry data quality and risk of bias were assessed. National pooled estimates
were calculated for subnational or annual data sets using a hierarchical rule of
the most relevant and high-quality data to avoid duplicates.

Main outcomes and measures: The proportion of women with breast cancer
by (TNM Classification of Malignant Tumors or the Surveillance, Epidemiology,
\a@d End Results Program [SEER]) stage group.
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Results: Data were available for 2.4 million women with breast cancer from
81 countries. Globally, the proportion of cases with distant metastatic breast
cancer at diagnosis was high in sub-Saharan Africa, ranging from 5.6% to
30.6% and low in North America ranging from 0.0% to 6.0%. The proportion
of patients diagnosed with distant metastatic disease decreased over the past
2 decades from around 3.8% to 35.8% (early 2000s) to 3.2% to 11.6% (2015
onwards), yet stabilization or slight increases were also observed. Older age
and lower socioeconomic status had the largest proportion of cases diagnosed
with distant metastatic stage ranging from 2.0% to 15.7% among the younger
t04.1%to 33.9% among the oldest age group, and from 1.7%to 8.3% in the least
disadvantaged groups to 2.8% to 11.4% in the most disadvantaged groups.

Conclusions and relevance: Effective policy and interventions have resulted
in decreased proportions of women diagnosed with metastatic breast cancer
at diagnosis in high-income countries, yet inequality persists, which needs to
be addressed through increased awareness of breast cancer symptoms and
early detection. Improving global coverage and quality of population-based
cancer registries, including the collection of standardized stage data, is key to
monitoring progress.
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Capivasertib in Hormone Receptor-Positive Advanced Breast Cancer

Author: Nicholas C Turner
Citation: N Engl J Med.2023 Jun 1,388(22):2058-2070.

Background: AKT pathway activation is implicated in endocrine-therapy
resistance. Data on the efficacy and safety of the AKT inhibitor capivasertib, as
an addition to fulvestrant therapy, in patients with hormone receptor-positive
advanced breast cancer are limited.

Methods: In a phase 3, randomized, double-blind trial, we enrolled eligible pre-
, peri-, and postmenopausal women and men with hormone receptor-positive,
human epidermal growth factor receptor 2-negative advanced breast cancer
who had had a relapse or disease progression during or after treatment with an
aromatase inhibitor, with or without previous cyclin-dependent kinase 4 and
6 (CDK4/6) inhibitor therapy. Patients were randomly assigned in a 1:1 ratio
to receive capivasertib plus fulvestrant or placebo plus fulvestrant. The dual
primary end point was investigator-assessed progression-free survival assessed
both in the overall population and among patients with AKT pathway-altered
(PIK3CA, AKT1, or PTEN) tumors. Safety was assessed.

Results: Overall, 708 patients underwent randomization; 289 patients (40.8%)
had AKT pathway alterations, and 489 (69.1%) had received a CDK4/6 inhibitor
previously for advanced breast cancer. In the overall population, the median
progression-free survival was 7.2 months in the capivasertib-fulvestrant group,
as compared with 3.6 months in the placebo-fulvestrant group (hazard ratio for
progression or death, 0.60; 95% confidence interval [Cl], 0.51 to 0.71; P<0.001).
In the AKT pathway-altered population, the median progression-free survival
was 7.3 months in the capivasertib-fulvestrant group, as compared with 3.1
months in the placebo-fulvestrant group (hazard ratio, 0.50; 95% Cl, 0.38 to 0.65;
P<0.001). The most frequent adverse events of grade 3 or higher in patients
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receiving capivasertib-fulvestrant were rash (in 12.1% of patients, vs. in 0.3% of
those receiving placebo-fulvestrant) and diarrhea (in 9.3% vs. 0.3%). Adverse
events leading to discontinuation were reported in 13.0% of the patients
receiving capivasertib and in 2.3% of those receiving placebo.

Conclusions: Capivasertib-fulvestrant therapy resulted in significantly longer
progression-free survival than treatment with fulvestrant alone among patients
with hormone receptor-positive advanced breast cancer whose disease had
progressed during or after previous aromatase inhibitor therapy with or without
a CDK4/6 inhibitor.

Pooled ctDNA analysis of MONALEESA phase Ill advanced breast cancer
trials

Author: F André
Citation: Ann Oncol.2023 Nov:34(11):1003-1014.

Background: The phase Il MONALEESA trials tested the efficacy and safety
of the cyclin-dependent kinase (CDK)4/6 inhibitor ribociclib with different
endocrine therapy partners as first- or second-line treatment of hormone
receptor-positive/human epidermal growth factor receptor 2-negative
advanced breast cancer (ABC). Using the largest pooled biomarker dataset of
the CDK4/6inhibitorribociclibin ABCto date, we identified potential biomarkers
of response to ribociclib.

Patients and methods: Baseline circulating tumour DNA from patients in the
MONALEESA trials was assessed using next-generation sequencing. An analysis
of correlation between gene alteration status and progression-free survival
(PFS) was carried out to identify potential biomarkers of response to ribociclib.

Results: Multiple frequently altered genes were identified. Alterations in ERBB2,
FAT3, FRS2, MDM2, SFRP1, and ZNF217 were associated with a greater PFS
benefit with ribociclib versus placebo. Patients with high tumour mutational

burden (TMB) and with ANO1, CDKN2A/2B/2C, and RB1 alterations exhibited
Qecreased sensitivity to ribociclib versus placebo. , ,
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Conclusions: Although exploratory, these results provide insight into
alterations associated with the improved response to ribociclib treatment
and may inform treatment sequencing in patients with actionable alterations
following progression on CDK4/6 inhibitors. Validation of potential biomarkers
identified here and development of prospective trials testing their clinical
utility are warranted.

Efficacy of Oral SERDs in the treatment of ER+, HER2 - metastatic breast
cancer, a stratified analysis of the ESR1 wild type and mutant subgroups

Author: N Z H Wong
Citation: Ann Oncol.2023 Oct 21:50923-7534(23)043284.

Background: Oral SERDs are a novel drug class that have been developed to
counteractresistance due to ESR1 mutations. Several SERDs have emerged from
phase 2 and 3 trials, with the FDA limiting approval for Elacestrant to patients
with ESRTmt tumours despite PFS benefit in the overall population. However,
questions remain on whether patients with ESR1wt tumours stand to benefit
from oral SERDs.

Patients and methods: Manuscripts and conference presentations of
Randomised Controlled Trials were extracted after a systematic search of
Embase, PubMed and Cochrane from inception until January 21,2023. RCTs
investigating the efficacy of oral SERDs versus endocrine therapy for ER positive,
HER2 negative advanced breast cancer, and which reported the Kaplan Meier
(KM) curves of PFS in the overall and ESR1T mutant (ESR1mt) population were
selected. A graphical reconstructive algorithm was applied to estimate time-
to-event outcomes from reported KM curves in all overall and ESR1mt cohorts.
A bipartite matching algorithm, KMSubtraction, was used to derive survival
data for unreported (ESR1wt) subgroups. An individual patient data (IPD) meta-
analysis was then pursued, pooling data by ESR1 mutation status in accordance
with the Preferred Reporting Items for Systematic Reviews and Meta-Analyses
(PRISMA) and Cochrane Guidelines for IPD.

50 ,,




Oth YEAR IN REVIEW

BREAST

CANCEI-

The year that was...2023

T: "

Results: The randomized clinical trials ACELERA, AMEERA-3, EMERALD and
SERENA-2 were included, totalling 1290 patients. In the pooled analysis of the
overall cohort, PFS benefit was observed with oral SERDs when compared with
treatment of physicians choice (TPC) (HR 0.783, 95%CI 0.681-0.900, p<0.001).
In the ESR1mt subgroup, oral SERDs demonstrated improved PFS (HR 0.557,
95%Cl 0.440-0.705, p<0.001) compared to TPC. In the ESR1wt subgroup, oral
SERDs demonstrated no significant PFS benefit (HR 0.944, 95%Cl 0.783-1.138,
p=0.543) when compared to TPC.

Conclusions: The results of this IPD meta-analysis suggests that PFS benefit in
the overall population is mainly driven by the ESR1mt subgroup.

Randomized Phase Il Trial of Endocrine Therapy With or Without Ribociclib
After Progression on Cyclin-Dependent Kinase 4/6 Inhibition in Hormone
Receptor-Positive, Human Epidermal Growth Factor Receptor 2-Negative
Metastatic Breast Cancer: MAINTAIN Trial

Author: Kevin Kalinsky
Citation: J Clin Oncol.2023 Aug 20,41(24):4004-4013.

Purpose: Cyclin-dependent kinase 4/6 inhibitor (CDK4/6i) with endocrine
therapy (ET) improves progression-free survival (PFS) and overall survival (OS)
in hormone receptor-positive (HR+), human epidermal growth factor receptor
2-negative (HER2-) metastatic breast cancer (MBC). Although preclinical and
clinical data demonstrate a benefit in changing ET and continuing a CDK4/6i at
progression, no randomized prospective trials have evaluated this approach.

Methods: In this investigator-initiated, phase I, double-blind placebo-
controlled trial in patients with HR+/HER2- MBC whose cancer progressed
during ET and CDK4/6i, participants switched ET (fulvestrant or exemestane)
from ET used pre-random assignment and randomly assigned 1:1 to the
CDK4/6i ribociclib versus placebo. PFS was the primary end point, defined as
time from random assignment to disease progression or death. Assuming a
Qedian PFS of 3.8 months with placebo, we had 80% power to detect a hazard
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ratio (HR) of 0.58 (corresponding to a median PFS of at least 6.5 months with
ribociclib) with 120 patients randomly assigned using a one-sided log-rank test
and significance level set at 2.5%.

Results: Of the 119 randomly assigned participants, 103 (86.5%) previously
received palbociclib and 14 participants received ribociclib (11.7%). There was
a statistically significant PFS improvement for patients randomly assigned to
switched ET plus ribociclib (median, 5.29 months; 95% Cl, 3.02 to 8.12 months)
versus switched ET plus placebo (median, 2.76 months; 95% Cl, 2.66 to 3.25
months) HR, 0.57 (95% Cl, 0.39 to 0.85); P =.006. At 6 and 12 months, the PFS
rate was 41.2% and 24.6% with ribociclib, respectively, compared with 23.9%
and 7.4% with placebo.

Conclusion: In this randomized trial, there was a significant PFS benefit
for patients with HR+/HER2- MBC who switched ET and received ribociclib
compared with placebo after previous CDK4/6i and different ET.

Invasive disease-free survival (iDFS) across key subgroups from the phase
Il NATALEE study of ribociclib (RIB) + a nonsteroidal aromatase inhibitor
(NSAI) in patients (pts) with HR+/HER2- early breast cancer (EBC)

Author: Aditya Bardia
Citation: Annals of Oncology (2023) 34 (suppl_2): S1254-S1335.

Background: The NATALEE trial demonstrated a statistically significant iDFS
benefit with RIB + NSAI vs NSAIl alone in a broad population of pts with stage
Il or Il HR+/HER2— EBC at risk of recurrence (Slamon D, et al. ASCO 2023. Oral
LBAS500). Evaluating iDFS outcomes in clinically relevant subgroups isimportant
for understanding treatment (tx) benefit in specific pts. Here we present a
prespecified exploratory subgroup analysis of iDFS in pts enrolled in NATALEE.

Methods: Pts with HR+/HER2— EBC were randomized 1:1 to RIB for 3 y (400
mg/d for 3 wk on/1 wk off) + NSAI for =5 y (letrozole 2.5 mg/d or anastrozole
K1mg/d) or NSAI alone. Premenopausal women and men received goserelin
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every 28 d. NATALEE included pts with anatomical stage IIA (NO requiring
additional risk factors or N1 [1-3 axillary lymph nodes]) and all pts with stage 1IB
or lll disease per AJCC's Cancer Staging Manual (8th ed). iDFS was evaluated by
Kaplan-Meier methods. iDFS analysis was performed according to anatomical
stage, menopausal status, nodal status, age, and Ki-67 score (locally tested).
This prespecified analysis was not powered for statistical significance.

Results: A total of 5101 pts were included in this analysis (data cutoff: 11 Jan
2023; median follow-up for iDFS, 27.7 mo in both arms). Overall, the iDFS
benefit with RIB + NSAl vs NSAl alone was consistent across all clinically relevant
subgroups (Table), which in turn was consistent with that observed in the
overall trial population.

Conclusions: The iDFS benefit with RIB + NSAI was generally consistent with
that in the intent-to-treat population of NATALEE and was not driven by any
particular subgroup. The results further support RIB + NSAl as a new tx of choice
in a broad population of pts with HR+/HER2— EBC. Table: LBA23

Iy i0ES _
Te. n Foo HE {95% CI)
rate, %
Menopausal status Premenopausal women & men RIB + NSAL 1126 NSAl alone, 1132 RIB + NSAL 1423 072 (0.530.98)0.78
Postmenopaussl women MNEA] alone, 1420 5 il (0.61-1.00)
FiB + MEAL 1011 NSA alone, 1034 RIB + NSAL 1528 0.76 (0.53-1.10) 0.74
Anatornicsl stage 1| 1 ' . o " g4gyEzEd oV !
NS4l alone, 1512 {0.59-0.9%)
: RIB + NSAL 285 NSAI alone, 328 RIB + NSAL 2261 0.63 (034117} 0.77
Nodal status N0 NT-N: 94 8990 87
ERERIMUNING WL Y MSAl alone, 2219 g " (0.63-0.94)
RIB + NSAL 2142 NSAI alone, 2186 RIB + NSAL 407 0.77 (0u62-0.94) 0.72
Aige <65 y 265y : i . 90ETONBE o !
' MSAl alone, 366 (0.46-1.14)
RIB + MSAL 1199 NSAl alone, 1236 RIB + NSAL 920 0.80 (0.5%-1.08) 0.75
Ki-67 S20% >20% i " azopm9Ed A
MSAl alone, 938 (0.56-1.00)
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Ribociclib (RIB) + nonsteroidal aromatase inhibitor (NSAI) as adjuvant
treatment in patients with HR+/HER2- early breast cancer: final invasive
disease—free survival (iDFS) analysis from the NATALEE trial

Author: G. Hortobagyi
Citation: SABCS 2023-GS03-03

Background: Interim results from the phase 3 NATALEE trial demonstrated that
adding RIB to standard-of-care adjuvant NSAI had a statistically significant iDFS
benefit in patients with stage Il and Il HR+/HER2— early breast cancer at risk
of recurrence, including those with nodenegative disease (Slamon et al, ASCO
2023). We present the final protocol-specified analysis of the primary endpoint
of iDFS.

Methods: A total of 5101 pre-/postmenopausal women and men underwent
1:1 randomization to receive RIB (400 mg/day; 3 weeks on/1 week off for 36
months) + NSAI (letrozole 2.5 mg/day or anastrozole 1 mg/day for =60 months)
or NSAI alone. Men and premenopausal women received goserelin (3.6 mg
once every 28 days). Patients were required to have anatomic stage IIA (either
NO with additional risk factors or N1), IIB, or lll breast cancer per the AJCC
(8th edition). Patients remained on trial as long as they were continuing on
NSAI (<5 years), regardless of RIB discontinuation. The primary endpoint was
iDFS according to STEEP v1.0 criteria, and the secondary efficacy endpoints
were recurrence-free survival (RFS), distant disease—free survival (DDFS), and
overall survival (OS). This final analysis was planned after approximately 500
iDFS events. iDFS was evaluated by the Kaplan-Meier method, and statistical
comparison was made by a stratified log-rank test. P values were not corrected
for multiple comparisons.
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Results: At the data cutoff (July 21, 2023), among the 2549 patients in the RIB
+ NSAl arm, 1091 (42.8%) completed 3 years of RIB treatment, and 905 (35.5%)
discontinued RIB or RI