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. I ntro duction 

he annual SABCS combines the principles of multidisci-
linary management with the basic science underlying
athobiolog ical proc esses in breast canc er. The 46th
eeting was held at the Henry B Gonzales Convention

entre in do wnto wn San Antonio, TX, USA on 5–9 Decem-
er 2023. The symposium delivers a range of presenta-

ions cov ering basic , translational and clinical sciences.
mportant trials that are potentially practice changing
r e often pr esented as late breaking news and published
oncurrently or shortly thereafter. This is the first of
 two-part report highlighting important presentations
nd focuses on topics relating to breast cancer screening,
ompletion axillary lymph node dissection for positive
entinel nodes after primar y surger y or neoadjuvant
hemotherapy (NACT) and omission of regional nodal
adiation. The second part will cover issues relating to
reg nancy aft er breast canc er in BRC A mutation car r iers,
DK 4/6 inhibitors for early and advanced breast cancer
nd immunotherapy with checkpoint inhibitors for breast
ancer. 

.1. Breast cancer screening 

urrent guidelines for radiological surveillanc e aft er a
reast canc er diag nosis in w omen aged ≥50 y ears

ecommend annual mammograph y f or 5 years with
 ev ersion to triennial mammograms within the National
ealth S ervice S cr eening pr ogramme ther eafter [ 1 ]. The

requency of imaging is not stratified based on r ecurr ence
isk. Surveillance policies for other countries are variable
nd unspecified in terms of frequency and duration of
 ollow-up mammograph y. Ther e ar e cost implications in
he c ont ext of an ag ing popula tion and more in tensive
urveillance with annual mammography potentially has
 negativ e psy chological impact fr om generation of
eigh tened pa tien t anxiety. Janet Dunn (Clinical Trials
nit, University of Warwick, UK) presented results of the
AMMO-50 trial that evaluated less frequent mammog-
ONTACT John R Benson john.benson7@nhs.net 
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raphy in women aged ≥50 years who were 3 years from
curativ e br east surgery. The trial r ecruited mor e than
5000 women aged between 55 and 75 years among
whom 87% had invasive cancer. Women were randomly
allocat ed t o annual or less frequent mammography;
those undergoing breast conser ving surger y (BCS) had
2 yearly mammograms while mastectomy pa tien ts had
3 y early imaging. Ther e w er e dual primary end points
of breast cancer specific survival and cost–effectiveness
with r ecurr ence-fr ee in terv al (RFI) and overall survival
(OS) as secondary end points. No difference in breast
cancer specific surviv al w as observed between annual
(98.1%) and less frequent (98.3%) cohorts at a median
follow-up of 5.7 years (HR: 0.92; 95% CI: 6.4–1.32) – this
r epr esented 8.7 y ears since curativ e surgery. Furthermor e,
ther e w er e no significant differ enc es in the sec ondary
out c omes of RFI and OS with almost identical rates of RFI
at 5 years for annual and less frequent mammography
(94.1 and 94.5%, r espectiv ely [HR: 1; 95% CI: 0.81–1.24]).
Complianc e rat e for the less frequent c ohort was just 69%
compared with 83% for the annual cohort but results
w er e similar after sensitivity analysis of the compliant
popula tion. Thus less frequen t w as declared non inferior
t o annual mammog raphy with these results c onsidered
pot entially practic e chang ing. Mammog raphy schedules
should be stratified based on risk profile with less
frequent imaging for women at lower risk of recurrence. 

1.2. Surgical treatment of breast cancer 

It remains unclear whether omission of completion
axillary lymph node dissection (ALND) is safe for mastec-
tomy pa tien ts with macrometastases in 1 or 2 sen tinel
nodes after primary surgery. The Z0011 trial [ 2 ] excluded
mast ect omy pa tien ts and the IBCSG 23-01 trial [ 3 ]
included 9% of pa tien ts with mast ect omy and only
those with micrometastatic disease. The proportion of
mast ect omy pa tien ts w as sligh tly higher in the SINODAR-
ONE trial (22%) and results of the POSNOC trial are
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waited [ 4 , 5 ]. There is lingering uncertainty whether
ast ect omy pa tien ts can avoid completion ALND if not

n receipt of chest wall radiation that captures the lower
xillary nodes. The in terna tional multicen ter SENOMAC
rial was launched in 2015 and recruited patients from
7 sites in five countries [ 6 ]. The trial aimed to clarify
he role of ALND in BCS or mast ect omy pa tien ts both of
hom r eceiv ed r adiother apy and w as complemen tary to

he AMAROS trial [ 7 ]. A total of 2539 pa tien ts with one or
wo nodal macrometastases were enrolled with almost
w o-thir ds undergoing BCS and a third mast ect omy. Of
ot e, this trial recruit ed T1–3N0 pa tien ts, although T3

umors c onstitut ed only 5.8% of the trial population and
ost pa tien ts (85%) had a single positive sentinel node.

he SENOMAC trial randomized pa tien ts to either stan-
ar d tr ea tmen t with ALND ( n = 1204) or not ( n = 1335).
he majority of pa tien ts had irradia tion of nodal fields

rr espectiv e of whether standard (88.4%) or in terven tion
89.9%) ar m. The pr imary out c ome w as OS a t 5 years

ith a non-infer ior ity margin of 2.5% for omission of
LND. Jana de Boniface (Karolinska Institut e, St ockholm,
w eden) pr esented r esults of the pr especified secondary
ut c ome measure of RFS. There was no difference in RFS
t a median follow-up of 47 months between standard
87.7%) or in terven tion (89.7%) groups (HR: 0.89; 95%
I: 0.66–1.19) with 8 and 7% RFS ev ents, r espectiv ely.
or eov er, non infer ior ity was upheld on sensitivity anal-

sis ( p < 0.001) and these results for RFS w er e similar in
ubset analyses of key subgroups including age ( < 65 vs
 65 years), stage (T1/T2 versus T3), number of nodes (1 vs
 with macrometastases), tumor type (lobular versus non-

obular) and type of surgery. Results of SENOMAC suggest
ha t nodal irradia tion may be equally effective as ALND
ut a definitive answer will be provided by the POSNOC

rial. It was emphasized during discussion that longer
ollow -up is essen tial as most tumours w er e luminal and
ave the potential to recur after 15–20 years. Pa tien ts
hould be informed of the r elativ e risks and benefits for
LND and axillary r adiother apy and it w as commen ted

hat few patients having primar y surger y have ≥4 positive
odes and hence benefit fr om new er forms of sy st emic

herapies such as CDK 4/6 inhibitors. 
The sig nificanc e of micrometastases [ypN1mi] and/or

solat ed tumor c ells (ITCs) [ypN0i] in sentinel nodes aft er
ACT remains unclear with some evidence for worse
isease-free survival for ypNmi and ypN0i compared with
pN0 [ 8 ]. Randomized clinical trials have failed to confirm
he need for ALND when ITCs are the only focus of
 esidual tumor bur den in sentinel nodes after NACT for
linically node negative (cN0) or positive disease (cN1).
his is partly due to the small number of pa tien ts in these
a tegories. Although pa tien ts with ITCs r epr esent only
.5% of all cN1 pa tien ts undergoing NACT, the current
trea tmen t recommenda tion is usually completion ALND.
All studies t o-dat e have c ollectively shown an incidence
for nonsentinel lymph node inv olv ement in this setting of
about 37%. The ICARO study led by the Oncoplastic Breast
Consortium is a r etr ospectiv e multi-institutional collab-
oration across 60 sites on four con tinen ts and aimed
t o c ollect r eal-w orld data on out c omes for NACT with
residual ITCs. This methodology permits rapid accrual of
da ta rela ting t o routine clinical practic e and fortuit ously
this study included large numbers of pa tien ts ( n = 583)
treated with or without completion ALND. A similar
number of pa tien ts underwen t BCS and mast ect omy with
comparable proportions with or without ALND ac c ording
to operation type ( p = 0.13). Additional positive nodes
w er e found in 30% of pa tien ts undergoing ALND and
these w er e most commonly further ITCs (18%) but
also micrometastases (7%) and macrometastases (5%).
Axillary r ecurr ence w as analyzed as an isola ted even t or
combined with local and distant for no-ALND and ALND
gr oups. Ther e w er e no significant differ enc es in rat es of
either isolated (1.1 vs 1.7% ( p = 0.7)) or combined (4.6 vs
4.1% ( p = 0.8)) axillary r ecurr ence at 5 years between
gr oups. Mor eov er, ther e w er e no differ enc es in rat es of
an y in vasiv e r ecurr ence betw een no-ALND and ALND
groups at 5 years (19 vs 16%, respectively [ p = 0.13]). The
present er Giac omo Montag na (Memorial Sloan Kett ering
Cancer Centre, New York, NY, USA) acknowledged limi-
tations of the study relating to its r etr ospectiv e natur e,
short median duration of follow-up (3.2 years) and lack
of standardization of pathological assessment. Despite
ICARO being non randomized without provision of level
I evidence, it was a large study and these results were
c onsidered practic e chang ing and support ed omission
of routine ALND in pa tien ts with residual ITCs following
NACT for cN0 or cN1 disease. Nonetheless, due to limited
duration of follow-up, out c omes for this group of patients
undergoing de-escalation of axillar y surger y for residual
nodal disease should be carefully audited. The role of
r adiother apy in this group of pa tien ts remains unclear
and is unlikely to be r esolv ed by r esults of the NSABP B-51
study for which the pN0 category includes pa tien ts with
ITCs who are likely to be simply classified as pN0 without
qualification. 

1.3. Regional nodal radiation therapy 

Results of the NSABP B-51 trial w er e also presented
at SABCS2023; this seminal trial aimed to determine
whether chest wall and regional nodal irradiation (RNI)
post mast ect omy or addition of RNI to breast radio-
therapy post lumpectomy decreases invasive breast
cancer r ecurr ence in pa tien ts conv erting fr om clinically
node positive (cN1) to pathologically node negative
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ypN0) after NACT [ 9 ]. There are c onc erns that omission
f RNI will increase rates of recurrence but pa tien ts

hemselv es ar e keen to avoid r adiother apy whenever
ossible. Eleftarios Mamounas (NRG Breast Oncology, CA,
SA) pr esented r esults of the NSABP B-51 that recruited
641 pa tien ts who had c omplet ed at least 8 weeks
f chemotherapy before BCS or mast ect omy. Half the
a tien ts w er e randomized to chest wall irradiation and
NI or whole breast irradiation and RNI after BCS with
he other half allocated to observ a tion only without RNI.
he primary end point of this trial was invasive breast
anc er-free int erval and secondary end points included

oc o-reg ional and distant RFI, disease-free survival and
S. Few er r ecurr ence ev ents w er e r eported ( n = 172)

han w er e expected and this pr ompted a time-driv en
nt erim analy sis a t a median follow -up of 59.5 mon ths.
t is noteworthy that baseline features were remarkably

ell matched between the two groups including racial
nd ethnic groupings. A similar percentage of patients
 emained fr ee of invasiv e br east cancer r ecurr ence in
he no RNI (91.8%) versus RNI (92.7%) groups (HR: 0.88;
5% CI: 0.6–1.29). Mor eov er, ther e w er e comparable
esults for all the aforementioned secondary outcomes
ith no significant differences between no RNI and RNI
roups at 5 years. It was c onc eded that limitations on
tatistical analysis w er e inevitable due to fewer breast
ancer r ecurr ences than an ticipa ted when designing
he trial and longer term follow-up is essential for
efinitive conclusions on outcomes of the trial . How ev er,
amounas concluded that these interim r esults w er e an

pportunity for de-escalation of r adiother apy at a time
f impr ov ed sy st emic therapies that include CDK 4/6

nhibitors, immunotherapy and a range of an tibody -drug
 onjugat es. There is g reat er relianc e in c ont emporary
ractice on more effective sy st emic therapies for locore-
 ional c ontr ol of disease with av oidanc e of t oxicities from
 adiation ther apy. 
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