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Methods: Imaging data analysed in this study referred to a
cohort of 86 breast cancer patients, randomly split into
training and test cohorts at a ratio of 8:2, who underwent
NAC and for which information regarding the pCR
achievement was available (37.2% of patients achieved
pCR). As far as we know, our research is the first proposal
using ViTs on DCE-MRI exams to monitor pCR over time
during NAC.

Results: The performances of the proposed model were
assessed using standard evaluation metrics and promising
results were achieved: AUC value of 91.4%, accuracy
value of 82.4%, a specificity value of 80.0%, a sensitivity
value of 85.7%, precision value of 75.0%, F-score value of
80.0%, G-mean value of 82.8%.

Conclusions: The heterogeneity changes in DCE-MRI at
pre- and mid-treatment could affect the accuracy of pCR
prediction to NAC. The study needs to be validated in a
larger cohort.
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TIME ON TOXICITY (TOT) DURING
ADJUVANT TREATMENT (ADJUT) WITH
ABEMACICLIB (A) AND ENDOCRINE
THERAPY (ET) IN HORMONE RECEPTOR
POSITIVE/HER 2 NEGATIVE (HR+HER2-) HIGH
RISK EARLY BREAST CANCER (EBC)

Baglio F.!, Toss A.!, Manni M.!, Civallero M.!,
Barbieri E.!, Cortesi L.!, Barbolini M.!, Omarini C.!,
Piacentini F.!, Dominici M., Moscetti L.'

| Azienda Ospedaliero Universitaria Modena, UOC Oncologia, Modena

Background: The pattern of AdjuT in high-risk HR+HER
2- EBC subjects is changing rapidly, A plus ET represents
a treatment option. Safety and treatment compliance are
important issues in helping patients (pts) complete the
AdjuT program. Less is known about the time spent coor-
dinating care and frequent visits to a healthcare facility
during AdjuT. The amount of time spent in the hospital
performing procedures necessary to manage AdjuT is dif-
ficult to collect, summarize, and rarely reported in clinical
studies. ToT is defined as time spent on laboratory tests,
clinic visits, imaging, and treatment-related toxicity, with
additional time spent traveling and waiting. We conduct an
analysis of patients receiving A+ET at our institution to
evaluate the applicability of the ToT concept to the adju-
vant setting.

Methods: ToT was calculated extracting the time spent in
days in: blood draws, picking up medication, clinic visits/
waiting rooms, emergency department visits, hospitaliza-
tions and on activities such as travel and coordinating care.

26 bloods drawn and 24 outpatient visits, for a total of 50
days spent in medical procedure, has been considered as
the standard planned outpatient access in 24 months of
treatment for this analysis.

Results: Data from 64 pts treated in our institution were
collected. Characteristic: T3-T4 16 (25%); N2 29
(45,31%); G3 7 (10,94%), Ki67 >20% 34 (53,12%). At
median 47 months follow up (1-171), adverse events of
any grade were observed in 57 (89,06%). At the time of the
analysis, across different treatment times, pts required an
average of 17 blood tests and 16 outpatient visits. Thirteen
(20,31 %) pts have completed 24 months of treatment, an
average of 35 bloods drawn and 30 outpatient visits were
required. Estimating two years of treatment (420 week-
days) our pts spent 65 weekdays (15,47%) in ToT. If com-
pared to the standard planned outpatient access, there was
an 11.53% increase in time spent in medical procedures.

Conclusions: ToT is a measure of indirect toxicity in met-
astatic setting and no reports are existing in the adjuvant
scenario. With elongation of the adjuvant therapies now
available, the EBC’s pts faced 2 to 3 years oral therapy.
Introducing ToT could give a measure of correlation of the
impact of adjuvant care on pts quality of life (QoL). In the
prospective ROYAL (Real wOrld studY in the Adjuvant
setting for high risk earLy breast cancer patients) study we
will evaluate the correlation between ToT and QoL.

E60

INTEGRATING MICROBIOTA DIVERSITY
INDEX INTO THERAPY RESPONSE
PREDICTION SCORE: A COMPUTATIONAL
ANALYSIS OF TUMORAL LESION DYNAMICS
IN HER2-POSITIVE BREAST CANCER

De Bonis M.V.!, Triulzi T.2, Di Modica M., Corsi F.3,
Tagliabue E.2, Marino G.!, Ruocco G.!, Schettini F.4,
Generali D.*

!Modeling and Prototyping Laboratory, College of Engineering, University of
Basilicata, Potenza, Italy, Potenza; Microenvironment and Biomarkers of
Solid Tumors, Department of Experimental Oncology, Fondazione IRCCS
Istituto Nazionale dei Tumori di Milano, Milano; 3Istituti Clinici Scientifici
Maugeri IRCCS, Surgery Department, Breast Unit, Pavia; Department of
Biomedical and Clinical Sciences ‘L. Sacco’, University of Milan, Milan, Milano;
“Medical Oncology Department, Hospital Clinic of Barcelona, Barcelona,
Spain e Translational Genomics and Targeted Therapies in Solid Tumors,
IDIBAPS, Barcelona, Spain, Barcelona; *Department of Medicine, Surgery and
Health Sciences, Cattinara Hospital, University of Trieste, Trieste

Background: Gut microbiota significantly influences the
efficacy of trastuzumab by modulating the antitumor
immune response HER2-positive breast cancer (HER2+
BC). Therefore, we aim to develop a predictive model
with gut microbiota composition as an early biomarker for
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treatment outcome using the neoadjuvant model for
HER2+ BC.

Methods: Fifteen HER2+ BC patients treated with stand-
ard neoadjuvant chemotherapy based-strategy combined
with trastuzumab (EC>TH), were used for this analysis.
Intestinal microbiota composition was assessed in stool
samples collected before the initiation treatments by 16S
rRNA gene profiling using the Illumina MiSeq platform.
Alpha diversity of the microbiota was calculated using the
Simpson index.

Results: Among the 6 main examined gut microbial phyla,
the abundance of Firmicutes and Bacteroidetes was sig-
nificantly associated with pathological complete response.
Specifically, Firmicutes abundance was positively associ-
ated (p=0.0458), while Bacteroidetes abundance was neg-
atively associated (p=0.0329) with pCR. A computational
model of tumor lesion evolution and dynamics, solving
reactive-diffusive Partial Differential Equations for tumor
cell density and drug concentration in each BC volume
was developed using data from the first 8 patients, allow-
ing the creation of their oncological twins. Tumor dynam-
ics were predicted by considering pharmacodynamics and
drug efficiency during the epirubicin/cyclophosphamide
phase of therapy, denoted as 1, incorporating the BC pro-
liferative index. In the paclitaxel/trastuzumab phase, the
model included microbiota composition, utilizing the
alpha diversity index (a) and the Firmicutes/Bacteroidetes
abundance ratio, which demonstrated the highest Pearson
correlation coefficients (0.64 and 0.79, respectively). The
model was subsequently validated on the remaining 7
patients. Predicted tumor dimensions at surgery did not
significantly differ from those determined by pathologists,
defining a fair performance of the model.

Conclusions: Our model effectively provides an upfront
prediction of the efficacy of neoadjuvant trastuzumab-
based therapy. Validation in independent cohorts is needed
to confirm its accuracy and tailor escalated therapeutic
strategies for HER2+ BC patients. Additionally, this model
could be used in the future to personalize nutritional ther-
apy aiming the Firmicutes/Bacteroidetes ratio, thereby
enhancing trastuzumab’s antitumor activity.
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ERIBULIN-MESYLATE IN PRETREATED HER2-
LOW METASTATIC BREAST CANCER (MBC):
A REAL-WORLD EXPERIENCE IN THE

THE PRE-TRASTUZUMAB DERUXTECAN
(T-DXD) ERA

Palumbo R.!, Demurtas S.!, Leli C.!, Barletta C.!, Tagliaferri B.,
Frascaroli M.!, Teragni M.C.!, Locati L.D.!, Sottotetti F.'

'IRCCS- ICS Maugeri, Pavia

Background: HER2-low breast cancer (BC), defined by
an immunohistochemistry (IHC) score of 1+ or 2+ without
HER2 gene amplification as measured by fluorescence in
situ hybridization (FISH), represents approximately half
of patients (pts) with BC overall. HER2-low BC may
respond differently to treatment than HER2-0 BC. Eribulin
mesylate showed improved outcomes versus other chemo-
therapy options in pts with HER2-low or HER2-0 MBC,
according to a post hoc analysis of two randomized trials.
The present retrospective cohort study aimed to evaluate
the activity and safety of eribulin in HER2-low MBC
before the advent of T-DXd in a real-world context.

Patients and Methods: We evaluated pre-and postmeno-
pausal women with HER2-low MBC treated with eribulin
at our Institution from January 2019 to March 2024.
HER2-expression was determined by IHC+/- FISH assay.
Primary objective was median progression-free survival
(PFS). Secondary aims: objective response rate (ORR),
clinical benefit rate (CBR), adverse events (AEs), analysis
of potential predictive factors of disease outcome. Median
PFS was calculated using the Kaplan-Meier method; haz-
ard ratios were estimated by a stratified Cox model.

Results: Seventy-two pts were evaluable for the final anal-
ysis: median age 62 years (range 29-82), ECOG PS of 0-1
in 65 pts and 2 in 7 pts. Twenty-four pts had received
eribulin as 3rd-line treatment, 25 as 4th-line, 23 as >5th
line; previous treatment for metastatic disease consisted of
taxane-based regimens in 88% of pts, 65% had received
CDK 4/6 inhibitors plus endocrine therapy; visceral dis-
ease was present in 73.6% of pts (53/72). In the whole
population mPFS was 6.4 months (range 2.9-21.2 months)
with no significant difference between the HER2 1+ and
HER?2 2+ score cohort (6.8 and 5.7 months, respectively).
ORR was 16.6% (12/72 partial responses), reaching 37.5%
(9/24) in the 3rd line group. CBR was 75% (54/72). The
most common grade 3—4 AEs were neutropenia (21%),
leukocytopenia (12%) and asthenia/fatigue (9%).

Conclusions: With the limitations of a mono-institutional
retrospective analysis, this real-world experience adds
information on eribulin-related clinical outcomes among
HER2-low MBC pts before the advent of T-DXd in clini-
cal practice.
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TREATMENTS OF INTEREST IN MALE
BREAST CANCER: AN UMBRELLA REVIEW

Spinaci S.!, Firpo E.2, Anedda A3, Martino L.3, Lambertini M.%,
Ferrarazzo G.°

!Breast Unit, Department of Surgery, ASL3, Ospedale Villa Scassi, Genova;
2Breast Surgery, Department of Surgery, ASL3, Ospedale Villa Scassi, 16149,
Genova, Genova; 3Department of Radiology, ASL3, Ospedale Villa Scassi,
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