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Best Papers Under 40

Long-term behavioral symptom clusters among survivors of early-stage breast cancer. 
Development and validation of a predictive model.
Martina Pagliuca et al.

Clinico-pathological predictors of radiologic complete response to first-line anti-HER2 
therapy in metastatic breast cancer 
Linda Cucciniello et al.



An Increasing Number Of Cancer Survivors

Miller KD, CA Cancer J Clin 2022; Shapiro CL, NEJM 2018, Siegel CA Clinicians, 2023.



Differential impact of ET and CT on QOL of breast cancer survivors

• The overall QoL was negatively impacted 2 years after diagnosis in the general population (C30-SumSc,P<0.001).

• Only ET was associated with deteriorated C30-SumSc 2-years after diagnosis (P= 0.004) that persisted over time . In 
contrast,after a transient deterioration, there was no detrimental effect of CT on C30-SumSc at 2 years (P= 0.924)

Ferreira, Annals of Oncology 2019



QOL Among Survivors with Early-Stage BC

Ferreira, Annals of Oncology 2019



Long-term symptom burden among survivors

CLUSTERS: A Sets of 3 or more concurrently present and inter-related symptoms

During Treatment
Winnie K. W. So et al, Cancer  Medicine 2021 



Long-term symptom burden among survivors

After Treatment
Winnie K. W. So et al, Cancer  Medicine 2021 



Cancer- related accelerated ageing and 
biobehavioural modifiers

Cancer-related behavioral symptoms are reported as moderate to severe by as many as 50% to 70% of pts 
after breast cancer treatment, greatly impairing daily functioning

Judith Carroll et al. Nature Reviews 2022



Ensure  Supportive Care Delivery 

Franzoi M.A. et al. Lancet of Oncology 2021



Evaluating the impact of prediction model

Facilitators: features that increase the ease 
of use of a prediction model

✓ Add a decision recommendation to the predicted 
probabilities

✓ Automatic calculation and presentation of the 
model’s probability within the physician’s workflow

The model was 
previously 
developed and 
externally 
validated

Is the prediction 
model ready for 
implementation?

Model 
performance in 
the new setting

How to 
present the 

model 
predictions?                             



Di Meglio A et al, J Clin Oncol 2022 

Prevalence of severe CRF among breast cancer survivors

Baseline: diagnosis (dx)

T1: year-1 post-dx

T2: year-2 post-dx

T3: year-4 post-dx

Predictive risk models, a case-study: cancer-related fatigue 
(CRF)



Di Meglio A, J Clin Oncol 2022

Predictive Model of the Risk of Severe Fatigue at 2 Years After Diagnosis

Predictive risk models, a case-study: cancer-related fatigue 
(CRF)



Advancing predictive risk models: a step forward

• Moving from predicting individual symptoms to symptom cluster to offer a more 
comprehensive understanding of patient experiences

• Development of a parsimonious, pragmatic, and accurate model: a streamlined yet highly 
effective approach to accurately predict long-term behavioral symptom burden, with a 
strong focus on real-world applicability

• Intercept patients at high risk of frailty at the time of early-stage breast cancer diagnosis 
enabling earlier intervention 

• Utilizing risk prediction tools to inform personalized care pathways, ensuring that 
survivors are stratified based on their individual risk profiles facilitating targeted 
behavioral interventions.
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Long-term behavioral symptom clusters among survivors of early-stage breast cancer. 
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Martina Pagliuca et al.
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Let’s change setting and topic

There is limited data regarding which factors 
could be predictive of a CR to anti-HER2 therapies 
and that might inform future de-escalation 
strategies in the maintenance setting

In most cases 
retrospective 
data

Single 
Institutional 
Case Studies

Heterogeneity 
of predictive 
factors 

Heterogeneity 
of anti-HER2 
therapies



Clinico-pathological predictors of radiologic complete response 
to first-line anti-HER2 therapy in metastatic breast cancer

✓ Exploratory analysis of GIM14 BIO-META Study
✓ Patients with HER2-positive MBC treated with first-line anti-HER2 therapy from year 2000 to 2021
✓ Patients were classified according to the best radiologic response and the time-to-treatment- discontinuation (TTD)
✓ Radiologic complete response (rCR)was defined as a complete response with TTD > 3months
✓ Data about the best radiological response were available for 545 patients, which were included in the final analysis

✓ Identify clinico-pathological characteristics predictive of achieving a radiologicalCR(rCR) to a first-line anti-HER2 therapy 
and to assess the impact of rCR on overall survival (OS)

METHODS

AIM



Trastuzumab has changed the natural history of HER2 positive 
metastatic breast cancer

significant PFS and OS benefit by adding Trastuzumab to CT in 
HER2-positive MBC

Slamon DJ et al. N Engl J Med 2001;344:783–92



Long-term outcome of HER2+ mBC pts treated with first-line 
trastuzumab

✓ 215 pts with HER2+ mBC

✓ 52% ER+, 20% de novo disease

✓ 79% pts treated with Tastuzumab + CT

✓ mPFS (all pts): 12 months

✓ 48% remission beyond 1y

✓ 12% remission beyond 5y

✓ mOS (all pts): 2,6 years

✓ ORR: 65% (with 17 (8%) CR and 120 (57%) PR

CLINICO-PATHOLOGICAL CHARACTERISTICS

B. Yeo 754 et al. / The Breast 24 (2015) 751e757



Predicting long-term responders to trastuzumab

B. Yeo 754 et al. / The Breast 24 (2015) 751e757

For patients who continued on trastuzumab beyond two years without progression ( 27%) at a median follow up of 6 years, the median PFS 
was 4.9 years and the median OS was 7.8 years



Long-Term Survivors in registHER study data

LCM was used to identify one or more distinct homogeneous LTS group(s) and one or more STS group(s), based on a 
simultaneous analysis of complete first-line tumour response,PFS, and OS. 

✓ Long-Term Survivors (LTS): 244 pts (24,4%) of 1001 pts (70,9% CR)

✓ Short- Term Survivors (STS): 757 pts ( 75,6%) of 1001 pts (0,3 % CR)

D A Yardley et al. – BJC 2014



✓ Age: 54

✓ ECOG 0 : 65%

✓ Visceral Disease:78%

✓ ER+ or PR+ : 48%

✓ HER2 3+: 91%

✓ Type of neo/adjuvant therapy:

• Anthracycline 39%

• Hormone 25%

• Taxane 23%

• Trastuzumab  11%

CLINICO-PATHOLOGICAL CHARACTERISTICS BEST RESPONSE OUTCOME

CLEOPATRA Trial

Baselga J et al. N ENGL J MED 2012



Swain SM, et al., Lancet Oncol. 2020; 21(4):519-530.

Exceptional Responders: CLEOPATRA



Characteristics of Long-Term Responders

✓ High RNA mRNA expression

✓ Low serum HER2 extracellular domain

✓ PIK3CA wild-type

✓ Higher TILs value ( each 10%       stromal TILS  benefit in OS, 
HR 0.89, p=0.0014)

Swain SM, et al., Lancet Oncol. 2020; 21(4):519-530. 



An Exploratory Analysis of the Cleopatra Trial

The Impact of Initial Tumor Response on Survival Outcomes of 
Patients With HER2-PositimBC

Debien V. et al. – Clinical Breast Cancer 2024



Debien V. et al. – Clinical Breast Cancer 2024

An Exploratory Analysis of the CLEOPATRA Trial
Results

O
S

P
FS

OS - HER2 status subgroup 

HR: 0.40

HR: 0.30



In the multivariate analysis per response subgroup, no 
variable appeared to affect survival in the CR subgroup

✓ Pts who achieve a CR after 9 weeks of study treatment have an 
excellent OS rate compared to those who experience a PR or SD

✓ Achieving a radiological CR at the first disease re-evaluation is 
associated with longer survival 

Debien V. et al. – Clinical Breast Cancer 2024

An Exploratory Analysis of the CLEOPATRA Trial
Univariate and Multivariate Analysis for Overall Survival Per Subgroup 



But…. The research goes on

Real World Data, 
patients enrolled 
from multiple 
institutions

80 pts rCR with 
TTD > 3  months

56 pts rCR with 
TTD> 18 months

 Sample Size 
 (more than 500 
pts included)



The future evolution of 1° Line

FUTURE PERSPECTIVE

Pertuzumab + Trastuzumab + Taxane
(CLEOPATRA)

STANDARD OF CARE

T-DXd
(DESTINY Breast-09)

T-DXd + PERTUZUMAB
(DESTINY Breast-09)

TPH + Atezoolizumab
(NGR – BR004)

+ Tucatinib
(HER2-Climb05)

+ Palbociclib
(PATINA)

+ Giredestrant
(HeredERA)

+ Alpelisib
(EPIK-B2)

Maintenance therapy: HP +…



Thanks for your attention


	Diapositiva 1
	Diapositiva 2
	Diapositiva 3: Disclosure
	Diapositiva 4: Best Papers Under 40
	Diapositiva 5: An Increasing Number Of Cancer Survivors
	Diapositiva 6: Differential impact of ET and CT on QOL of breast cancer survivors
	Diapositiva 7: QOL Among Survivors with Early-Stage BC
	Diapositiva 8: Long-term symptom burden among survivors
	Diapositiva 9: Long-term symptom burden among survivors
	Diapositiva 10: Cancer- related accelerated ageing and  biobehavioural modifiers
	Diapositiva 11:  Ensure  Supportive Care Delivery 
	Diapositiva 12: Evaluating the impact of prediction model
	Diapositiva 13: Predictive risk models, a case-study: cancer-related fatigue (CRF)
	Diapositiva 14: Predictive risk models, a case-study: cancer-related fatigue (CRF)
	Diapositiva 15: Advancing predictive risk models: a step forward
	Diapositiva 16: Best Papers Under 40
	Diapositiva 17: Let’s change setting and topic
	Diapositiva 18: Clinico-pathological predictors of radiologic complete response to first-line anti-HER2 therapy in metastatic breast cancer
	Diapositiva 19: Trastuzumab has changed the natural history of HER2 positive metastatic breast cancer
	Diapositiva 20
	Diapositiva 21
	Diapositiva 22
	Diapositiva 23: CLEOPATRA Trial
	Diapositiva 24: Exceptional Responders: CLEOPATRA
	Diapositiva 25:  Characteristics of Long-Term Responders
	Diapositiva 26: An Exploratory Analysis of the Cleopatra Trial
	Diapositiva 27
	Diapositiva 28
	Diapositiva 29: But…. The research goes on
	Diapositiva 30
	Diapositiva 31

