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Composite risk and benefit from adjuvant DD CT in HR+ BC

Ancillary analysis of the GIM2 phase III trial, which 
demonstrated that in patients with node-positive eBC, 
dose-dense adjuvant chemotherapy improved DFS as 

compared with standard interval chemotherapy.

Evaluation of the absolute treatment effect through a 
composite measure of recurrence risk (CPRS) in patients 

with HR+/HER2- eBC.

Puglisi F et al. NPJ Breast Cancer 2021



Multivariate Cox regression model stratified by 
treatment for the variables used by the CPRS
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Number of positive nodes, tumor size
and histological grade were the most
important prognostic factors in terms of
DFS contributed the most to the CPRS.

DFS-oriented STEPP analysis

In subpopulations 
with lower risk 

scores, the efficacy of 
dose-dense therapy 

appears to be absent

for CPRS median values ≈ 2.20 
significantly reduced HR 

maximum efficacy of therapy

HR increased in 
patients with a worse 

anamnestic profile

NNT=reciprocal of the 
difference between the 

absolute risks of failure in the 
dose-dense and standard 

therapy arms, respectively

Puglisi F et al. NPJ Breast Cancer 2021



PONDx: real-life utilization of Oncotype-Dx
Multicenter, prospective, observational study to investigate the real-life use of RS® results in Italy (27 reference centers in
Lombardia, Lazio, Emilia Romagna, Campania, Abruzzo, and Marche) and its impact on treatment decisions, by recording:
1) Pre-RS decision for HT +/- CT
2) RS results
3) Post-RS decision % changes in recommendations

1738 HR+/HER2- eBC pts

based on previous 
RS cutpoints

Expected recommendations assuming decision-making according to 
TAILORx results  

Population Change in CT + HT recommendations %

Overall -49%

N0 -47%

Cognetti F et al. NPJ Breast Cancer 2021



Real-life utilization of Oncotype-Dx across: Italian experiences
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MiR-100 as a predictor of endocrine responsiveness and prognosis

The predictive value of baseline tumor levels of miR-100 with respect to response
to endocrine therapy (tamoxifene or letrozole) was explored in a prospective study
of endocrine therapy given either preoperatively, or for the treatment of de-novo
MBC 90 evaluable patients.

Response = Ki67 ≤2.7% after 21 +/- 3 days of treatment

Petrelli A et al, ESMO Open 2020



Median miR-100 
values were 

significantly higher in 
CCCA responders 

compared with non-
responders 

MiR-100 levels showed a significant negative correlation with both baseline 
and post-treatment Ki67 values, both in the overall population and in post-

menopausal pts receiving letrozole

p=-4e-04

Increased MiR-100 associated with CCCA (OR 
1.852, 95% CI 1.094-3.134, p=0.022

METABRIC dataset interrogated to 
evaluate the prognostic value of 
miR-100 expression in 719 ER-

positive BC patients undergoing 
adjuvant ET

High MiR-100 associated with improved OS in the overall population and in Luminal A subgroup. NO effect on Luminal B subgroup.

Overall Luminal A Luminal B

p=-0.004

Petrelli A et al, ESMO Open 2020



GIADA study: neoadjuvant CT + immunoT in Luminal B-like BC

Dieci MV et al, CCR 2021



Dieci MV, et al. ESMO 2020

N=43 patients enrolled from October 2017 to October 2019

Baseline biopsy: pCR vs non-pCR (n=39 including n=7 pCR) 
Efficacy results

Changes from baseline to post-EC biopsy (n=30 paired samples suitable for analyses)

Neoadjuvant immunotherapy in pre-menopausal HR+/HER2- EBC



Dieci MV et al, CCR 2021

GIADA study: neoadjuvant CT + immunoT in Luminal B-like BC



GIM11-BERGI study: eribulin + bevacizumab in HER2- mBC

Multicenter, single-arm, Simon's two-stage, phase II study

Primary endpoint: BORR
(best ORR)

An overall clinical response rate of 25% as the target activity level and 12% as the lowest response rate of
interest were considered  in case of ≥3 responses/19 patients monitored for a minimum of 18 weeks  II
stage 42 additional patients accrued (total 61 pts).

De Angelis C et al, ESMO Open 2021



*Per-protocol analysis

*

Median PFS
6.2 months

Median OS
14.8 monthsNO differences in 

median PFS between ER+ 
and ER- subgroups

De Angelis C et al, ESMO Open 2021

GIM11-BERGI study: eribulin + bevacizumab in HER2- mBC



Sars-CoV-2 silent carriers among actively treated cancer pts

For prevention policy 43 of 388 seronegative patients 
(11%) underwent an RT-PCR test outside the screening

 Serological assay: negative predictive value of 100%

Substantial prevalence of Sars-CoV-2 silent 
infection in actively treated cancer patients.

172 (31%) resulted positive for anti-SARS-CoV-2 
IgM/IgG Ab

Among Ig-seropositive pts tested with RT-PCR 
nasopharyngeal swabs, 38% were SARS-CoV-2 

silent carriers

2-step diagnostics: feasible and effective in 
detecting silent carriers

155 out of 172 seropositive patients underwent 
the second-step RT-PCR

Enrollement: April, 1st 2020 – April, 30th 2020

560 consecutive patients with cancer, asymptomatic for COVID-
19 and on anticancer treatment at Papa Giovanni XXIII Hospital
in Bergamo evaluated and tested for SARSCoV-2.

Two-step diagnostics: screening with rapid serological
immunoassay for anti–SARS-CoV-2 immunoglobulin  if + 
nasopharyngeal swab RT-PCR.

Zambelli A et al, Oncologist 2021



Likelihood of pregnancy after cancer diagnosis

Patients with cancer had 35% reduced likelihood of 
having a subsequent pregnancy compared with the 

general population (RR 0.65; 95% CI 0.55-0.77).

Pregnancy after BC

Cervical cancer associated with the 
lowest likelihood of pregnancy

Among 46780 pts with BC, 2026 
(4.2%) had a subsequent pregnancy

Reproductive outcome of BC pts with pregnancy

Increased risk among BC versus general population

Lambertini M et al, JCO 2021



Survival in BC pts with vs without a pregnancy after BC
DFS OS

DFS  in BC pts with vs without a pregnancy according to HR status

HR+ HR-

Pregnancy after BC

Lambertini M et al, JCO 2021
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CHER-LOB, NSABP-B41, NeoALTTO and CALGB40601

Baselga J, et al. Lancet 2012; Guarneri V et al, J Clin Oncol 2012; Robidoux A, et al, Lancet Oncol 2013; Carey L et al, J Clin Oncol 2016

CHER-LOB NSABP-B41

NeoALTTO CALGB40601



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.Valentina Guarneri

RESULTS: RELAPSE-FREE AND OVERALL SURVIVAL 
ACCORDING TO LAPATINIB USE (T+L vs T)

Null effect Null effect

RELAPSE FREE SURVIVAL OVERALL SURVIVAL



GIM4 study: extended therapy with letrozole

Primary endpoint: iDFS (from randomization
to iDFS event or last follow up).
Secondary endpoints: OS, Aes.

Del Mastro L et al. Lancet Oncology 2021



Landmark analysis (excluding patients with a disease-free survival 
event or those lost to follow- up before treatment divergence)

Median follow up: 11.7 years

Primary endpoint analysis

Overall Survival Safety

GIM4 study: extended therapy with letrozole

Del Mastro L et al. Lancet Oncology 2021
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