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Hot topics in the management of early breast cancer

What’s new in 2023: treatment tailoring and optimization

Luminal

HER2+

Triple negative

Escalating adjuvant therapy

• Incorporation of CDK4/6-inhibitors: NATALEE, update of MONARCH-E

De-escalating therapy

• TAM-01: Low-dose tamoxifen for prevention

• POSITIVE: Interrupting ET to attempt pregnancy

De-escalating therapy using biomarkers

• PHERGAIN trial (PET-CT)

• Utility of HER2DX in treatment tailoring

De-escalating therapy

• NeoPACT: Omitting anthracyclines

• Coming soon: Using TILs to de-escalate therapy



Luminal Breast Cancer: Escalating adjuvant therapy
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Luminal Breast Cancer: Escalating adjuvant therapy

NATALEE Trial

• 56% post-menopausal

• Stage: IIA 20%, IIB 20%, III 60%

• Nodal status: N0 28%, N1 41%, N2/3 19%

• Prior ET 71%

• Prior (neo)adjuvant CT 88%

Slamon D et al. ASCO 2023



Luminal Breast Cancer: Escalating adjuvant therapy

NATALEE Trial: Patient disposition

Slamon D et al. ASCO 2023
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NATALEE Trial: Second interim analysis (426 iDFS events) with a median follow-up of 27.7 months

Absolute iDFS benefit at 3y of 3.3%
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Luminal Breast Cancer: Escalating adjuvant therapy

NATALEE Trial: Safety 

Slamon D et al. ASCO 2023



Luminal Breast Cancer: Escalating adjuvant therapy

Monarch-E Trial: iDFS at the second OS interim analysis (Lancet Oncol 2023)

OS: HR 0.929 (95% CI 0.748 1.153), Log-rank p=0.50

Johnston S et al. Lancet Oncol 2023; 24: 77–90

Median follow-up 42 months (IQR 37–47), all patients have completed abemaciclib



Luminal Breast Cancer: Escalating adjuvant therapy

Monarch-E Trial: iDFS by age

Hamilton E et al. ASCO 2023

Consistent benefit of abemaciclib in iDFS and DRFS independently of age
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Monarch-E Trial: toxicity and dose modifications by age
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Similar AE profile independently of age



Luminal Breast Cancer: Escalating adjuvant therapy

Monarch-E Trial: toxicity and dose modifications by age

Hamilton E et al. ASCO 2023

Similar AE profile independently of age
Higher proportion of dose adjustments 

(including discontinuations) in older patients



Luminal Breast Cancer: Escalating adjuvant therapy

Monarch-E Trial: iDFS according to relative dose intensity (RDI)*

Hamilton E et al. ASCO 2023



Luminal Breast Cancer: Escalating adjuvant therapy

Adjuvant CDK4/6 inhibitors 

Harbeck N, ASCO 2023



Luminal Breast Cancer: De-escalating adjuvant treatment

TAM-01: Low-dose tamoxifen for secondary prevention

*ADH: atypical ductal hyperplasia; DCIS: ductal carcinoma in situ; LCIS: lobular carcinoma in situ• Mean age 54

• Pre-menopausal ~40%

• ADH 20%, LCIS 10%, DCIS 70%

• Received RT 61%

De Censi A et al, SABCS 2022; Lazzeroni M et al. J Clin Oncol E-pub March 2023



Luminal Breast Cancer: De-escalating adjuvant treatment

TAM-01: Low-dose tamoxifen for secondary prevention

De Censi A et al, SABCS 2022; Lazzeroni M et al. J Clin Oncol E-pub March 2023

N=41

N=25

2.3% vs 7.6%

6.4% vs 11%

0.4% vs 2.5%

1.1% vs 4.2%

Tamoxifen 5 mg once daily for 3 years significantly prevents recurrence from noninvasive 

breast cancer after 7 years from treatment cessation without long-term adverse events



Luminal Breast Cancer: De-escalating adjuvant treatment

POSITIVE Trial: Is it safe to temporarily interrupt ET to attempt pregnancy?

• Pre-menopausal women wishing to 

become pregnant

• Age ≤42

• History of stage I-III HR+ BC

• 18-30 months of prior adjuvant ET

• No clinical evidence of recurrence

N=518, median follow-up 41 months

Partridge AH et al. SABCS 2022; Partridge AH et al. N Engl J Med 2023;388:1645-56



Luminal Breast Cancer: De-escalating adjuvant treatment

POSITIVE Trial: Is it safe to temporarily interrupt ET to attempt pregnancy?

• Pre-menopausal women wishing to 

become pregnant

• Age ≤42

• History of stage I-III HR+ BC

• 18-30 months of prior adjuvant ET

• No clinical evidence of recurrence

Patients’ characteristics

• Median age 37; 75% with no prior births

• Stage I 47%, stage II 47%, stage III 6%

• Median duration of ET prior to enrollment: 23.4 months

− SERM alone 42%

− SERM + OFS 36%

− AI + OFS 16%

• Prior (neo)adjuvant CT 62%

N=518, median follow-up 41 months

Partridge AH et al. SABCS 2022; Partridge AH et al. N Engl J Med 2023;388:1645-56



No impact in short-term disease outcomes

- 3y BCFI similar to SOFT / TEXT (and varied according to clinical-pathological characteristics

- BCFI events not different between pregnant and non pregnant participants

Birth defects were low (2%), not clearly associated with treatment exposure

Pregnant vs non-pregnant participantsAll population

Partridge AH et al. SABCS 2022; Partridge AH et al. N Engl J Med 2023;388:1645-56

Luminal Breast Cancer: De-escalating adjuvant treatment

POSITIVE Trial: Is it safe to temporarily interrupt ET to attempt pregnancy? YES!



HER2+ breast cancer: De-escalating therapy using biomarkers

                                              

Pérez-García J et al. Lancet Oncol. 2021 Jun;22(6):858-871 and Cortés J et al. ASCO 2023
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HER2+ breast cancer: De-escalating therapy using biomarkers

PHERGAIN Trial: using PET-CT to tailor therapy

• Excellent pCR (with and without CT) 

in patients with PET response

• Patients with no PET response have 

low pCR rates, independently of the 

use of CT

Pérez-García J et al. Lancet Oncol. 2021 Jun;22(6):858-871
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PHERGAIN Trial: using PET-CT to tailor therapy

Cortés J et al. ASCO 2023



HER2+ breast cancer: De-escalating therapy using biomarkers

PHERGAIN Trial: using PET-CT to tailor therapy

In patients with PET response after 2 cycles of HP (Group B), outcomes are excellent, 

independently of the use of neoadjuvant CT

12 iDFS events: 11 relapse (8 distant), 1 non-related death witout recurrence

Cortés J et al. ASCO 2023



HER2+ breast cancer: De-escalating therapy using biomarkers

HER2DX

Prat A et al. EBioMedicine. 2022 Jan;75:103801 | Villacampa G et al. Ann Oncol. 2023 Jun 9:S0923-7534(23)00721-4



HER2+ breast cancer: De-escalating therapy using biomarkers

HER2DX

• HER2DX pCR score predicts pCR independently of HR status and treatment regimen

• pCR-high group benefits the most from neoadjuvant dual HER2 blockade

• pCR-medium group benefits the most from multi-agent CT vs single taxane

• pCR-low group shows pCR rates <30% across all therapies 

• HER2DX low-risk is significantly associated with risk of relapse independently of pCR status

• HER2DX high-risk and pCR-low group of patients is an unmet need population

Prat A et al. EBioMedicine. 2022 Jan;75:103801 | Villacampa G et al. Ann Oncol. 2023 Jun 9:S0923-7534(23)00721-4



Triple Negative Breast Cancer: de-escalating treatment

Neo-PACT: Anthracycline-free regimen for early TNBC

Sharma P et al. ASCO 2022 | Stecklein SR et al. ASCO 2023



Triple Negative Breast Cancer: de-escalating treatment

Neo-PACT: Anthracycline-free regimen for early TNBC

Sharma P et al. ASCO 2022 | Stecklein SR et al. ASCO 2023



Triple Negative Breast Cancer: de-escalating treatment

Neo-PACT: refining pCR prediction

ProlifSig is associated with pCR in sTIL-Low 

(but not in sTIL-enriched) TNBC
pCR rate by sTIL and ProlifSig class

Stecklein SR et al. ASCO 2023



Triple Negative Breast Cancer: de-escalating treatment

Neo-PACT: refining pCR prediction

ProlifSig is associated with pCR in sTIL-Low 

(but not in sTIL-enriched) TNBC
pCR rate by sTIL and ProlifSig class

Multivariate analysis

Stecklein SR et al. ASCO 2023



Triple Negative Breast Cancer: de-escalating treatment

Prognostic of TILs in early TNBC

Individual patient data pooled analysis of 13 international 

cohorts of patients with TNBC treated with locoregional 

therapy but no systemic therapy

N=1966, median follow-up 30.4 years; most N0 (86.6%), 

median % of stromal TILs 15%

Proportion of TILs

Léon-Ferré R et al. SABCS 2022



Triple Negative Breast Cancer: de-escalating treatment

Prognostic of TILs in early TNBC

Individual patient data pooled analysis of 13 international 

cohorts of patients with TNBC treated with locoregional 

therapy but no systemic therapy

N=1966, median follow-up 30.4 years; most N0 (86.6%), 

median % of stromal TILs 15%

Proportion of TILs

Stage I

Léon-Ferré R et al. SABCS 2022



Triple Negative Breast Cancer: de-escalating treatment

BELLINI: targeting immunogenic TNBC with ICI

Primary endpoint: 2x increase in CD8 and/or IFN𝛾
Simon 2-stage: success 5/15 patients

Nivo (N=16) Nivo + Ipi (N=15)

Median age 48 (27-71) 50 (34-67)

Grade 3 93.8% 73.3%

T1 31.3% 40%

N1-3 18.8% 66.7%

gBRCA1/2 mut 18.8% 20%

Median TILs (range) 29 (5-88) 35 (5-90)

PD-L1 CPS (22C3)
0-1

2-9
≥10

12.5%

25%
62.5%

6.7%

13.3%
73.3%

Kok M et al. ESMO 2022



Triple Negative Breast Cancer: de-escalating treatment

BELLINI: targeting immunogenic TNBC with ICI

ORR
3/16 (19%)

4/15 (27%)

Of the 7 responders: 3 in TIL high, 4 in TIL intermediate

Primary endpoint: 2x increase in CD8 and/or IFN𝛾
Simon 2-stage: success 5/15 patients

Nivo (N=16) Nivo + Ipi (N=15)

Median age 48 (27-71) 50 (34-67)

Grade 3 93.8% 73.3%

T1 31.3% 40%

N1-3 18.8% 66.7%

gBRCA1/2 mut 18.8% 20%

Median TILs (range) 29 (5-88) 35 (5-90)
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Summary

What’s new in 2023: treatment tailoring and optimization in Early Breast Cancer

Luminal

• CDK4/6i reduce the risk of recurrence in high- and intermediate-risk 

luminal breast cancer

• NATALEE data, yet very promising, are immature with the current follow-up

• Low-dose tamoxifen is effective for breast cancer prevention with excellent 

tolerability

• Endocrine therapy may be interrupted to attempt pregnancy without 

compromising outcomes
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Summary

What’s new in 2023: treatment tailoring and optimization in Early Breast Cancer

Luminal

HER2+

Triple 

negative

• CDK4/6i reduce the risk of recurrence in high- and intermediate-risk 

luminal breast cancer

• NATALEE data, yet very promising, are immature with the current follow-up

• Low-dose tamoxifen is effective for breast cancer prevention with excellent 

tolerability

• Endocrine therapy may be interrupted to attempt pregnancy without 

compromising outcomes

• HER2DX and PET-CT (together with pCR) may be used to tailor treatment of 

early HER2+ breast cancer

• Anthracyclines-free regimen (docetaxel + carboplatin) with pembrolizumab 

yields high pCR rates in TNBC

• TILs should be used in prospective clinical trials to de-escalate therapy, at 

least in stage I TNBC



Thank you!

moliveira@vhio.net 

mailto:moliveira@vhio.net
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