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ATTRITION RATE IN HER2+ MBC

Montemurro F et al., ESMO Breast Cancer 2022

First-to-second, 

% (95%CI)

Second-to-third,

% (95%CI)

Overall 9.0 (7.9-10.1) 14.0 (12.4-15.6)

HR+/HER2- 8.5 (7.9-9.9) 13.0 (11.5-15.2)

HER2+ 7.1 (5.1-9.1) 13.0 (9.8-16.1)

TNBC 13.0 (8.0-17.9) 22.7 (15.6-29.9)



CRYSTALLIZED 1st line scenario - TRASTUZUMAB+PERTUZUMAB

CLEOPATRA



CRYSTALLIZED 1st line scenario - TRASTUZUMAB+PERTUZUMAB

Baselga et al, NEJM 2012; Swain et al Lancet Oncol 2020

CLEOPATRA

PFS

(final)

OS

(final)

Median OS: 

57.1 months (pertuzumab) 

40.8 months (placebo)

Median follow up 99.9 

months

Long-term responders 

more likely to be:

▪ De-novo 

presentation

▪ Non-visceral   

disease

▪ Oligometastatic

▪ PIK3CA WT

▪ HER2 3+ and higher 

ERBB2 mRCA

▪ Higher TILs



CRYSTALLIZED 1st line scenario – what about ET?

PERTAIN

Rimawi et al, JCO 2018; Arpino et al, CCR 2023

NO induction CTINDUCTION CT



CRYSTALLIZED 1st line scenario – what about ET? 
Role of CDK 4/6i

▪ Trials conducted in pre-treated patients reported promising efficacy 
with anti-HER2 tx + ET+CDK 4/6i: e.g. MonarcHER, PATRICIA



CRYSTALLIZED 1st line scenario – what about ET? 
Role of CDK 4/6i

DETECT-V
▪ >75% FIRST-LINE SETTING

▪ >50% visceral involvement

CT-free versus CT-containing Ribo versus NO-ribo (no randomization)

Janni et al, ESMO 2024

▪ Trials conducted in pre-treated patients reported promising efficacy 
with anti-HER2 tx + ET+CDK 4/6i: e.g. MonarcHER, PATRICIA



HISTORICAL 2nd line scenario – T-DM1

Verma et al NEJM 2012 ;Dieras et al, Lancet Oncoil 2017;  Guarneri V, SABCS 2023 GS Discussion

EMILIA



HISTORICAL 2nd line scenario – T-DM1

Verma et al NEJM 2012 ;Dieras et al, Lancet Oncoil 2017;  Guarneri V, SABCS 2023 GS Discussion

EMILIA

PFS

(primary 

analysis)

OS

(confirmatory 

analysis)

Crossover from control 

arm to TDM1 arm = 27%



CONTEMPORARY 2nd line scenario – T-DXd

Destiny-Breast03

In pts treated with TDXD:

- 62% prior pertuzumab

- 41% 1 prior Tx for MBC



CONTEMPORARY 2nd line scenario – T-DXd

Destiny-Breast03

PFS

(update)

OS

(update)

Cortes J et al, ESMO 2021, NEJM 2022; Hurvitz Lancet Oncol 2023



CONTEMPORARY 3rd line scenario – T-DXd in patients already treated with T-DM1

Destiny-Breast02

Krop et al, SABCS 2022; André et al, Lancet Oncol 2023



CONTEMPORARY 3rd line scenario – today: TUCATINIB

HER2CLIMB

• median previous lines of Tx: 4

• 100% received trast, pert and T-DM1

• CNS disease: 48% (total population,

tucatinib arm); ~ 30% active BMs

Primary endpoint: PFS as determined by blinded independent central review in the first 480 patients

who underwent randomization
(The size of the trial population was later increased to approximately 600 patients to ensure sufficient power to show a

progression-free survival benefit among the patients with brain metastases.)



CONTEMPORARY 3rd line scenario – today: TUCATINIB

HER2CLIMB

Murthy RK, et al. N Engl J Med 2020; Curigliano et al, Ann Oncol 2022

PFS

(primary 

analysis)

OS

(update)



Brain mets in HER2+ disease

INTELLECTUAL PROPERTY OF V GUARNERI AND F MIGLIETTA

Guarneri V, SABCS 2023 GS Discussion
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Prospective evidence base for T-DXd and Tucatininb benefit in patients with 
HER2+ mBC and BRAIN mets

DB-03 Pooled
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*cohort with untreated BMs 

(ORR-IC in previously treated 

and progressing: 44.4%)

Bartsch R, et al. Nat Med. 2022. Anders C, et al ESMO Breast Cancer 2024. HurvitzSA, et al. ESMO 2023. Pérez-García JM, et al. Neuro Oncol. 

2023. Niikura N, et al. NPJ Breast Cancer. 2023. Niikura N, et al. NPJ Breast Cancer. 2023. Lin et al, ESMO 2024. Filho et al, Ann Oncol 2020

Radar chart: Intellectual property F Miglietta

STABLE BMs ACTIVE BMs POOLED DB01-02-03, DB12 and H2CIntracranial ORR



Treatment algorithm
(focus on systemic tx)

Gennari et al, Ann Oncol 2021; ESMO living guidelines

ACTIVE BMs

CNS dominant disease 

(?)

NO, UKN, STABLE 

or ACTIVE BMs

TRASTUZUMAB – 

PERTUZUMAB

+ taxane

TUCATINIB

+ trast + cape

TUCATININB 

+ TDM1 ?? T-DXd

T-DXd TUCATINIB

+ trast + cape

TUCATININB 

+ TDM1 ??

HR+

maintenance with trast-pert + ET
HR-

maintenance with trast-pert

ET+CDK4/6i

+HP?



Treatment algorithm
(focus on systemic tx)

Adapted from Gennari et al, Ann Oncol 2021; ESMO living guidelines

ACTIVE BMs

CNS dominant disease 

(?)

NO, UKN, STABLE 

or ACTIVE BMs

TRASTUZUMAB – 

PERTUZUMAB

+ taxane

TUCATINIB

+ trast + cape
T-DXd

T-DXd TUCATINIB

+ trast + cape

HR+

maintenance with trast-pert + ET
HR-

maintenance with trast-pert

TRIAL 

IN PROGRESS

HER2CLIMB05

Tucatinib+trast-pert

DETECT-V

Ribo+ET+trast-pert
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Giredestrant+trast-pert

PATINA

Palbo+AI +trast-pert

ET+CDK4/6i

+HP?

HEROES

Discont. anti-HER2

STOP-HER/TBCRC062

Discont. anti-HER2

Empowher-BC-303

Zanidatamab +CT
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