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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



HISTORICAL 2nd line scenario – TDM1

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

EMILIA



HISTORICAL 2nd line scenario – TDM1

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 – TDXd

DESTINY-BREAST03

In pts treated with TDXD:
- 62% prior pertuzumab
- 41% 1 prior Tx for MBC

Primary endpoint: PFS as determined by blinded independent central review



CONTEMPORARY 2nd line scenario – TDXd

DESTINY-BREAST03

PFS
(update)

OS
(update)

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



CONTEMPORARY 3rd line scenario – 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 – 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 – do not re-use without permission
Guarneri V, SABCS 2023 GS Discussion



Are the DB-04 and HER2CLIMB trials reliable in defining TDXd and Tuc efficacy in BMs?

HER2CLIMBDESTINY-BREAST03

Brain metastases
N=62 (23.8%) N=198 (48.3%)

Stable BMs
100% 40.4%

Active BMs
(treated and progressing, untreated)

0% 59.6%

Cortes et al, NEJM 2022; Lin et al, JCO 2020



T-DXd and Tucatinib activity/efficacy in pts with STABLE BMs

Intracranial response

Hurvitz et al, SABCS 2021; Curigliano et al, Ann Onc 2021; Lin et al, JCO 2020

Median survival 
Tucatinib

Median survival 
Placebo

HR 
(95% CI)

CNS-PFS 
stable BM 13.9 5.6 0.41 

(0.19-0.85)
OS 
stable BM 21.6 16.4 0.70 

(0.42-1.16)

TUCATINIBT-DXd
DB-03 HER2CLIMB



Median survival 
Tucatinib

Median survival 
Placebo

HR 
(95% CI)

CNS-PFS
active BM 9.6 4.0 0.34 

(0.22-0.54)
OS 
active BM 21.4 11.8 0.52 

(0.36-0.77)

OS for pts 
with active BMs

T-DXd and Tucatinib activity/efficacy in pts with ACTIVE BMs

TUCATINIBT-DXd

Bartsh Nature Med 2022; Kabraji CCR 2023; Garcia Neuro-Oncol 2023; Hurvitz ESMO 2023; Lin Jama Oncol 2023

HER2CLIMB



Treatment algorithm

Gennari et al, Ann Oncol 2021; ESMO living guidelines

CNS dominant disease

Or active CNS with 
extra-CNS dominant 

disease



HER2-low



Courtesy of Dr M. Lo Mele, MD, Pathology Unit Padova Hospital, Italy

HER2-low BC 



Destiny-Breast04 trial

• Mostly HR+ (~ 90%)
• ~90% of HR+ pre-treated with 

CDK 4/6i

DESTINY-BREAST04

PFS - HR+ OS - HR+ PFS – HR-

Modi S et al., ASCO 2022, NEJM 2022, ESMO 2023



T-DXd in HR+/HER2-low MBC

ESMO living guidelines

Consider CT-based options
after exhaustion of ET-based
tx or expected benefit from ET.



SG arm:
• Median prior tx lines: 3 (2, 38%; ≥3, 58%)
• Prior CDK 4/6i use: ≤12 mos 58%

Rugo et al, JCO 2022; 
Rugo et al, Lancet Oncol 2023; 

Rugo et al, ESMO 2022

SG efficacy confirmed
regardless of HER2 IHC
groups  confirmed also in
HER2-low BC

TROPIC02 trial: more heavily
pre-treated population
compared to DB04 trial.

Competing scenario: TROPICS-02 trial



T-DXd in HR-/HER2-low MBC

ESMO living guidelines

ADC positioning: ≥ 2nd line



Bardia A et al, ESMO 2020, 
NEJM 2021; Hurvitz et al, 

SABCS 2020

• TNBC at initial diagnosis ≈70%
• Median anticancer regimens: 4 (2-17)
• 29-26% previously treated with PD-1/PD-L1 inhibitors
• 17-18% previously treated with PARP inhibitors

Full populationWithout BMsWithout BMs

Competing scenario: ASCENT trial



• HER2+: the Cleopatra, DB03 and H2C trials set trastuzumab-pertuzumab-taxane, T-DXd and
tucatininb-trastuzumab-capecitabine as the standard 1st, 2nd and 3rd line tx
• The only setting were tucatininb-based tx may be prioritized over T-DXd is represented by pts with ACTIVE

BMs and CNS-dominant disease

• HER2-low MBC represents an operational entity guidance for determining access to T-DXd

• T-DXd currently represents a viable option for HER2-low MBC pre-treated with 1-2 CT lines
• HR+/HER2-: after exhaustion of ET-based lines/expected benefit
• TNBC: after exhaustion of targeted options (ICI and PARP-i)

• T-DXd positioning partially overlap with SG both in HR+ and TNBC:
• HR+/HER2-: T-DXd to be prioritized over SG
• TNBC: SG to be prioritized over T-DXd

Remarks
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CRYSTALLIZED 1st line scenario – what about ET?

PERTAIN

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

NO induction CTINDUCTION CT



Is there a role for the association of Tucatinib + TDM1?

HER2CLIMB-02

Hurvitz et al, SABCS 2023

• Mostly 2L
• ~90% pertuzumab pre-treated
• 40% BMs
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