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Diseñando juntos el Tratamiento Sistémico del Cáncer de Mama en 2024.
CÁNCER DE MAMA HER2 POSITIVO

Enfermedad METASTÁSICA



Supervivencia en CMM

Overall survival in the HER2+ MBC subcohort
by year of diagnosis



CURRENT STANDARD OF CARE IN 1st LINE HER2-POSITIVE ABC

FIRST LINE

· TAXANE +
· TRASTUZUMAB +
· PERTUZUMAB

Baselga J, et al. NEJM 2012
Swain S, et al NEJM 2015

HER2+ ABC 2024. C.A.Rodríguez



FIRST LINE

· TAXANE +
· TRASTUZUMAB +
· PERTUZUMAB
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IN PATIENTS WITH 
HER2+ & ER+

Combination of 
AntiHER2 ther + ET 

Must be Considered 
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FIRST LINE

· TAXANE +
· TRASTUZUMAB +
· PERTUZUMAB

Baselga J, et al. NEJM 2012
Swain S, et al NEJM 2015

PROG

2nd LINE

· T-DM1
(Trastuzumab/EmtansinE)

Verma S, et al. NEJM 2012.

PROG

IN PATIENTS WITH 
HER2+ & ER+

Combination of 
AntiHER2 ther + ET 

Must be Considered 

BEYOND 2nd LINE

TRASTUZUMAB +
LAPATINIB

Blackwell K, el al. JCO 2012

T-DM1
(Trastuzumab/Emtansina)
WHEN PREVIOUSLY NOT USED

Krop IE, et al. Lancet Oncol ’14

CAPECITABINE +
LAPATINIB  Geyer, NEJM ‘06

CAPECITABINE +
TRASTUZ. V.Minckwitz, JCO‘09

VINORELBINE+
TRASTUZ.

EVOLUTION OF STANDARD OF CARE IN HER2-POSITIVE ABC until 2022
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HER2+ ABC
CURRENT STANDARD OF CARE, NEW & EMERGING TREATMENT APPROACHES
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aThe clinical relevance of these features is under investigation.
1. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-85. 2. Ogitani Y et al. Clin Cancer Res. 2016;22:5097-108. 3. Trail PA et al. Pharmacol Ther. 2018;181:126-42. 
4. Ogitani Y et al. Cancer Sci. 2016;107:1039-46. 5. LoRusso PM et al. Clin Cancer Res. 2011;17:6437-47.

T-DXd1-4,a ADC Attributes T-DM13-5

Topoisomerase I 
inhibitor Payload MoA Anti-microtubule

~8:1 Drug-to-antibody ratio ~3.5:1

Yes Tumor-selective 
cleavable linker? No

Yes Evidence of bystander 
anti-tumor effect? No

Trastuzumab 
deruxtecan 

(T-DXd)1

Trastuzumab 
emtansine 
(T-DM1)5

ADC Characteristic Differences Between T-DXd and T-DM1



TRASTUZUMAB DERUXTECAN
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Krop I, et al. SABCS 2022



Krop I, et al. SABCS 2022



FIRST LINE

· TAXANE +
· TRASTUZUMAB +
· PERTUZUMAB

Baselga J, et al. NEJM 2012
Swain S, et al NEJM 2015

PROG

2nd LINE

· T-DM1
(Trastuzumab/EmtansinE)

Verma S, et al. NEJM 2012.

BEYOND 2nd LINE

TUCATINIB +
CAPECITABINE +
TRASTUZUMAB
Murthy, NEJM ’20

T-DERUXTECAN
Mody, NEJM ’19
Krop I, SABCS ’22

NERATINIB +
CAPECITABINE +
Saura, JCO ’20

MARGETUXIMAB
Rugo, JAMA Oncol 2021

TRASTUZUMAB +
LAPATINIB

CAPECITABINE +
LAPATINIB

CHEMOTHERAPY +
TRASTUZUMAB

PROG

IN PATIENTS WITH 
HER2+ & ER+

Combination of AntiHER2 + 
ET Must be Considered 

FIRST LINE*
· AROMATASE 
inh+
· TRASTUZUMAB 
+
· PERTUZUMAB

Pertain Trial SABCS 2020
*Upfront (+++) of After Trast + Pert + Chemoth.

LAPATINIB +
ENDOCRINE 
THERAPY

Johnston S, et al. JCO 2009
TRASTUZUMAB +
ENDOCRINE 
THERAPY

Kaufman B, et al. JCO 2009

LAPATINIB +
TRASTUZUMAB
ENDOCRINE THERAPY

Alternative Trial , JCO 2017

⬆️  PFS ⬆️  OS

   ⬆️  ⬆️  CNS

⬆️  PFS ❌OS

⬆️  PFS ❌OS

HER2+ ABC 2024. C.A.Rodríguez

⬆️  PFS ⬆️  OS

EVOLUTION OF STANDARD OF CARE IN HER2-POSITIVE ABC until 
2022



An open-label, multicenter, phase 3 study (NCT03529110)

DESTINY-Breast03 - Study Design

aHER2 IHC3+ or IHC2+/ISH+ based on central confirmation. bProgression during or <6 months after completing adjuvant therapy involving trastuzumab and taxane. 
Cortés J et al. Presented at: ESMO Virtual Congress 2021; September 17-21, 2021. Presentation 2525.

Patients
• Unresectable or metastatic HER2 positivea 

breast cancer 
• Previously treated with trastuzumab and 

taxane in advanced/metastatic settingb

• Could have clinically stable, treated brain 
metastases

Stratification factors
• Hormone receptor status 
• Prior treatment with pertuzumab 
• History of visceral disease

R
1:1

T-DXd 
5.4 mg/kg Q3W

(n = 261)

T-DM1 
3.6 mg/kg Q3W

(n = 263)

Primary endpoint
• PFS (BICR)
Key secondary endpoint
• OS 
Secondary endpoints
• ORR (BICR and 

investigator)
• DOR (BICR)
• PFS (investigator)
• Safety

Interim analysis for PFS (data cutoff: May 21, 2021)
• Efficacy boundary for superiority: P < 0.000204 (based on 245 events)
• IDMC recommendation to unblind study (July 30, 2021)
Key secondary endpoint, OS: boundary for efficacy: P < 0.000265 (based on 86 events) 



Primary Endpoint - PFS by BICR

Median PFS follow-up for T-DXd was 15.5 months (range, 15.1-16.6) and for T-DM1 was 13.9 months (range, 11.8-15.1)
Cortés J et al. Presented at: ESMO Virtual Congress 2021; September 17-21, 2021. Presentation 2525.

DESTINY-Breast03: May 21, 2021 DCO 





FIRST LINE

· TAXANE +
· TRASTUZUMAB +
· PERTUZUMAB

Baselga J, et al. NEJM 2011
Swain S, et al NEJM 2015

PROG

2nd LINE

· T-DERUXTECAN 
(Cortés, et al. ESMO  2021, Lancet 2023).

T-DM1*

TRASTUZUMAB + LAPATINIB

CAPECITABINE + LAPATINIB

CHEMO +TRASTUZUMAB

T-DM1Krop IE, et al. Lancet Oncol ’14

NERATINIB +
CAPECITABINE Saura, JCO ’20

MARGETUXIMAB
Rugo, JAMA Oncol ’21

TRASTUZUMAB
DUOCARMAZINASaura, ESMO ’21

PROG

FIRST LINE*
· AROMATASE 
inh+
· TRASTUZUMAB 
+
· PERTUZUMAB

Pertain Trial SABCS 2020
*Upfront (+++) of After Trast + Pert + Chemoth.

LAPATINIB + ENDOCRINE THERAPY
Johnston S, et al. JCO 2009

TRASTUZUMAB + ENDOCRINE 
THERAPY

Kaufman B, et al. JCO 2009LAPATINIB +
TRASTUZUMAB
ENDOCRINE THERAPY

Alternative Trial , JCO 2017

⬆️  PFS ❌OS

BEYOND 2nd LINE

TUCATINIB +
CAPECITABINE +
TRASTUZUMAB
Murthy, NEJM ’20

T-DERUXTECAN*
Mody, NEJM ’19
Krop I, SABCS ‘23

* Si no administrado Previamente 

⬆️  PFS ⬆️  OS

   ⬆️  ⬆️  CNS

⬆️  PFS ❌OS
IN PATIENTS WITH 

HER2+ & ER+
Combination of AntiHER2 + 

ET Must be Considered 

HER2+ ABC 2024. C.A.Rodríguez
⬆️  PFS ❌OS

⬆️  PFS ⬆️  OS

⬆️  PFS ⬆️  OS

NO FINANCIADO



HER2+ ABC
CURRENT STANDARD OF CARE, NEW & EMERGING TREATMENT APPROACHES
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HER2CLIMB: Phase III Study Design
• Randomized, double-blind, placebo-controlled, active comparator phase III trial at 155 sites in 

15 countries (February 2016 to May 2019); data cutoff: September 4, 2019; median f/u: 14.0 mos

Patients with HER2+ MBC; 
prior trastuzumab, pertuzumab,

and T-DM1; ECOG PS 0-1; 
brain mets allowed*

(N = 612)

Tucatinib 300 mg PO BID +
Trastuzumab 6 mg/kg Q3W (loading dose: 8 mg/kg C1D1) +

Capecitabine 1000 mg/m2 PO BID, D1-14
(n = 410)

Placebo PO BID +
Trastuzumab 6 mg/kg Q3W (loading dose: 8 mg/kg C1D1) +

Capecitabine 1000 mg/m2 PO BID, D1-14
(n = 202)

*Including previously treated stable mets, 
untreated mets not needing immediate local 
therapy, and previously treated progressing mets 
not needing immediate local therapy.

21-day cyclesStratified by brain mets (yes vs no), ECOG PS (0 vs 
1), and region (US or Canada vs rest of world)

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;[E-pub].

 Primary endpoint: PFS (RECIST v 1.1 by BICR) 
among first 480 randomized patients

‒ 90% power with 288 events at α = 5%, HR: 0.67

 Secondary endpoints (total population): OS, 
PFS in patients w/ brain mets, ORR in patients
w/ measurable disease, safety in patients 
who received ≥ 1 dose of study tx



TUCATINIB



TUCATINIB





TUCATINIB
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HER2CLIMB-02 Study Design

NCT03975647. https://www.clinicaltrials.gov/study/NCT03975647. Accessed Oct 5, 2023. 
1L: first-line; BID: twice daily; cORR: confirmed objective response rate; ECOG PS: Eastern Cooperative Oncology Group performance status; HER2: human epidermal growth factor receptor 2; IV: intravenously; LA/MBC: locally advanced or metastatic breast
cancer; OS: overall survival; PFS: progression-free survival; PO: orally; R: randomization; RECIST: Response Evaluation Criteria in Solid Tumors; T-DM1: trastuzumab emtansine; T-DXd: trastuzumab deruxtecan; TKIs: tyrosine kinase inhibitors
aPatients who received prior tucatinib, afatinib, T-DXd, or any investigational anti-HER2, anti-EGFR, or HER2 TKIs were not eligible. Patients who received lapatinib and neratinib were not eligible if the drugs were received within 12 months of starting study 
treatment, and patients who received pyrotinib for recurrent or metastatic breast cancer were not eligible. These patients were eligible if the drugs were given for ≤21 days and were discontinued for reasons other than disease progression or severe toxicity.
bSubsequent OS analyses are planned upon 80% and 100% of required events for the final OS analysis. 
Date of data cutoff: Jun 29, 2023. Patients were enrolled from Oct 8, 2019, to Jun 16, 2022. 

The primary analysis for PFS was planned after ≈331 PFS events to provide 90% power for hazard ratio of 0.7 at two-sided alpha level of 0.05.
The first of two interim analysis for OS was planned at the time of the primary PFS analysis, if the PFS result was significantly positive.b 

• HER2+ LA/MBC 
with progression 
after trastuzumab 
and taxane in any 
settinga

• ECOG PS ≤1
• Previously treated 

stable, progressing,
or untreated brain 
metastases not 
requiring immediate
local therapy were 
allowed on study

T-DM1 + Tucatinib

T-DM1 3.6 mg/kg IV and 
Tucatinib 300 mg PO BID

T-DM1 + Placebo

T-DM1 3.6 mg/kg IV and 
Placebo PO BID

Outcomes

Primary
• PFS by investigator 

assessment per RECIST v1.1

Key Secondary (hierarchical)
• OS
• PFS in patients with brain 

metastases
• cORR per RECIST v1.1
• OS in patients with brain 

metastases

N≈460 R
1:1Stratification factors: 

• Line of treatment for 
metastatic disease 
(1L vs other)

• Hormone receptor status 
(positive vs negative)

• Presence or history of brain 
metastases (yes vs no)

• ECOG PS (0 vs 1)
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Progression-Free Survival

CI: confidence interval; HR: hazard ratio; PFS: progression-free survival; T-DM1: trastuzumab emtansine
Date of data cutoff: Jun 29, 2023. 

T-DM1 + Tucatinib
(N=228)

T-DM1 + Placebo
(N=235)

# of events 151 182
Median PFS (95% CI) 9.5 months (7.4, 10.9) 7.4 months (5.6, 8.1)

HR (95% CI): 0.76 (0.61, 0.95)
P=0.0163
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PFS in Patients with Brain Metastases

CI: confidence interval; HR: hazard ratio; PFS: progression-free survival; T-DM1: trastuzumab emtansine
aThe outcome was not formally tested.
Date of data cutoff: Jun 29, 2023. 

T-DM1 + Tucatinib
(N=99)

T-DM1 + Placebo
(N=105)

# of events 70 85
Median PFS (95% CI) 7.8 months (6.7, 10.0) 5.7 months (4.6, 7.5)

HR (95% CI)a: 0.64 (0.46, 0.89)
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Potencial Riesgo de 
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