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Tucatinib is an oral TKI that is highly selective for 
the kinase domain of HER2 with minimal 
inhibition of EGFR.

4 In cell signaling assays, tucatinib exhibits 
greater than >1000-fold selectivity for 
HER2 relative to EGFR in vitro.

4 Inhibition of EGFR has not been shown to 
enhance efficacy of HER2 blockade.



Her 2 Climb: Design
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Placebo + trastuzumab + capecitabine
(21-day cycle)

Placebo
+ 

Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1) 
+

Capecitabine 1,000 mg/m2 PO BID (days 1-14)

Tucatinib + trastuzumab + capecitabine
(21-day cycle)

Tucatinib 300 mg PO BID 
+ 

Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1) 
+

Capecitabine 1,000 mg/m2 PO BID (days 1-14)
R

2:1

• Key Eligibility Criteria
• HER2+ MBC
• Prior treatment with trastuzumab, pertuzumab, and 

T-DM1
• CNS metastases

• Treated, stable 
• Untreated, not needing immediate local therapy
• Previously treated, progressing 

§ Primary endpoint: investigator-assessed PFS (RECIST v 1.1)

§ Key secondary endpoints: OS, investigator-assessed ORR (RECIST v 1.1)

N = 410

N = 202



Her 2 Climb: Patient characteristics

Characteristic, n (%)

Total Population, N=612
TUC+Tras+Cape

n=410
Pbo+Tras+Cape

n=202
Female 407 (99) 200 (99)
Age (years), median (range) 55.0 (22, 80) 54.0 (25, 82)

ECOG performance status
0 204 (50) 94 (47)
1 206 (50) 108 (54)

Stage IV at initial diagnosis 143 (35) 77 (39)

Hormone receptor status
ER and/or PR-positive 243 (60) 127 (63)
ER and PR-negative 161 (40) 75 (37)

Prior lines of therapy, median 
(range)

Overall 4.0 (2, 14) 4.0 (2,17)
Metastatic setting 3.0 (1, 14) 3.0 (1, 13)

Presence/history of brain metastases 198 (48) 93 (46)
Treated, stable 118 (59.6) 55 (59.1)
Untreated 44 (22.2) 22 (23.7)
Treated, progressing 36 (18.2) 16 (17.2)

Baseline characteristics were balanced between endpoint populations and treatment arms



Her 2 Climb: Results
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Median PFS
7.8 months vs. 5.6 months 

HR: 0.54; p < .001

△ 2.2 months

Median
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HER2CLIMB: Most Common Adverse Events

Murthy. SABCS 2019. Abstract GS1-01. Slide credit: clinicaloptions.com
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Treatment discontinuation tucatinib: 5,7%
Treatment discontinuation capecitabine: 9,8%

http://www.clinicaloptions.com/
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Pyrotinib
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PHOEBE: Adverse events grade 3 and more

VOETTEKST20 /

Dose reduction: 47%
Treatment discontinuation: 1,5%

Treatment interruption: 61%



SYD 985



VOETTEKST22 /



VOETTEKST23 /



VOETTEKST24 /



4The march of T-DxD and tucatinib
4Who are the new kids on the block?

4Triple positive mBC
4Brain metastases 
4Superresponders
4Guidelines and summary

Content



26 /

ET + trastuzumab is non 
inferior
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Her 2 Climb – updated results
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Destiny Breast 03
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Long-term responses

TARANTINO ET AL. AIMING AT A TAILORED CURE FOR ERBB2-POSITIVE METASTATIC BREAST CANCER. JAMA ONCOL 202137 /
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5th line
Neratinib + 

Capecitabine
Lapatinib + 

Capecitabine
Trastuzumab + 
chemotherapy

Margetuximab + 
chemotherapy ...

4th line

Tucatinib + Trastuzumab + Capecitabine T-DM1

3rd line

Tucatinib + Trastuzumab + Capecitabine T-DM1

2nd line

Trastuzumab Deruxtecan

1st line

Trastuzumab + Pertuzumab + Taxane

Destiny Breast 09
Her2 Climb 05
NRG-BR004 

Her2 Climb 04
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Pending questions…
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1/ Should we screen every patient with brain MRIs?
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Tucatinib
= Tukysa

Trastuzumab 
Deruxtecan
= Enhertu

Phase III III

Trial name Her 2 Climb Destiny Breast 03

Population N = 612 (max 82 y) N =  524 (max 83 y)

Investigator arm Tucatinib + 
capecitabine/T

Trastuzumab 
Deruxtecan

Comparator arm Placebo + 
capecitabine/T

T-DM1

Median prior lines 3 (1-14) 1 (0-NA)

Prior T+P 100% 62%

CNS effect? Yes Yes

ORR benefit? Yes Yes

PFS benefit? Yes Yes

OS benefit? Yes NA

AEs of interest Diarrhea 
Grade 3 13%

ILD, alopecia

FDA approval 04/2020 12/2019

EMA approval 02/2021 01/2021

2/ How should we 
position tucatinib and 
T-Dxd to each other?
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Tucatinib
= Tukysa

Trastuzumab 
Deruxtecan
= Enhertu

Neratinib
= Nerlynx

Margetuximab
= Margenza

Pyrotinib
= Irene

SYD985

Phase III III III III III III

Trial name Her 2 Climb Destiny Breast 03 NALA SOPHIA PHOEBE TULIP

Population N = 612 N = 524 N = 621 N = 536 N = 267 N = 437

Median age 
(max)

55 (82) 54 (83) 55 (63) 55 (86) 50 (69) 56 (84)

Investigator arm Tucatinib + 
capecitabine/T

Trastuzumab 
Deruxtecan

Neratinib + 
capecitabine

Margetuximab + 
chemo

Pyrotinib + 
capecitabine

SYD 985

Comparator arm Placebo + 
capecitabine/T

T-DM1 Lapatinib + 
capecitabine

Trastuzumab + 
chemo

Lapatinib + 
capecitabine

TPC

AEs of interest Diarrhea 
Grade 3 13%

ILD, alopecia Diarrhea
Grade 3 24%

IRR Diarrhea 
Grade 3 31%, 
HFS

Conjunctivitis/
keratitis

3/ What about the elderly patients?
Average age: 

63,4 year



Take home messages HER2+ mBC
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1/ T-DxD is the new 2nd line SOC

2/ Trastuzumab + ET in 1st line for triple + mBC
is a reasonable alternative to trastuzumab + chemo in patients that are not 
candidates for chemotherapy

3/ T-DxD and tucatinib are both active against brain metastases 

4/ mOS reaching 57 months in the latest update of the CLEOPATRA trial
Acknowledgement of a subset of patients with an extremely good prognosis!!
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