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• Tucatinib (TUC) is a highly selective HER2-directed tyrosine kinase inhibitor (TKI)1 
approved in multiple regions in combination with trastuzumab (Tras) and capecitabine 
(Cape) for adult patients with metastatic HER2+ breast cancer

• The HER2CLIMB trial evaluated tucatinib vs placebo, both in combination with 
trastuzumab and capecitabine, for HER2+ metastatic breast cancer after progression 
on trastuzumab, pertuzumab, and T-DM1 in any setting (neoadjuvant, adjuvant, and 
metastatic)2

 ◦ The trial enrolled patients with and without brain metastases at baseline, including those with 
active brain metastases

• HER2CLIMB met all primary* and alpha-controlled secondary endpoints at the time of 
the primary analysis:2

 ◦ Risk of progression or death reduced by 46% in first 480 patients | risk of death reduced by 34% 
in total population | risk of progression or death in patients with brain metastases reduced by 52%

• Consistent benefit of tucatinib was observed across all pre-specified subgroups2

HER2CLIMB Unblinded Long-term Follow-up

HER2CLIMB Trial Design

Overall Survivala

PFS by Investigator Assessment

Safety Summary

Most Common Adverse Events (≥20% in the Tucatinib Arm) 

Overall Survival in Prespecified Subgroup Analyses

Overall Survival in an Exploratory Analysis in Patients with and without Visceral 
Metastases
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• Protocol prespecified analysis ~2-years from the last patient randomized
• Crossover from the placebo arm to receive tucatinib in combination with trastuzumab and 

capecitabine was permitted after the primary analysis
• First patient crossover: February 2020
• Data cut-off: 08 February 2021
• All P values are nominal

* The primary endpoint of PFS by blinded independent central review was assessed in the first 480 patients enrolled.

Stratification factors: presence of brain metastases (yes/no), ECOG 
performance status (0 or 1), and region (US or Canada or rest of world)

https://clinicaltrials.gov/ct2/show/NCT02614794

Assessments Analysis Populations

• Overall survival

• PFS per RECIST 1.1 by investigator assessment

• Safety and tolerability of the tucatinib-trastuzumab-
capecitabine and placebo-trastuzumab-capecitabine regimens

• OS and PFS by investigator assessment: all randomized 
patients (N=612)

• Safety: all randomized patients who received at least one 
dose of study treatment (N=601)

Patient Disposition TUC+Tras+Cape (N=410) 
n (%)

Pbo+Tras+Cape (N=202) 
n (%)

Pts randomized 410 (100) 202 (100)

Pts who received at least one dose of tucatinib/placebo 404 (98.5) 197 (97.5)

Pts on tucatinib/placeboa 35 (8.5) 1 (0.5)

Pts off tucatinib/placebo 369 (90.0) 196 (97.0)

Pts who never received tucatinib/placebo 6 (1.5) 5 (2.5)

Pts who crossed over N/A 26 (12.9)

Pts on tucatinib after cross over N/A 9 (4.5)

Pts off tucatinib after cross over N/A 17 (8.4)

Pts in long-term follow-up 119 (29.0) 50 (24.8)

Pts off study 256 (62.4) 142 (70.3)

Reason for study discontinuation   

Death 229 (55.9) 136 (67.3)

Withdrawal of consent 22 (5.4) 5 (2.5)

Lost to follow-up 5 (1.2) 0

Physician decision 0 1 (0.5)

TUC: tucatinib; Pbo: placebo; Tras: trastuzumab; Cape: capecitabine

• Rate of treatment discontinuation remained low, similar to the primary analysis 
• Tucatinib regimen continued to be safe and well-tolerated with longer follow-up

• OS benefit with tucatinib was maintained with longer follow-up, with a 5.5 month 
improvement in median OS in the tucatinib arm compared to the placebo arm

• Sensitivity analyses accounting for cross-over showed consistent results with ITT analysis

• Rates of the most common adverse events remained stable with longer follow-up

• OS benefit with tucatinib was generally consistent across patient subgroups
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Tucatinib/Placebo Duration of Treatment TUC+Tras+Cape (N=404) Pbo+Tras+Cape (N=197)

Number of pts receiving at least one dose of tucatinib/placebo, n (%) 404 (100) 197 (100)

Duration of tucatinib/placebo exposure (months)   

Mean (SD) 10.2 (9.6) 6.1 (5.0)

Median 7.4 4.4

Min, Max <0.1, 52.0 <0.1, 26.9
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Pbo+Tras+Cape
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Pbo+Tras+Cape

TUC+Tras+Cape

410 303 205 154 99 77 59 44 28 24 20 14 9 5 4 1 1 0
202 118 64 41 19 9 6 4 2 0 0 0 0 0 0 0 0 0

163/202
319/410

<0.000010.57 (0.47, 0.70)
TUC+Tras+Cape
Pbo+Tras+Cape

P-valueHR (95% CI)Events/Total

4.9 months (4.1, 5.6)
7.6 months (6.9, 8.3)

Median PFS (95% CI)

410 387 356 325 295 268 241 214 153 122 81 56 38 24 19 11 4 2 0
202 191 174 156 129 114 103 87 63 47 28 21 14 8 4 3 2 0 0

TUC+Tras+Cape
Pbo+Tras+Cape

Subjects at Risk

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (Months)

65%

1 year

75%

40%

2 year

51%

0.0

0.2

0.4

0.6

0.8

1.0

O
S 

Pr
ob

ab
ilit

y 137/202
233/410

19.2 months (16.4, 21.4)
24.7 months (21.6, 28.9)

0.0040.73 (0.59, 0.90)

Pbo+Tras+Cape

TUC+Tras+Cape

TUC+Tras+Cape
Pbo+Tras+Cape

P-valueHR (95% CI)Events/Total Median OS (95% CI) 

Treatment-Emergent Adverse Events (TEAEs)

TUC+Tras+Cape 
(N=404) 

n (%)

Pbo+Tras+Cape 
(N=197) 

n (%)

Any TEAE 401 (99.3) 191 (97.0)

Grade ≥3 TEAE 245 (60.6) 101 (51.3)

Any serious TEAE 123 (30.4) 58 (29.4)

TEAE leading to death 8 (2.0) 6 (3.0)

Pts who discontinued any study treatment due to TEAE 52 (12.9) 23 (11.7)

Pts who discontinued tucatinib/placebo due to TEAE 24 (5.9) 8 (4.1)

Pts who discontinued capecitabine due to TEAE 47 (11.6) 22 (11.2)

Pts who discontinued trastuzumab due to TEAE 17 (4.2) 7 (3.6)

Treatment-emergent AEs are defined as events that are new or worsened on or after receiving the first dose of study treatment (tucatinib/placebo, 
capecitabine or trastuzumab) and up through 30 days after the last dose of tucatinib or placebo. 

TUC+Tras+Cape 
(N=404) 

n (%)

Pbo+Tras+Cape 
(N=197) 

n (%)

Preferred Term Any grade Grade ≥3 Any grade Grade ≥3

Patients with any event 401 (99.3) 245 (60.6) 191 (97.0) 101 (51.3)

Diarrhea 331 (81.9) 53 (13.1) 106 (53.8) 17 (8.6)

Palmar-plantar erythrodysaesthesia syndrome 264 (65.3) 57 (14.1) 105 (53.3) 18 (9.1)

Nausea 243 (60.1) 16 (4.0) 88 (44.7) 7 (3.6)

Fatigue 193 (47.8) 22 (5.4) 87 (44.2) 8 (4.1)

Vomiting 152 (37.6) 13 (3.2) 51 (25.9) 8 (4.1)

Decreased appetite 105 (26.0) 3 (0.7) 41 (20.8) 0

Stomatitis 105 (26.0) 10 (2.5) 28 (14.2) 1 (0.5)

Headache 96 (23.8) 3 (0.7) 40 (20.3) 3 (1.5)

Aspartate aminotransferase increased 89 (22.0) 19 (4.7) 22 (11.2) 1 (0.5)

Anemia 88 (21.8) 17 (4.2) 24 (12.2) 5 (2.5)

Alanine aminotransferase increased 85 (21.0) 23 (5.7) 13 (6.6) 1 (0.5)

Blood bilirubin increased 81 (20.0) 4 (1.0) 21 (10.7) 5 (2.5)

Conclusions

• Overall Survival benefit with tucatinib was maintained with an additional  
15.6 months of follow-up (total of 29.6 months), with a 5.5 month improvement in 
median OS in the total population
 ◦ Overall Survival benefit also maintained across all prespecified subgroups

• Improvement in Overall Survival observed in patients with and without visceral 
metastases was clinically meaningful

• Progression-free survival benefit per investigator assessment was consistent with 
the primary analysis

• Tucatinib in combination with trastuzumab and capecitabine was well-tolerated 
with a low rate of discontinuation due to adverse events
 ◦ Discontinuations due to adverse events were infrequent in both arms
 ◦ Rates of liver lab abnormalities and diarrhea remained stable with longer follow-up
 ◦ Safety profile was consistent with the primary analysis

Key Eligibility Criteria

• HER2+ metastatic breast cancer
• Prior treatment with trastuzumab, 

pertuzumab, and T-DM1
• ECOG performance status 0 or 1
• Brain MRI at baseline

 ◦ Previously treated stable brain 
metastases

 ◦ Untreated brain metastases not 
needing immediate local therapy

 ◦ Previously treated progressing 
brain metastases not needing 
immediate local therapy

 ◦ No evidence of brain metastases

Tucatinib + Trastuzumab + Capecitabine
(21-day cycle)

Tucatinib
300 mg PO BID 

 
Trastuzumab

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

Capecitabine
1000 mg/m2 PO BID (Days 1–14)

Placebo + Trastuzumab + Capecitabine
(21-day cycle)

Placebo 
+ 

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

+
Capecitabine

1000 mg/m2 PO BID (Days 1–14)

N=410

N=202

R*
(2:1)
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• PFS benefit with tucatinib was maintained with longer follow-upa. Original randomized treatment, not including cross-over

PFS: progression-free survival; OS: overall survival

a. Median overall study follow-up: 29.6 months

Patients with Visceral Metastases, n=455 Patients without Visceral Metastases, n=157

HR (95% CI) P value Median OS (95% CI) HR (95% CI) P value Median OS (95% CI)

TUC+Tras+Cape
0.70 (0.55, 0.89) 0.004

21.6 months (18.1, 25.6)
0.80 (0.48, 1.3) 0.36

32.9 months (27.7, 46.7)
Pbo+Tras+Cape 16.9 months (12.3, 19.4) 26.9 months (20.5,  NE)

• Clinically meaningful improvement of OS was observed in patients with and without 
visceral metastases

• In the tucatinib arm, 77% of patients who discontinued or never received tucatinib went 
on to receive subsequent therapies


