Updated Results of Tucatinib vs Placebo Added to Trastuzumab and Capecitabine for Patients with
Pretreated HER2+ Metastatic Breast Cancer with and without Brain Metastases (HER2CLIMB)
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Background Results

 Tucatinib (TUC) is a highly selective HER2-directed tyrosine kinase inhibitor (TKI)
approved in multiple regions in combination with trastuzumab (Tras) and capecitabine
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TUC: tucatinib; Pbo: placebo; Tras: trastuzumab; Cape: capecitabine a. Original randomized treatment, not including cross-over

HER2CLIMB Trial Desi « PFS benefit with tucatinib was maintained with longer follow-up
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Tucatinib + Trastuzumab + Capecitabine
(21-day cycle)

« Rate of treatment discontinuation remained low, similar to the primary analysis
 Tucatinib regimen continued to be safe and well-tolerated with longer follow-up
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the primary analysis
» Tucatinib in combination with trastuzumab and capecitabine was well-tolerated
with a low rate of discontinuation due to adverse events

o Discontinuations due to adverse events were infrequent in both arms
o Rates of liver lab abnormalities and diarrhea remained stable with longer follow-up
o Safety profile was consistent with the primary analysis

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

0.80 (0.48, 1.3)
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HR (95% Cl) P value

Median OS (95% CI)
21.6 months (18.1, 25.6)
16.9 months (12.3, 19.4)

Median OS (95% CI)
TUC+Tras+Cape

32.9 months (27.7, 46.7)

0.70 (0.55, 0.89) 0.004 0.36

Pbo+Tras+Cape 26.9 months (20.5, NE)
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Sankre « Clinically meaningful improvement of OS was observed in patients with and without

visceral metastases
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