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Adverse event, n (%) All grades Grade 3 or 4
precllnlcal models HER2-mutant [ Cholangiocarcinoma
Median age, years (range) 65 (49-78) Hl Ampulla Patients with at least 1 adverse event, n (%) 25(100.0) 18 (72.0)
Aberrant HER2 activation ' Diarth 4(56.0) 24.0)°
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overexpression mutations 0/1/2 6(24)/17 (68)/2(8) 0 e 10400) 0
Best overall response
W Partial response Nausea 10 (40.0) 0

O Stable disease Abdominal pain 9(36.0) 3(12.0)
@ Progressive disease

Tumor site, n (%)

Cholangiocarcinoma 11 (44)
Intrahepatic 6 (24)
Extrahepatic 5(20)

Gallbladder 10 (40)

Best change from baseline (%)
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Constipation 6 (24.0) 0
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Activation of signal ion pathways Prior systemic therapy, n (%) 100 [ EGDIKD hotspots Pyrexia (160 0
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transformation and enhanced tumor growth in preclinical models! Platinum-based 23(92) “None of the diarthea events resulted in dose discontinuation within the biliary tract cancer cohort; 1 patient was hospitalized, and 4 patients
Fluoropyrimidine-based 18 (72) reduced study drug due to diarrhea events. #No Grade 4 diarthea events were reported. Two arade 5 events were reported: general
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« Biliary tract cancer is a heterogeneous and rare disease HER2-mutation rates advanced biliary tract cancer patients receiving neratinib (n=25) Best responses and duration of treatment (n=25) ry

with poor prognosis; majority of patients present with
advanced incurable disease.?
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Patient disposition

* Neratinib is an oral, irreversible, tyrosine kinase inhibitor of EGFR (ERBB1), HER2 (ERBB2), and HER4 (ERBB4).” S310F

ECOG PS patients, leading to a high proportion of non-evaluable patients.

Best overall response

« Neratinib results in potent inhibition of intracellular signaling, cell proliferation and colony formation of HER2-mutant HER2-mutant biliary S310F; V777L . . o . .
and amplified breast tumor cell lines in vitro.' sstov @ Partial response B Analysis of co-mutations and copy number variations is ongoing and may
3 and ived at least one dose of study 25 (100) R678Q O stable disease inform future combination strategies.
drug, n (%) S310F- © Progressive disease
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« Neratinib is approved for the extended adjuvant treatment of patients with early-stage HER2-positive breast cancer; “Reason of death is progressive disease. #Four AES are related to disease under study (billary tract carcinoma) 40 50 60 70 80 %
itis also approved for use in combination with capecitabine for the treatment of advanced or metastatic HER2- Data cut-off date: 18-0(-2020 Duration of treatment (weeks) SUMMIT study.
positive breast cancer patients with who have received 22 prior anti-HER2 therapies. " g uration of treatment (weeks) 8 patients had early discontinuation on study (within 60 days); 3 had ECOG PS 2
In the 17 patients who continued on study beyond 60 days, none had ECOG PS2 B SUMMIT was sponsored by Puma Biotechnology Inc.
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