
Background

Objectives

Study Design

Study Treatment

Assessments

Summary

Eligibility

Tucatinib Proposed Mechanism of Action

Study Schema

SGNTUC-019: Phase 2 Basket Study of Tucatinib and Trastuzumab in Previously Treated Solid Tumors 
With HER2 Alterations: Urothelial Cancer Cohort (Trial in Progress)

1Icahn School of Medicine at Mount Sinai Hospital, New York, NY; 2Seagen Inc., Bothell, WA; 3Division of Oncology, Department of Medicine, University of Washington, Seattle, WA

Abstract No. TPS586
American Society of Clinical Oncology Genitourinary Cancers Symposium 2022; February 17-19, 2022

• Tucatinib (TUC), approved in multiple regions for HER2+ metastatic breast cancer, is a highly selective
HER2-directed TKI with minimal EGFR inhibition

• TUC is being investigated as a novel therapy for patients with metastatic colorectal cancer and other GI
tumors

• In metastatic urothelial cancer (UC), responses to subsequent therapies are generally low, highlighting
the need for additional therapeutic approaches

• Given that 20%–30% of metastatic urothelial cancers have molecular alterations of the ErbB family,1

further evaluation of HER2-directed therapy is warranted
• The SGNTUC-019 basket study (NCT04579380) is evaluating TUC in combination with trastuzumab in

patients with HER2+ or HER2-mutated solid tumors, including a cohort of patients with locally advanced
unresectable or metastatic UC

UC Cohorts
• The HER2+ UC cohort (Cohort 4) plans to enroll 12 response-evaluable patients

◦ If ≥2 responses are observed, the cohort will be expanded to a total of 30 patients
• Patients with HER2-mutated UC will be enrolled into a cohort of 30 patients with other
HER2-mutated solid tumors (Cohort 9)

• Patients will receive TUC 300 mg PO BID and trastuzumab 8 mg/kg IV on Cycle 1 Day 1 then 6 mg/kg
every 21-day cycle

Primary Objective Endpoints

To evaluate the antitumor activity of TUC in combination with 
trastuzumab

Primary endpoint: 
Confirmed ORR according to RECIST v1.1 per investigator 
assessment
Secondary endpoints: 
DCR, DOR, and PFS per investigator assessment and OS

Secondary Objectives Endpoints

To evaluate the safety and tolerability of TUC in combination 
with trastuzumab (and with fulvestrant for HR+  
HER2-mutated BC)

• Incidence, severity, and relatedness of AEs and SAEs
• Incidence and severity of laboratory abnormalities
• Frequency of dose modifications due to AEs
• Other relevant safety variables including AESIs

To evaluate the PK of TUC Plasma concentrations of TUC
Exploratory Objectives Endpoints
To determine concordance of HER2 alterations by tissue 
and blood assays 

Concordance of HER2 alterations as detected by different 
testing methodologies 

To identify somatic alterations that are associated with 
resistance to TUC 

Identify tumor-specific alterations that are associated with 
resistance to TUC

To evaluate PROs Change from baseline in HRQoL based on the EQ-5D-5L

• Disease assessments per RECIST v1.1: q6 weeks for 24 weeks, then q12 weeks. For patients without
disease progression at treatment discontinuation, assessments continue until disease progression,
withdrawal of consent, death, loss to follow-up, or study closure

• Safety assessments: AEs, SAEs, AESIs, treatment modifications, laboratory assessments (metabolic panel,
CBC with differential, and eGFR), vital signs, LVEF every 12 weeks, and ECG at baseline and EOT
◦ An SMC will monitor safety at regular intervals

• PK assessments in all patients: Trough TUC concentrations on Cycles 2–6 Day 1 and peak concentrations
on Cycle 3 Day 1

• Exploratory biomarker assessments: HER2 status by NGS of ctDNA and tissue IHC/ISH and NGS assays
• EQ-5D-5L questionnaires are administered every 2 cycles during study treatment

• SGNTUC-019 is a basket study investigating TUC in combination with trastuzumab in previously treated
patients with HER2+ or HER2-mutated solid tumors, including patients with locally-advanced,
unresectable or metastatic UC

• Approximately 75 sites are planned for the US, Asia Pacific, and Europe. The study is open and enrolling
in all regions

Key Inclusion Criteria
• Histologically or cytologically confirmed,

locally-advanced, unresectable or metastatic, HER2+
or HER2-mutated solid tumors, including primary
brain tumors

• HER2 alterations demonstrated by
◦ HER2 overexpression (3+ IHC)
◦ HER2 amplification in tumor tissue by pre-study ISH

(signal ratio ≥2.0 or gene copy number >6) or
◦ HER2 amplification or activating mutations in a

pre-study or on-study NGS assay of ctDNA or
pre-study tissue NGS assay

• Patients with brain metastases may be eligible.
Patients in the breast and lung cancer cohorts will
undergo baseline brain MRIs

• Measurable disease per RECIST v1.1 according to
investigator assessment

• ≥18 years of age
• ECOG performance status 0 or 1
• Adequate hepatic, renal, and hematological functions

and LVEF ≥50%
• Patients in the urothelial cohort must have

progressed during or after ≥1 prior line of systemic
therapy for locally-advanced unresectable or
metastatic disease
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 Determine HER2 alterations Assign cohort
HER2

overexpressed/amplified?

HER2-mutated?

Cohort 1
Cervical cancer

Enroll 12 response-evaluable subjects in
 Cohorts 1–5 and 7

Enroll a total of 30 response-evaluable 
subjects in each cohort

Cohort 2
Uterine cancer

Cohort 3
Biliary tract cancer

Cohort 4
Urothelial cancer

Cohort 5
Non-squamous NSCLC

≥2 confirmed
responses in cohort?

≥2 confirmed
responses in cohort?

≥2 confirmed
responses in cohort?

≥2 confirmed
responses in cohort?

≥2 confirmed
responses in cohort?

≥2 confirmed
responses in cohort?

Cohort 6a

Other solid tumors

Breast cancer, CRC,
GEC: not eligible

Cohort 7
Non-squamous NSCLC

Cohort 8
Breast cancer

Cohort 9a

Any solid tumor
(except breast cancer and
non-squamous NSCLC)

Not eligible

No

No

Yes

Yes

Stage 1 treatment Stage 2 treatment

Cycle 1

Tucatinib 300 mg PO BID

Trastuzumab IV

D1 D8 D15 D22 D29

HR+ HER2-mutated breast cancer patients only:
Fulvestrant 500 mg IM

Cycle 2

Cycle 1 only Q4 weeks

8 mg/kg 6 mg/kg D1 every cycle

Key Exclusion Criteria
• HER2+ breast cancer, colorectal cancer,

or gastric or gastroesophageal junction
adenocarcinoma (GEC)

• Previous HER2-directed therapy
◦ Patients with uterine serous carcinoma or
HER2-mutated GEC without HER2 overexpression/
amplification may have previously received
trastuzumab

• Myocardial infarction or unstable angina within 6
months or clinically significant cardiopulmonary
disease

• Known active HBV, HCV, or HIV infection or
chronic liver disease

• CNS lesions characterized by
◦ Untreated brain lesions >2.0 cm unless approved by

medical monitor
◦ Ongoing use of systemic corticosteroids (total daily

dose of >2 mg dexamethasone or equivalent) for
symptoms of brain lesions

◦ Brain lesion thought to require immediate local
therapy

◦ Known or suspected leptomeningeal disease
◦ Generalized/complex partial seizures (>1/week)

or neurological progression despite CNS -directed
therapy

Matt D. Galsky1, Jorge Ramos2, Sherry Tan2, Evan Y. Yu3

Tucatinib is an investigation agent, and its safety and efficacy have not been established. There is no guarantee that tucatinib will receive 
regulatory approval and become commercially available for uses being investigated.
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