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Introduction
 — The current gold standard for first-line cisplatin-eligible patients with metastatic urothelial carcinoma (mUC) is 

cisplatin-based chemotherapy, followed by switch maintenance with avelumab in patients with non-progressive 
disease based on results from the JAVELIN study.1-3 Although response rates are high with these regimens,3 
responses are not durable without avelumab maintenance and more effective treatments are needed 

 — Sacituzumab govitecan (SG) is a novel Trop-2–directed antibody-drug conjugate carrying a cytotoxic SN-38 
payload (Figure 1)4-7

 — In the TROPHY-U-01 Cohort 1 of 113 patients with locally advanced or mUC who previously received 
platinum-based therapy and a checkpoint inhibitor (CPI), SG demonstrated an objective response rate 
(ORR) of 28% per central review,8 median overall survival (OS) 10.9 months, and a manageable safety 
profile leading to accelerated FDA approval in the United States in this patient population9,10

 — In the TROPHY-U-01 Cohort 3 of 41 patients, interim efficacy and safety results for checkpoint-inhibitor–
naïve patients with mUC who progressed after platinum-based chemotherapy demonstrated an ORR of 
41% based on central review, and a manageable safety profile after treatment with SG and pembrolizumab 
combination therapy11

 — The clinical activity and safety profile of SG suggest that it could be combined with cisplatin, with the potential for 
improved clinical outcomes if used as first-line induction chemotherapy in locally advanced or mUC12,13

 — This study will also evaluate whether SG in combination with avelumab (anti–programmed death ligand 1) or 
zimberelimab (anti–programmed death-1) during first-line maintenance treatment would provide progression-free 
survival (PFS) and overall survival (OS) benefit compared with avelumab or zimberelimab alone

Study Objective
 — Cohort 4 of TROPHY-U-01 study is evaluating the safety, tolerability and clinical activity of SG + cisplatin as 

induction therapy followed by maintenance therapy with SG + avelumab or zimberelimab in cisplatin-eligible 
patients with mUC or unresectable locally advanced disease

Study Sites/Enrollment
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Figure 1. Sacituzumab govitecan: a novel antibody-drug conjugate5-8

Figure 2. Cohort 4 study design in TROPHY-U-01, a phase 2, open-label study of sacituzumab govitecan in unresectable locally advanced/metastatic urothelial cancer (NCT03547973)

Figure 3. TROPHY-U-01 study sites and contacts
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Table 1. Inclusion and exclusion criteria
Inclusion Exclusion

Age ≥ 18 years, with 3-month life expectancy Refractory to platinum (ie, relapse ≤ 12 months after completion of 
chemotherapy) in neoadjuvant/adjuvant setting

Histologically documented locally advanced or mUC
 —  Measurable disease by CT or MRI per RECIST 1.1 Prior anticancer monoclonal antibody within 4 weeks of study drug initiation

Archival tumor tissue comprising muscle-invasive or mUC, or biopsy 
of mUC

Prior chemotherapy, targeted small molecule therapy, or radiation therapy 
within 2 weeks of study drug initiation

Cisplatin-eligible with no prior therapy, including platinum-based 
chemotherapy in metastatic or unresectable locally advanced setting

Active autoimmune disease that required systemic treatment within 2 years 
of study drug initiation

CrCla of ≥ 50 mL/min. Cisplatin 70 mg/m2 option on day 1 for CrCl  
≥ 60 mL/min and split dose of 35 mg/m2 option on days 1 and 8 for  
CrCl 50-59 mL/min

History or evidence of interstitial lung disease or non-infectious pneumonitis

Adequate blood counts without transfusion or growth factor support within 
2 weeks of study drug initiation Active CNS metastases and/or carcinomatous meningitis

Adequate hepatic function, ECOG PS 0-1 Grade ≥ 2 hearing loss
Grade ≥ 2 peripheral neuropathy
Active cardiac disease
Active chronic inflammatory bowel disease or GI perforation within 
6 months of enrollment

CNS, central nervous system; CrCl, creatinine clearance; CT, computerized tomography; ECOG PS, Eastern Cooperative Oncology Group performance status; GI, gastrointestinal; MRI, magnetic resonance imaging; mUC, metastatic 
urothelial carcinoma; RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1.
aCreatinine clearance calculated by Cockcroft-Gault formula or another validated tool.

Key Eligibility Criteria

Study Design
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CBR, clinical benefit rate; CT, computerized tomography; D, day; DLT, 
dose-limiting toxicity; DOR, duration of response; GCSF, granulocyte 
colony-stimulating factor; IV, intravenous; MRI, magnetic resonance 
imaging; mUC, metastatic urothelial carcinoma; ORR, objective 
response rate; OS, overall survival; PD, progressive disease; PFS, 
progression-free survival; Q3W, every 3 weeks; Q21D, every 21 days; 
RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1; 
RP2D, recommended phase 2 dose; SG, sacituzumab govitecan.
aSG at dose shown + cisplatin at induction. bIf the safety lead-in at 
7.5 mg.kg has ≤ 3/10 DLTs, the 7.5 mg/kg dose will continue to enroll 
for dose expansion. cIf 0 DLTs are observed in the initial 3 patients, 
then the tested dose will be considered safe and may be selected as 
the RP2D, an additional 3 patients will be enrolled at the same dose to 
confirm the selected dose. dIf 7.5 mg/kg is the highest dose selected 
for dose expansion, the 5 mg/kg dose level GCSF per institutional 
guidelines will be selected for dose expansion as the dose below 
RP2D. eIncluding but not limited to: death not due to the underlying 
disease/extraneous causes, neutropenic fever, grade ≥ 4 neutropenia 
or thrombocytopenia > 7 days, Hy’s law, grade ≥  3 nausea/vomiting or 
diarrhea > 72 hours, grade ≥ 3 fatigue ≥ 1 week, > 2 weeks in initiating 
cycle 2 due to treatment-related toxicity, any treatment-related toxicity 
that causes discontinuation of either agent during cycle 1, any other 
grade ≥ 3 non-hematologic toxicity. fRP2D will be defined as the dose in 
which ≤ 3 patients have a DLT. gMaintenance with SG and zimberelimab 
will start when Cohort 5 of TROPHY-U-01 safety lead-in has completed.

Dose expansionDose escalation

Cisplatin 70 mg/m2 on D1 (if creatinine clearance ≥ 60 mL/min) or split dose 35 mg/m2 
on D1 and D8 (if creatinine clearance 50-59 mL/min) of 21-day cycle followed by SG at 

specified dose on D1 and D8 of 21-day cycle 

All statistical analyses will be performed using a 2-sided hypothesis test approach at the 
overall 5% level of significance. Time to event end points (DOR, PFS, OS) will be 

assessed via the Kaplan-Meier method

Continue until PD, 
unacceptable 

toxicity, or loss of 
clinical benefit7.5 mg/kg

(n = 10)a

7.5 mg/kg
(n = 3 + 3)

10 mg/kg
(n = 3 + 3)c 10 mg/kg (n = 3 + 3)

7.5 mg/kg (n = 3 + 3)

5 mg/kg (n = 3 + 3)d

≥ 2/6 DLTs

≤ 3/10 DLTsb

≥ 4/10 DLTs

≥ 2/6 DLTs

< 2/6 DLTs

< 2/6 
DLTs

≥ 2/6 DLTs

< 2/6 DLTse

< 2/6 DLTs

Define 
doses for 
expansion

Dose escalation 1
(GSCF per institutional guidelines)

Safety lead-in
(No prophylactic 
GCSF at cycle 1)

Dose escalation 2
(with GSCF at cycle 1 mandatory) Dose expansion induction 

SG at RP2Df and 1 dose level below on 
D1 and D8 + cisplatin

Dose expansion maintenance 
SG 10 mg/kg IV on D1 and D8 Q21D

+ zimberelimab 360 mg IV Q3W

Dose escalation maintenanceg 
SG 10 mg/kg IV on D1 and D8 Q21D 
+ avelumab 800 mg every 2 weeks

Study population
(N = up to 57)

• Histologically
 documented locally
 advanced or mUC
• Measurable disease
 by CT or MRI per
 RECIST 1.1
• Cisplatin-eligible
• No prior therapy, 
 specifically 
 platinum-based 
 chemotherapy in the 
 metastatic or 
 unresectable locally 
 advanced setting

End points

Primary
• ORR by central review
 per RECIST 1.1

Secondary
• DOR, CBR, and PFS
 by central review per
 RECIST 1.1
• ORR, DOR, CBR, and
 PFS by investigator
 review per RECIST 1.1
• OS
• Safety and tolerability

TOPO I, topoisomerase I; Trop-2, trophoblast cell surface antigen 2. Adapted from Rugo HS, et al. TROPiCS-02: a phase III study investigating sacituzumab govitecan in the 
treatment of HR+/HER2- metastatic breast cancer. Future Oncol. 2020;16:705-715. Complete licensing info can be found here: http://creativecommons.org/licenses/by-nc-nd/4.0/.

Contact email: GileadClinicalTrials@gilead.com

Study enrollment for TROPHY-U-01 (NCT03547973) Cohort 4  
began in February 2021 and is currently ongoing. 

Overall, enrollment will occur at ~120 sites globally.  

For more information,  
please visit  

https://clinicaltrials.gov/ct2/show/NCT03547973 
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