Phase 1/2 study of the safety, pharmacokinetics, and preliminary clinical activity of BT7480 In
patients with Nectin-4 associated advanced malignancies

>Ab t t Thomas R. Jeffry Evans, MBBS!, Afshin Dowlati, MD?, Juanita Lopez, MRCP, PhD3, Mohammed M. Milhem, MD#, Jordi Rodon Ahnert, MD®, Alexander Spira, MD, PhD, FACP®, Richard D. Carvajal, MD’, Matthew Zibelman, MD8, Sebastien J. Hazard, MD, MBA®, Amy Dickson, MS®, Lei
StracC Xu, PhD®, Heather Cohen, PhD?, Justin Bader, PharmD, MBA®, Kristen Hurov, PhD ®, Rajiv Sharma, MBBS, MSc™®, Dominic Smethurst, MD'0, Kyriakos P. Papadopoulos, MD™

7\

\JT253 1. School of Cancer Sciences, University of Glasgow, Glasgow, UK; 2. University Hospitals Seidman Cancer Center and Case Western Reserve University, Cleveland, OH; 3. Drug Development Unit, Royal Marsden Hospital and The Institute of Cancer Research, Sutton, UK; 4. University of lowa Hospitals and Clinics,

lowa City, IA; 5. University of Texas MD Anderson Cancer Center, Houston, TX; 6. Virginia Cancer Specialists, Fairfax, VA; 7. Department of Medicine Columbia University Irving Medical Center, New York, NY; 8. Fox Chase Cancer Center, Philadelphia, PA; 9. Bicycle Therapeutics, Cambridge, MA; 10. Bicycle
Therapeutics, Cambridge, UK; 11. START San Antonio, San Antonio, TX.
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Bicycles are a novel class of chemically synthesized molecules

« BT7480 s a first-in-class Bicycle tumor-targeted immune cell agonist® (Bicycle TICA™)!
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SUMMARY
« BT/7480 is a Bicycle TICA™ targeting Nectin-4 and CD137/

» This phase 1/2 study is evaluating the safety,
pharmacokinetics, and preliminary clinical activity of
BT7480 in patients with Nectin-4 associated advanced
malignancies (NCT05163041)

* This study is actively recruiting

Inclusion Exclusion

Advanced malignancy associated with | Prior CD137-targeted therapy

Nectin-4 expression ineligible for History of autoimmune disease
standard therapy

Phase 1+2 Objectives
Secondary:

« Assess additional measures of antitumor efficacy

Uncontrolled:  PK parameters of BT/7480 as monotherapy and in combination, or in patients with renal

Fresh or archival tumor tissue : . .
« Symptomatic brain metastases insufficiency

>18 years of age

. Diabetes « Incidence of anti-drug antibody development

ECOG PS of Oor1 _ « CD137 target engagement in peripheral blood
_  Hypertension
Adequate organ function Exploratory:

«  eGFR 30-59 mL/min by the CKD- Evaluate biomarkers in blood and tumors associated with pharmacological activity, including
EPI equation in the optional renal signals of immune activations, target expression, ctDNA and pharmacogenomics

impairment cohorts

« Monotherapy: Patients are treated with weekly 60-min |V infusions of BT/7480 in 28-day
cycles

« Starting dose of 0.002 mg/kg, escalating up to a maximum of 7.5 mg/kg

REFERENCES « Combination: BT7480 will be given at the RP2D in combination with nivolumab 240 mg
administered as a 30-min IV infusion once every 2 weeks
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» Disease assessments per RECIST v1.1 performed every 8 weeks for the first year, every 12
weeks thereafter

« This trial is sponsored by Bicycle Therapeutics

« For additional information please contact Jeff Evans at J.Evans@beatson.gla.ac.uk
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