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REZILIENT3 Global First-Line Trial of Zipalertinib Launched  

in Patients With Non-Small Cell Lung Cancer Harboring  

EGFR Exon 20 Insertion Mutations 

 

 
Phase 3 trial will assess progression-free survival of zipalertinib plus chemotherapy 
versus chemotherapy in adult patients with previously untreated, locally advanced 

or metastatic non-squamous non-small cell lung cancer with EGFR exon 20 
insertion mutations 

 

Taiho Pharmaceutical Co., Ltd., Taiho Oncology, Inc., and Cullinan Oncology, Inc., 
announced today the launch of the REZILIENT3 trial (NCT05973773, Researching 
Zipalertinib In EGFR Non-Small Cell Lung Cancer Tumors), a global Phase 3 clinical trial 
evaluating the combination of zipalertinib and chemotherapy as a potential first-line 
treatment for adult patients with previously untreated locally advanced or metastatic non-
small cell lung cancer (NSCLC) harboring the epidermal growth factor receptor (EGFR) 
exon 20 insertion mutation and meet additional criteria. 
 
NSCLC is a common form of lung cancer and up to 4% of all cases have EGFR exon 20 
insertions, which makes them the third most common EGFR mutation subtype.1 In the 
United States, approximately 16% of patients with NSCLC harbor EGFR mutations, with 
insertions at exon 20 accounting for up to 12% of these mutations.1 
 
“Patients with NSCLC who have EGFR exon 20 insertion mutations are known to have 
poorer outcomes than those with more common EGFR mutations,1” said Volker Wacheck, 
MD, PhD, Senior Vice President, Clinical Development, Taiho Oncology, Inc. “Advancing 
care for this subset of patients with NSCLC is essential to advancing care in NSCLC 
overall.”  
 
 

https://www.clinicaltrials.gov/study/NCT05973773


 

The launch of the REZILIENT3 trial follows a Phase 1 / 2a clinical trial (NCT04036682) 
of zipalertinib in patients with NSCLC harboring EGFR exon 20 insertion mutations. 
Results demonstrated the therapeutic potential of zipalertinib in heavily pretreated 
patients and were presented at the 2022 American Society of Clinical Oncology (ASCO) 
Annual Meeting.2 Updated data from this trial were recently published in the Journal of 
Clinical Oncology.3  
 
“The initiation of the Phase 3 trial for zipalertinib in the first-line setting is an important 
step forward for this clinical research program, as it represents an opportunity for 
zipalertinib to help more patients with EGFR exon 20 insertion mutation NSCLC,” said 
Jeffrey Jones, MD, MPH, MBA, Chief Medical Officer, Cullinan Oncology, Inc. “We look 
forward to working with our partners at Taiho to rapidly assess zipalertinib in the front 
line, while in parallel continuing to advance our pivotal Phase 2b trial in patients who 
have received prior systemic treatment for locally advanced or metastatic disease.” 
 
 
About the REZILIENT3 Trial 
This multicenter, randomized, controlled, open-label global trial is currently enrolling 
adults with previously untreated, locally advanced or metastatic non-squamous NSCLC 
with EGFR exon 20 insertion mutations. 
 
The primary objective of this trial is to assess progression-free survival in the zipalertinib 
plus chemotherapy arm versus the chemotherapy arm. Approximately 312 patients will 
ultimately be enrolled in this trial from around the world.  
 
 
About Zipalertinib 
Zipalertinib (development code: CLN-081/TAS6417) is an orally available small molecule 
designed to target activating mutations in EGFR. The molecule was engineered to inhibit 
EGFR variants with exon 20 insertion mutations, while sparing wild-type EGFR. 
Zipalertinib is designed as a next generation, irreversible EGFR inhibitor for the treatment 
of a genetically defined subset of patients with non-small cell lung cancer. Zipalertinib 
has received Breakthrough Therapy Designation from the FDA.  
 
Zipalertinib is being developed by Taiho Oncology, Inc., its parent company, Taiho 
Pharmaceutical Co., Ltd., and Cullinan Oncology, Inc. Cullinan Pearl Corp., which Taiho 
Pharmaceutical Co., Ltd., acquired from Cullinan Oncology, Inc. in 2022, previously 
licensed the rights to zipalertinib in Greater China to Zai Lab Limited in 2020. 
 
 
About Taiho Pharmaceutical Co., Ltd. 
Taiho Pharmaceutical Co., Ltd., a subsidiary of Otsuka Holdings Co., Ltd., is an R&D-
driven specialty pharma company with a focus on oncology. Taiho Pharmaceutical also 
has development programs in allergy and immunology, and consumer healthcare 
products. Our corporate philosophy takes the form of a pledge: “We strive to improve 
human health and contribute to a society enriched by smiles.” For more information about 
Taiho Pharmaceutical Co., Ltd., please visit: https://www.taiho.co.jp/en/ 
 
 
 
 

https://classic.clinicaltrials.gov/ct2/show/NCT04036682
https://www.taiho.co.jp/en/


 

About Taiho Oncology, Inc.  
The mission of Taiho Oncology, Inc. is to improve the lives of patients with cancer, their 
families and their caregivers. The company specializes in the development and 
commercialization of orally administered anti-cancer agents for various tumor types. 
Taiho Oncology has a robust pipeline of small molecule clinical candidates targeting solid 
tumor and hematological malignancies, with additional candidates in pre-clinical 
development. Taiho Oncology is a subsidiary of Taiho Pharmaceutical Co., Ltd. which is 
part of Otsuka Holdings Co., Ltd. Taiho Oncology is headquartered in Princeton, New 
Jersey and oversees its parent company’s European and Canadian operations, which 
are located in Zug, Switzerland and Oakville, Ontario, Canada. 
 
For more information, visit https://www.taihooncology.com/, and follow us on LinkedIn 
and Twitter.  
 
 
About Cullinan Oncology, Inc.  
Cullinan Oncology, Inc. (Nasdaq: CGEM) is a biopharmaceutical company dedicated to 
creating new standards of care for patients with cancer. We innovate without borders to 
find the most promising clinic-ready cancer therapies, whether from our own discovery 
efforts or through exceptional engagement with our academic and industry partners. 
Anchored in a deep understanding of immuno-oncology and translational cancer 
medicine, we leverage our scientific excellence in small molecules and biologics to 
create differentiated ideas, identify unique targets, and select the optimal modality to 
develop transformative therapeutics across cancer indications. Powered by our novel 
research model, we push conventional boundaries from candidate selection to cancer 
therapeutic, applying rigorous early experimentation to fast-track only the most promising 
assets to the clinic and ultimately commercialization. As a result, our diversified pipeline 
is strategically built with assets that activate the immune system or inhibit key oncogenic 
drivers across a wide range of modalities, each with the potential to be the best or first 
in their class.  
Our people possess deep scientific expertise, seek innovation openly, and exercise 
creativity and urgency to deliver on our promise to bring new therapeutic solutions to 
patients with cancer. Learn more about our Company at www.cullinanoncology.com, and 
follow us on LinkedIn and Twitter. 
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