
Figure 3: Study sites

• Rearranged during transfection (RET) gene fusions have been identified
as oncogenic drivers in multiple tumor types, including 1–2% of
non-small-cell lung cancer (NSCLC)1,2

• Patients with RET alterations have poor response to immunotherapies, but
those with NSCLC bearing certain driver mutations have shown improved
outcomes with targeted therapy compared with standard of care (SOC)
platinum-based chemotherapy3–7

• Pralsetinib is an investigational RET inhibitor that selectively targets RET
fusions and mutations, with greater potency than multikinase inhibitors8

• In a registration-enabling phase 1/2 clinical study (ARROW;
NCT03037385), pralsetinib demonstrated an overall response rate of 61%
in patients with RET fusion-positive metastatic NSCLC who were
previously exposed to platinum treatment (n=80) (Figure 1)9,10

• Preliminary data from the ARROW study in first-line treatment of patients
with RET fusion-positive NSCLC (n=26) demonstrated an overall response
rate of 73% with a 12% complete response rate, suggesting high clinical
efficacy (Figure 1)9,10

• Across the entire safety population in the ARROW study, the most
common treatment-related adverse events were of grade 1–2 per the
Common Terminology Criteria for Adverse Events (CTCAE)9

• Patients will be randomized 1:1 to receive pralsetinib 400 mg once daily or
investigator’s choice of SOC treatment (Figure 2)

• Stratification factors include intended pembrolizumab use if randomized to
the SOC arm, history of brain metastases, and Eastern Cooperative
Oncology Group performance status

• Crossover to receive pralsetinib will be allowed for patients randomized to
SOC upon disease progression confirmed by central review assessment

• The target enrollment is 250 patients
• Enrollment in this international multicenter is planned/has begun in 128

sites in 26 countries including centers in North America, Europe, Asia, and
Australia (Figure 3)
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Background Study objective

Study design

Study endpoints
Figure 1: Pralsetinib has substantial anti-tumor 
activity in RET fusion-positive metastatic NSCLC9,10

Inclusion criteria Exclusion criteria
• Adult patients aged ≥18 years
• Pathologically confirmed advanced 

or metastatic NSCLC
• Measurable disease (RECIST 1.1) 

determined by local site 
investigator or central radiographic 
imaging review assessment 

• RET fusions assessed by next 
generation in situ hybridization and 
circulating tumor DNA methods

• ECOG performance status of 0‒1
• Prior therapy in the neo/adjuvant 

setting is allowed if recurrence 
occurred after ≥6 months from 
completion of treatment

• Prior systemic treatment for 
metastatic disease

• Tumor has an additional primary 
targetable driver mutation

• Prior treatment with a selective 
RET inhibitor

• CNS metastases or primary CNS 
tumor associated with progressive 
neurological symptoms

CNS, central nervous system; ECOG, Eastern Cooperative Group; NSCLC, non-small-cell lung cancer; 
RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1; RT, radiation therapy.

Primary endpoint
• Progression-free survival compared to investigator’s choice of SOC 

treatment according to a blinded independent central review (RECIST 1.1)
• Sample size (N=250) determined based on the assumption of a 0.57 

hazard ratio for pralsetinib vs investigator’s choice of SOC treatment

Secondary endpoints
• Overall response rate 

(RECIST 1.1)
• Overall survival
• Safety/tolerability 
• Clinical benefit rate
• Duration of response
• Disease control rate

• Time to intracranial progression 
(RECIST 1.1)

• Intracranial response rate     
(RECIST 1.1)

• Quality-of-life measurements* 
Plasma concentration of pralsetinib 
at specified timepoints 

*European Organization for Research and Treatment of Cancer Quality of Life Questionnaire-Core 30-question (EORTC QLQ-C30), the 
EORTC Quality of Life Questionnaire‐Lung Cancer 13 (EORTC QLQ-LC13), and the EuroQoL 5 Dimension (EQ-5D-5L) questionnaires
RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SOC, standard of care; vs, versus.

Table 1: Key eligibility criteria Enrollment and current status

Please click the following icon for the complete list of activated sites:     

• AcceleRET Lung, an international, open-label, randomized, phase 3 study
(NCT04222972), will evaluate the efficacy and safety of pralsetinib
compared with investigator's choice of platinum-based chemotherapy
regimen as first-line treatment in patients with RET fusion-positive
metastatic NSCLC

*Patients with non-squamous histology will receive platinum/pemetrexed with or without pembrolizumab; patients with squamous 
histology will receive platinum/gemcitabine
ECOG PS, Eastern Cooperative Oncology Group (ECOG) Performance Status (PS); EOT, end of treatment; NSCLC, non-small-cell lung 
cancer; PD, progressive disease; QD, once daily; R, randomized; 
RET, rearranged during transfection.

Figure 2: AcceleRET Lung study design

Optional crossover 
upon PD PD EOT and 

follow-up

Pralsetinib 
(400 mg QD)

Investigator’s choice 
of platinum-based 

chemotherapy* 
± pembrolizumab
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• RET fusion-positive
• Advanced or 

metastatic NSCLC
• No prior systemic 

treatment for 
metastatic disease

• ECOG PS of 0–1
N=250

R
1:1

*All responses confirmed. †Two responses pending confirmation
NSCLC, non-small-cell lung cancer; ORR, overall response rate; QD, once daily; RET, rearranged during transfection; SD, stable disease.

All RET fusion-positive NSCLC patients
(400 mg QD) per central radiology

73% ORR* in treatment naïve RET fusion NSCLC 
and 61% ORR† in post-platinum patients9,10
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List of clinical sites 


Institution  Principal Investigator Country 


Royal North Shore Hospital (RNSH) Nick Pavlakis Australia 


Mogilev Regional Oncology Center Natalia Ivanova  Belarus 


Vitebsk Regional Oncology Center Euvgeniya Karchmit Belarus 


N.N. Alexandrov National Cancer Centre of Belarus Nikolai Ermakov Belarus 


Antwerp University Hospital Charlotte De Bondt Belgium 


Thomayerova nemocnice Libor Havel Czech Republic 


Rigshospitalet Edyta Maria Urbanska Denmark 


Helsinki University Central Hospital (HUCH) Aija Knuuttila Finland 


Institut Bergonié Sophie Cousin France 


Institut Curie Nicolas Girard France 


Hôpital Tenon Jacques Cadranel France 


Hospices Civils De Lyon Michael Duruisseaux France 


CHU de Rennes - Hôpital Pontchaillou Herve Lena France 


Hôpitaux Universitaires de Strasbourg - Hôpital Civil Celine Mascaux France 


L'Institut Paoli - Calmettes Anne Madroszyk France 


Hôpital Larrey Audrey Rabeau France 


Gustave Roussy Benjamin Besse France 


Hôpital Ambroise-Paré Etienne Giroux-Leprieur France 


Hôpital Bichat - Claude-Bernard Gerard Zalcman France 


Asklepios Fachkliniken München-Gauting Niels Reinmuth Germany 


Universitätsklinikum Frankfurt Alexander Stratmann Germany 


Klinikum Esslingen GmbH Martin Faehling Germany 


Ev. Diakonissenkrankenhaus Leipzig Sylvia Guetz Germany 


Robert-Bosch-Krankenhaus - Klinik Schillerhöhe Martin Kimmich Germany 


Leopoldina-Krankenhaus der Stadt Schweinfurt GmbH Stephan Kanzler Germany 


Pius-Hospital Oldenburg Frank Griesinger Germany 


Universitätsklinikum Hamburg-Eppendorf (UKE) Sonja Loges Germany 


Klinikum der Universitat Munchen - Friedrich-Baur-Institute Amanda Tufman Germany 


Thoraxklinik-Heidelberg gGmbH Michael Thomas Germany 


Universitätsklinikum Carl Gustav Carus Dresden Martin Wermke Germany 


Universitätsklinikum Essen Marcel Wiesweg Germany 







Institution  Principal Investigator Country 


HELIOS Klinikum Emil von Behring Daniel Misch Germany 


The University of Hong Kong James Ho Hong Kong 


Hong Kong United Oncology Centre Yu Chung J Li Hong Kong 


Tuen Mun Hospital Shi-Feng Nyaw Hong Kong 


St. James's Hospital Sinead Cuffe Ireland 


Hadassah Ein Karem Hospital Hovav Nechushtan Israel 


Soroka Medical Center Nir Peled Israel 


Istituto Nazionale Tumori IRCCS "Fondazione G. Pascale" Alessandro Morabito Italy 


Istituto Oncologico Veneto - IRCCS - Oncologia dei Tumori Rari Giulia Pasello Italy 


Azienda Ospedaliera Sant'Andrea Paolo Marchetti Italy 


IRCCS Ospedale San Raffaele Vanesa Gregorc Italy 


Fondazione IRCCS Istituto Nazionale dei Tumori MarinaChiara Garassino Italy 


Azienda Ospedaliero Universitaria Pisana - Stabilimento di Cisanello Antonio Chella Italy 


AOU L. Vanvitelli Universita degli Studi della Campania Luigi Vanvitelli Fortunato Ciardiello Italy 


IRCCS Ospedale Oncologico Giovanni Paolo II Domenico Galetta Italy 


AUSL Romagna - Ospedale S.M delle Croci Federico Cappuzzo Italy 


Istituto Europeo di Oncologia Filippo De Marinis Italy 


Istituto Nazionale Tumori Regina Elena Fabiana Letizia Cecere Italy 


Azienda Ospedaliera Universitaria Integrata Verona - Ospedale Borgo 
Roma 


Sara Pilotto Italy 


Seoul National University Hospital Dong-Wan Kim Korea, South 


Severance Hospital - Yonsei Cancer Center Byoung Chul Cho Korea, South 


Asan Medical Center Dae Ho Lee Korea, South 


Nederlands Kanker Instituut - Antoni van Leeuwenhoek Ziekenhuis Adrianus Joop de Langen Netherlands 


Maastricht UMC+ Lizza Hendriks Netherlands 


University Medical Center Groningen Anthonie Van Der Wekken Netherlands 


Oslo universitetssykehus HF Radiumhospitalet Aslaug Helland Norway 


Helse Bergen HF Haukeland Universitetssjukehus Oystein Floetten Norway 


Narodowy Instytut Onkologii im. Marii Sklodowskiej-Curie - Panstwowy 
Instytut Badawczy 


Dariusz Kowalski Poland 


Hospital Garcia de Orta, EPE Miguel Lopes Portugal 


Hospital de Braga João Cunha Portugal 


Instituto Português Oncologia do Porto Francisco Gentil, EPE Isabel Azevedo Portugal 


Centro Hospitalar de Lisboa Norte, EPE - Hospital Pulido Valente Encarnacao Teixeira Portugal 







Institution  Principal Investigator Country 


Centro Hospitalar de Vila Nova de Gaia/Espinho, EPE - Unidade I Ana Barroso Portugal 


Hospital Clinic i Provincial Noemi Reguart Aransay Spain 


Hospital Universitario Ramón y Cajal Pilar Garrido Spain 


Hospital Universitario Puerta de Hierro - Majadahonda Mariano Provencio Pulla Spain 


Hospital Universitario Vall d'Hebron Enriqueta Felip Spain 


Catalan Institute of Oncology (ICO) Enric Carcereny Spain 


Hospital Universitario Virgen del Rocío Reyes Bernabe Caro Spain 


Instituto Oncologico Dr. Rosell - Hospital Universitari Quiron Dexeus  Alejandro Martinez Bueno Spain 


Hospital Clínico Universitario "Lozano Blesa" Casado Isla, Dolores Maria Spain 


Consorci Hospital General Universitari de València Ana Blasco Cordellat Spain 


Hospital Regional Universitario de Málaga - Hospital General Vanesa Gutierrez Calderon Spain 


Hospital Universitario Marqués de Valdecilla Marta Lopez Brea Spain 


Hospital Universitario Central de Asturias Emilio Esteban Gonzalez Spain 


Complejo Hospitalario Universitario de Ferrol Rosario Garcia Spain 


Centro Integral Oncológico Clara Campal (CIOCC) Gema Garcia Ledo Spain 


Hospital Universitario 12 de Octubre Luis Paz-Ares Rodriguez Spain 


Hospital General Universitario Gregorio Marañón Antonio Calles Spain 


Hospital Universitario La Paz Javier de Castro Carpeno Spain 


Karolinska Universitetssjukhuset - Huddinge Luigi De Petris Sweden 


National Cheng Kung University Hospital Wu-Chou Su Taiwan 


National Taiwan University Hospital - The National Center of Excellence 
for Clinical Trial 


Chia-Chi Lin Taiwan 


Chi Mei Hospital, Liouying Chao Hsun Chen Taiwan 


Taichung Veterans General Hospital Gee-Chen Chang Taiwan 


Mackay Memorial Hospital-Taipei Branch Jian Su Taiwan 


Cukurova University School of Medicine Balcali Hospital Timucin Cil Turkey 


University Hospitals of Leicester NHS Trust - Leicester Royal Infirmary Samreen Ahmed United Kingdom 


The Christie NHS Foundation Trust Fiona Blackhall United Kingdom 


Guy's and St Thomas' NHS Foundation Trust - Guy's Hospital James Spicer United Kingdom 


The Royal Marsden NHS Foundation Trust - Royal Marsden Hospital 
(RMH) - London 


Sanjay Popat United Kingdom 


University Hospitals Bristol NHS Foundation Trust  
Bristol Haematology and Oncology Centre 


Adam Dangoor United Kingdom 


Velindre Cancer Centre Paul Shaw United Kingdom 







Institution  Principal Investigator Country 


Millennium Oncology Charles Yen United States 


Mayo Clinic Hospital Helen Ross United States 


UC Irvine Medical Center Viola Zhu United States 


Mayo Clinic Cancer Center (MCCC) - Rochester Aaron Mansfield United States 


Mayo Clinic Hospital - Florida Yanyan Lou United States 


Kaiser Permanente Southern California Bellflower Medical Offices Han Koh United States 


UPMC CancerCenter Timothy Burns United States 


University of Maryland - Marlene and Stewart Greenebaum Cancer 
Center 


Christian Rolfo United States 


Texas Oncology - Baylor Charles A. Sammons Cancer Center Kartik Konduri United States 


Weill Cornell Medicine - Pulmonary & Critical Care Medicine - Upper East 
Side 


Ashish Saxena United States 


University of Virginia Health System Richard Hall United States 


University of Michigan Hospital Angel Qin United States 


Sylvester Comprehensive Cancer Center Gilberto Lopes United States 


The University of Texas Southwestern Medical Center Jonathan Dowell United States 


 





File Attachment


	Slide Number 1

