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ROS 1 GENOMIC ALTERATION.

• ROS1 is an oncogene on Chromosome 6(6q22).

• ROS 1 rearrangements are seen in 22 different malignancies.

• In Non Small Cell Lung cancer(NSCLC) ROS1 rearrangements are seen in 1-2% 
of all cases. 

• Typically seen in younger patients, never or light smokers and adenocarcinoma 
subtype.

• Rarely seen in large cell and squamous carcinomas too.



Background

ROS1 REARRANGEMENTS IN NSCLC

NSCLC, non-small cell lung cancer.
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• ROS1 rearrangements lead to fusion of a portion of ROS1, 

including its tyrosine kinase domain, to a variety of different 

partner proteins.

• ROS1 fusion kinases are constitutively activated and function as 

potent oncogenic drivers.

• ROS1 is phylogenetically related to ALK, resulting in sensitivity to 

some ALK tyrosine kinase inhibitors (TKIs).

Lin JJ, Shaw AT. J Thorac Oncol. 2017;12:1611–1625.



ROS POSITIVE LUNG CANCER

• The kinase domains of ALK and ROS1 share 77% amino acid identity within the ATP-
binding sites. Crizotinib binds with high affinity to both ALK and ROS1.

• Crizotinib inhibits ROS cell signalling and cell vitality in-vitro.

• Hence, Crizotinib was the logical first choice for ROS +ve lung cancer.

• Crizotinib has low activity in CNS.

• CNS is the first-and at times only-site of progression in ROS +ve lung cancer patients treated 

with Crizotinib(almost 50%)

• Hence a search for treatment with better CNS activity was ongoing.



TRUST STUDY-TALETRECTINIB

• Taletrectinib (AB-106 / DS-6051b) is a next-generation, potent, CNS- penetrant, selective 

ROS1 tyrosine kinase inhibitor. 

• The TRUST study is a multicenter, open-label, single-arm, Phase 2 study of Taletrectinib in 

Chinese ROS1-positive NSCLC patients who are TKI -naïve or previously treated with 

Crizotinib.(n=109) 



TRUST STUDY-TALETRECTINIB

Locally 
advanced/metastatic 
NSCLC
Age>18 yrs
PS=0-1
ROS-1 fusion 
positive
At least 1 
measurable lesion by 
RECIST 1.1 

Part I- Lead –in dose 
titration of 400 mg(n=3) 
and 600 mg(n=3)

Part II- Taletrectinib given 
as 600 mg to both 
cohorts- TKI-naïve(n=60) 
and pretreated with 
Crizotinib(n=40)

Primary endpoint- Overall response 

rate as per RECIST 1.1

Secondary endpoint- Duration of 

response)DOR), progression free 

survival(PFS), Intracranial DOR and PFS











Dose reduction- in 14.2% 

Dose discontinuation-5.3%



SUMMARY

• Taletrectinib has an impressive overall response rate both in naïve and Crizotinib pretreated 
patients with ROS1 rearrangement.

• It showed efficacy against Crizotinib resistant mutations viz. G2032R solvent front mutation. 

• Intracranial disease control rate is 100% making it a very important drug for patients with 
CNS disease/progression.

• Taletrectinib has highly selective ROS 1 inhibition, hence systemic side effects are significantly 
less and mild. 

• Global Phase II study underway- will be interesting to see its efficacy and safety in a large 
diverse population.
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