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Key Objective

A subset of patients with ALK-rearranged lung cancer will 
experience CNS-only progression on second-generation 
anaplastic lymphoma kinase (ALK) inhibitors. The 
efficacy of the third-generation ALK inhibitor Lorlatinib in 
this context is not well- defined. 



This is an open- label, investigator-initiated, single-arm phase II trial of lorlatinib in patients with ALK-
rearranged NSCLC with CNS metastasis and no sites of active, measurable extracranial disease 







Bestintracranialresponsetolorlatinib.Thewaterfallplotdepictsbestintracranialtumorresponseasassessed
by modified RECIST version 1.1. 



Durability of intracranial responses to 
lorlatinib. 



Resolution of brain metastasis on Lorlatinib



Summary…!

In this phase II study, It is observed that there is
robust intracranial activity of lorlatinib in patients 
with isolated CNS progression on second-
generation ALK TKIs. The intracranial DCR of 95% 
with lorlatinib in this context suggests that brain 
metastases from patients with CNS- only 
progression remain ALK-dependent. 





Relevance

This prospective clinical trial suggests that 
lorlatinib has robust intracranial activity in patients 
with CNS-only progression on second-generation 
ALK inhibitors. Given the challenges of 
characterizing molecular mechanisms underlying 
CNS-specific progression events, this study 
supports empiric use of lorlatinib for patients 
experiencing this unique pattern of progression. 
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