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Treatment recommendations for Oncogene-driven mNSCLC 

Hendriks L, Nature Rev Dis Prim 2024
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• Early ctDNA dynamics predicted better outcome with Lorlatinib but not with Crizotinib
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Mechanisms of Resistance to ALK Inhibitors 

Schneider JL, Nat Cancer 2023
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Alectinib 3 years

Durvalumab

Roche IMP

Comparator

BIOSTART 

(BX43361)

Master Screening 

Study

Acceptable Local 

Tissue-based 

Test Result

HORIZON-01

(BO42777) Locally 

Advanced, unresectable, 

Stage III NSCLC

• Post SOC cCRT or sCRT

• ECOG PS 0-2 (for future 

cohorts this may differ)

• TC score < 1% vs. ≥ 1% vs. 

unknown*

Cohort A1

ALK+

N=120

Future

Cohort(s)

A Study Evaluating the Efficacy and Safety of Multiple Therapies in 

Cohorts of Participants With Locally Advanced, Unresectable, Stage III 

NSCLC

ClinicalTrials ID NCT05170204

HORIZON-01

International
NCT05170204
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ALINA Study

Wu YL, NEJM 2024







Early improvement from baseline with alectinib, clinicially meaningful improvement vs CT up to week 12 





Neoadjuvant Alectinib in Potentially Resectable Stage III ALK-positive NSCLC: 

ALNEO Phase II Trial

Leonetti A, WCLC 2024

MPR: 39% 
pCR: 17%



Lee JM, JTO 2023
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Toxicity



Toxicity Profiles of ALK TKIs are distinct and manageable





• Lorlatinib:
• an effective treatment
• long-term use: AEs may occur, to ensure its efficacy and the 

QoL

• Lorlatinib has AEs that need to be monitored and treated 
appropriately to maximize drug efficacy and patient 
safety











Conclusions 
1. Follow the guidelines of the product data sheet, but also individually to reduce the 

dose of lorlatinib to avoid possible drug interactions with concomitant treatments 
or to prevent worsening of the patient’s QoL 

2. Some severe toxicities, that are laboratory findings with no symptomatology (e.g., 
amylase elevation grade ≥3), may not require discontinuation of treatment or may 
be left to physician’s discretion

3. Current clinical context of what is known, and other possible causes must be ruled 
out. 

4. Patient / family education and direct communication
5. AEs of lorlatinib can affect different organs and systems, participation of a MDT: 

cardiologists, neurologists, internal medicine specialists, and oncology pharmacists





Liu G, Lung Cancer 2024





CONCLUSIONS: We suggest that lorlatinib be administered with dose monitoring to ensure safe and effective 

treatment, especially for high-grade AEs 
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