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Current Management of ROS1+ NSCLC

Entrectinib
or
Crizotinib

Lorlatinib*

1L

2L

*Off Label

Entrectinib for ROS1+ NSCLC
(ROS1/TRK inhibitor)
• ORR 68%
• Median PFS 15.7 months
• Median OS 47.8 months
• CNS Response Rate 80%

Drilon et al. JTO Clinical and Research Reports. 2022;3(6):100332; Shaw et al. Ann Oncol. 
2019; 30(7):1121; Girard et al. 2022. ESMO Open. 7(2):100418.

Crizotinib for ROS1+ NSCLC
(ROS1/MET inhibitor)
• ORR 72%
• Median PFS 19.3 months
• Median OS 51.4 months
• Poor CNS activity

Lorlatinib for ROS1+ NSCLC s/p 1+ prior ROS1 
TKIs (EAP data)
• ORR 45%
• Median PFS 7.1 months
• CNS Response Rate 72%
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Crizotinib for ROS1+ NSCLC

Shaw et al. NEJM. 2014; 37(21):1963.   Shaw et al. Ann Oncol. 2019; 30(7):1121.

ORR 72%
Median PFS 19.3 months
Median OS 51.4 months

ROS1/ALK/MET TKI

Common Adverse Effects
• 87% Vision disorder
• 51% Nausea
• 47% Edema
• 36% AST or ALT elevation

Poor CNS activity
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Entrectinib for ROS1+ NSCLC

ROS1/TRK Inhibitor

Common Adverse Effects
• Dizziness
• Dysguesia
• Constipation
• Weight gain
• Diarrhea
• Paresthesia

CNS Active

ORR 68%
PFS 15.7 months
OS 47.8 months

Drilon et al. JTO Clinical and Research Reports. 2022;3(6):100332

CNS 
Response
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ROS1 TKI Resistance

Lin et al, 2017; Lin et al, 2021; Gainor et al. JCO Precision Oncology. 
2017; Drilon et al. Nature Reviews Clinical Oncology. 2020.

G2032R Solvent Front = dominant second site mutation
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Lorlatinib for ROS1 NSCLC
As First TKI Post-Crizotinib

ORR 62%, PFS 21 months, 
CNS ORR 64%

ORR 35%, PFS 8.5 months, 
CNS ORR 50%

Shaw et al. Lancet Oncology. 2019.Adverse effects consistent with lorlatinib (TRK inhibition)
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Emerging ROS1 Inhibitors

§ Repotrectinib
§ Taletrectinib
§ NVL-520
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TRIDENT-1: Repotrectinib, ROS1 TKI Naïve Cohort
ORR 79%

82% if no prior chemotherapy
70% if prior chemotherapy

Median PFS 35.7 months

Cho et al. IASLC WCLC 2023. OA03.06.
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TRIDENT-1: One prior ROS1 TKI, No Chemo
ORR 79%

39% if no prior crizotinib
22% if prior entrectinib

Median PFS 9 months

Cho et al. IASLC WCLC 2023. OA03.06.
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TRIDENT-1: CNS Outcomes on Repotrectinib

Cho et al. IASLC WCLC 2023. OA03.06.
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Taletrectinib for ROS1+ NSCLC

ORR 92.5%
PFS 33.2 months (pooled phase 
I/II data)

ORR 52.6%
PFS 9.8 months

Investigational ROS1 and NTRK inhibitor
TRUST phase II Study

Li et al. ELCC 2023.

Most common AEs: GI, LFTs, dizziness
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Li et al. ELCC 2023.
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NVL-520: ARROS-1 Phase I Trial
ROS1 > NTRK selective TKI; No dizziness reported in phase I 

ORR 48%
(Pretreated 
population)

CNS Responses 
Reported

Drilon et al. ENA 2022. Abstract 8.  



14



15



16



17

Riely et al. ASCO 2023. Abstract 9018.

Encorafenib + Binimetinib For BRAF V600E+ NSCLC

Newly FDA-approved for BRAF-
V600E+ NSCLC as of October 2023
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Encorafenib/Binimetinib

ORR 75% ORR 46%

Riely et al. ASCO 2023. Abstract 9018.
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Riely et al. ASCO 2023. Abstract 9018.
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Pyrexia: 22% (all grade)

Riely et al. ASCO 2023. Abstract 9018.
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Take Away Points
For ROS1+ NSCLC:
• Crizotinib or entrectinib remain the preferred 1L treatment
• Emerging ROS1 inhibitors offer greater efficacy in early phase clinical trials

For BRAF V600E+ NSCLC:
• Dabrafenib/trametinib or encorafenib/binimetinib are a reasonable 1L strategy
• Encorafenib/binimetinib my offer a lower rate of pyrexia


