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Brigatinib vs Crizotinib in ALKi-Naive Patients With 
Advanced ALK-Positive NSCLC (ALTA-1L): Background
 In patients with ALK-positive NSCLC, phase III PROFILE 1014 trial demonstrated 

significantly superior median PFS with first-line crizotinib vs platinum–pemetrexed 
doublet CT (10.9 vs 7.0 mos; P < .001)[1]

 Brigatinib: next-generation ALK/ROS1 inhibitor

‒ Activity reported against ALK inhibitor–resistance mutations and EGFR mutations in 
in vitro and mouse models[2,3]

 Phase I/II trials evaluating brigatinib after crizotinib treatment have reported high 
rates of response systemically and in the CNS with a prolonged median PFS of 
~ 16 mos[4,5]

 This article reports the final efficacy, safety, and exploratory results of the study

1. Solomon BJ, et al. N Engl J Med. 2014;371:216 7-2177. 2. Uchibori K, et al. Nat Commun. 2017;8:14768. 
3. Huang WS, et al. J Med Chem. 2016;59:4948-4964. 4. Huber RM, et al. ASCO 2018. Abstract 9061. 
5. Camidge DR, et al. J Clin Oncol. 2018;36:2693-2701. Slide credit: clinicaloptions.com

http://www.clinicaloptions.com/


Brigatinib Exhibits a Pan-Inhibitory Preclinical Profile Against ALK Resistance Mutants 

Presented By Dong-Wan Kim at 2016 ASCO Annual Meeting



ALTA-1L: Study Design
 Final analysis of multicenter, randomized, open-label phase III trial
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 Primary endpoint: BIRC-assessed PFS (RECIST v1.1)

 Secondary endpoints: ORR, intracranial ORR, intracranial PFS, OS, DoR safety and QOL

 Exploratory end points: BIRC-assessed PFS and ORR in patients crossing over to brigatinib after PD 
on crizotinib, Molecular determinants (ALK-EML4 fusion variant and TP53 mutation status) of 
efficacy and emerging mutations over time

 Patients with stage IIIB/IV ALK-positive 
NSCLC, 

 No previous ALK inhibitor,  
 ≤ 1 previous systemic tx for locally               

advanced or metastatic NSCLC (N = 275)
 Asymptomatic or stable CNS mets allowed

Until PD,* unacceptable toxicity, 
or other reasons for d/c

Brigatinib 180 mg QD after 
7-day lead-in at 90 mg

(n = 137)

Crizotinib 250 mg BID
(n = 138)

Stratified by BL brain mets (yes/no), prior CT for 
locally advanced or metastatic disease (yes/no)

*Crossover permitted to brigatinib arm on PD.
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ALTA-1L: Baseline Characteristics

 Continuing on study treatment: brigatinib, 
n = 58 (42%); crizotinib, n = 16 (12%)

‒ Median follow-up: brigatinib, 40.0 mos; 
crizotinib, 15.2 mos

‒ 65 patients crossed over to brigatinib after 
d/c crizotinib due to PD

Slide credit: clinicaloptions.com

Characteristic, % Brigatinib
(n = 137)

Crizotinib
(n = 138)

All Patients
(N = 275)

Median age, yrs 
(range) 58 (27–86) 60 (29–89) 59 (27–89)

Female sex 50 59 55

Race
 White
 Asian
 Other

55
43
1

62
36
2

59
39
2

ECOG PS
 0
 1
 2

42
53
4

43
52
4

43
53
4

Disease stage at 
study entry
 IIIB
 IV

6
94

9
91

7
93

Characteristic, % Brigatinib
(n = 137)

Crizotinib
(n = 138)

All Patients
(N = 275)

Locally assessed 
ALK status per 
FDA-approved test

90 81 86

Brain mets 29 30 29

Prior RT to brain 13 14 13

Prior CT in locally 
advanced or 
metastatic setting

26 27 27
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ALTA-1L: BIRC-Assessed PFS (Primary Endpoint)
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ALTA-1L: BIRC-Assessed PFS by Prespecified Subgroup
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ALTA-1L: BIRC-Assessed Intra cranial PFS
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ALTA 1L – Overall survival
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ALTA 1L – Overall survival
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Exploratory analyses: OS by molecular variant and TP53
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Global QOL and functional scores

 The median time to worsening 
in GHS/QoL for

‒ Brigatinib was 26.7 months

‒ Crizotinib was 8.3 months 

‒ (HR= 0.69, 95% CI: 0.49–
0.98, log-rank p = 0.047) 
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ALTA-1L: Safety

 ILD/pneumonitis: 

‒ Brigatinib, 6%; crizotinib, 2%

‒ In brigatinib arm, 3% observed 
within 14 days of starting 
treatment

‒ Grade 3 or higher 3% and <1% 
patients, respectively.

‒ Patients crossing over to 
Brigatinib from Crizotinib 6% 
had ILD or pneumonitis  with 
2% having grade 3
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ALTA-1L: Conclusions
 In ALK inhibitor–naive patients with ALK-positive NSCLC, final analysis confirmed  

significantly improved PFS with brigatinib vs crizotinib

‒ Median PFS: 24 vs 11.1 mos (HR: 0.48; log-rank P = <0 .0001)

‒ PFS benefit observed across most subgroups except those aged 65 yrs or older

‒ Intracranial PFS was better in patients receiving Brigatinib, including those with BL brain 
metastases (31% vs 9%; log-rank p < 0.0001 )and ITT (57% vs. 38%)

 No clear pattern of emerging mutations was identified in patients who 
progressed on brigatinib

 More treatment discontinuations and dose interruptions were noted with Brigatinib

 Investigators concluded that brigatinib a promising first-line treatment option for patients 
with ALK-positive NSCLC especially for those with brain metastases at baseline
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