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Clinical Practice Points 

• Genetic alterations in ROS1 can lead to the expression 

of oncogenic fusion proteins in multiple tumor types, 
including in 1% to 2% of non–small-cell lung cancer 
(NSCLC) cases. Approximately 40% of patients with 

ROS1 fusion-positive NSCLC have baseline central 
nervous system (CNS) metastases, indicating the need 

for a treatment with CNS activity. Entrectinib, a potent 
ROS1 tyrosine kinase inhibitor with activity in the CNS, 
has previously demonstrated overall and intracranial 
efficacy, and a manageable safety profile, in patients 
with ROS1 fusion-positive NSCLC. 

• In this updated analysis with 4 additional patients and 

longer follow-up, the objective response rate (ORR) in 

the efficacy-evaluable population (N = 172) was 67%; 
median duration of response (DoR) was 20.4 months, 

and median progression-free survival was 16.8 months. 
In 51 patients with baseline CNS metastases, intracra- 
nial ORR was 49% and median intracranial DoR was 
12.9 months. In a subgroup analysis in patients who had 

not received any prior systemic therapy in the metastatic 
setting, ORR was similar to that in the efficacy-evaluable 

population, but median DoR was numerically longer 
at 35.6 months. Most treatment-related adverse events 
were grade 1 to 2 and nonserious. 

• These data reinforce previous findings on the use of 
entrectinib for the treatment of patients with ROS1 

fusion-positive NSCLC, and support current guidelines 
that recommend entrectinib as a first-line treatment 
option for these patients, including those with baseline 

CNS metastases. 
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Introduction 

ROS proto-oncogene 1 ( ROS1 ) rearrangements, found in 1% to
2% of patients with non–small-cell lung cancer (NSCLC), can result
in the expression of oncogenic fusion proteins in different tumor
types. 1 , 2 Approximately 40% of patients with ROS1 fusion-positive
NSCLC have central nervous system (CNS) metastases at diagnosis
of advanced disease. 3 , 4 , 5 , 6 

Entrectinib is a potent, CNS-active, ROS1 tyrosine kinase
inhibitor (TKI) with demonstrated efficacy in ROS1 fusion-
positive NSCLC. 7 , 8 , 9 In an integrated analysis of 3 phase I/II
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trials (ALKA-372-001: EudraCT 2012–000148–88; STARTRK-
1: NCT02097810; STARTRK-2: NCT02568267), entrectinib
yielded an objective response rate (ORR) of 68%, median duration
of response (DoR) of 20.5 months and median progression-free
survival (PFS) of 15.7 months, and was well tolerated in patients
with locally advanced/metastatic ROS1 fusion-positive NSCLC
(N = 168). 9 Entrectinib also showed durable intracranial responses:
intracranial ORR was 52% and median intracranial DoR was 12.9
months, in patients with measurable and nonmeasurable baseline
CNS metastases by blinded independent central review (BICR;
n = 48). 9 

We present updated efficacy and safety data from the integrated
analysis, with 4 more patients and longer follow-up (median follow-
up of 37.8 months vs. 29.1 months previously). 9 We also present
the first report of an exploratory subgroup analysis of entrec-
tinib in patients with ROS1 fusion-positive NSCLC who had not
received any prior systemic therapy in the metastatic setting (first-
line population). 

Methods 

Study Design and Patients 
Full details of the entrectinib studies in the integrated analy-

sis, including definition of study endpoints, have been published
previously (protocols available online). 7 , 8 , 9 Briefly, patients aged
≥18 years with locally advanced/metastatic ROS1 TKI-naïve
ROS1 fusion-positive NSCLC, were enrolled in 1 of 3 single-arm
trials (ALKA-372-001, STARTRK-1, and STARTRK-2). Patients
received entrectinib 600 mg/day orally, until documented disease
progression (PD), unacceptable toxicity, or consent withdrawal. The
efficacy-evaluable population comprised all patients who received
≥1 entrectinib dose, had an Eastern Cooperative Oncology Group
performance status (ECOG PS) 0 to 2, measurable disease at
baseline, and ≥12 months follow-up from the first post-treatment
initiation tumor assessment; patients who discontinued from the
study or died before completing 12 months of follow-up from
first post-treatment tumor assessment were included in the analysis.
Patients with asymptomatic or previously treated, controlled CNS
metastases were also eligible. The first-line population comprised
efficacy-evaluable patients who had not received any prior systemic
therapy in the metastatic setting. Tumor assessments (by BICR per
RECIST v1.1) were performed at the end of cycle 1 (week 4), and
then every 8 weeks. Brain scans were undertaken at every tumor
assessment in patients with investigator-assessed baseline CNS
metastases and only when clinically indicated or when scans were
routinely offered in clinical practice in patients without baseline
CNS metastases. 

The safety-evaluable population comprised all patients who
received ≥1 dose of entrectinib. Details on safety assessments and
dose reductions can be found in the Supplement. 

Endpoints 
Coprimary endpoints were confirmed ORR and DoR, both by

BICR. Secondary endpoints were PFS (by BICR), OS, intracranial
ORR (per RECIST v1.1), intracranial DoR, intracranial PFS, and
safety. Intracranial efficacy was assessed on CNS lesions (measurable
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and nonmeasurable). The enrolment cut-off for this analysis was
July 2, 2020 and the data cut-off was August 2, 2021. 

All studies included in this analysis were conducted in accordance
with the principles of the Declaration of Helsinki and Good Clinical
Practice Guidelines. Written informed consent was obtained from
all patients. Protocols for all studies were approved by relevant insti-
tutional review boards and ethics committees. 

Details on statistical analyses are provided in the Supplement. 

Results 

Baseline Demographics and Disease Characteristics 
The efficacy-evaluable population comprised 172 patients, of

whom 67 had received no prior systemic therapy in the metastatic
setting (ie, the first-line population). Median survival follow-up was
37.8 months (95% confidence interval [CI]: 35.9-41.4) for the
efficacy-evaluable and 41.4 months (95% CI: 35.9-43.4) for the
first-line population. Baseline demographics and disease character-
istics were similar across the efficacy-evaluable and first-line popula-
tions ( Supplemental Table 1 ). Forty patients (23%) in the efficacy-
evaluable population had received ≥2 prior lines of treatment for
metastatic disease. Baseline CNS metastases assessed by the inves-
tigator were present in 35% of patients (n = 60) in the efficacy-
evaluable and 39% (n = 26) of patients in the first-line popula-
tion; of these, 45% (n = 27) and 42% (n = 11), respectively, had
received prior radiotherapy to the brain. In total, 9% of patients in
the efficacy-evaluable and 8% of patients in the first-line population
had an ECOG PS of 2. 

Entrectinib in All Patients With ROS1 Fusion-Positive 
NSCLC 

ORR in the efficacy-evaluable population (N = 172) was 67%
(n = 116; 95% CI: 59.9-74.4) and was similar in patients with and
without baseline CNS metastases ( Table 1 ). In the overall efficacy-
evaluable population, patients demonstrated durable responses with
a median DoR of 20.4 months (95% CI: 14.8-34.8; Figure 1 A),
while patients with and without baseline CNS metastases achieved
a median DoR of 14.6 and 28.6 months, respectively ( Table 1 ).
Entrectinib also demonstrated prolonged survival; median PFS was
16.8 months (95% CI: 12.2-22.4) and OS remains immature in the
efficacy-evaluable population ( Figure 1 B and C; Table 1 ). 

Intracranial efficacy was evaluated in patients with BICR-assessed
baseline CNS metastases (n = 51). Intracranial ORR was 49% (95%
CI: 34.8-63.4), including 8 patients (16%) with an intracranial
complete response (CR) and 17 patients (33%) with an intracra-
nial partial response (PR; Table 2 ). Median intracranial DoR was
12.9 months (95% CI: 7.6-22.5) and median intracranial PFS was
12.0 months (95% CI: 6.7-15.6). Intracranial ORR was similar
in patients who had received prior brain radiotherapy (n = 24;
intracranial ORR: 50%) and those who had not received any prior
brain radiotherapy (n = 27; intracranial ORR: 48.1%). 

The safety-evaluable population comprised 247 patients, 95%
(n = 234) of whom reported ≥1 treatment-related AE adverse
event (TRAE). Most frequent TRAEs included dysgeusia (43%),
increased weight (38%), and dizziness (35%) ( Supplemental
Table 2 ). Most TRAEs were grade 1 to 2 and manageable, and the
most frequent grade 3 TRAE was increased weight (n = 28; 11.3%);
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Figure 1 Time-to-event analysis for (A) duration of response, (B) progression-free survival, and (C) overall survival with 
entrectinib in patients with ROS1 fusion-positive NSCLC who were ROS1 TKI–naïve (efficacy-evaluable population). 
Abbreviations: BICR = blinded independent central review; CI = confidence interval; NSCLC = non–small-cell lung 
cancer; ROS1 = ROS proto-oncogene 1; TKI = tyrosine kinase inhibitor. 
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Table 1 Overall Efficacy in All Patients With ROS1 Fusion–Positive NSCLC Who Were ROS1 TKI–Naïve (Efficacy-Evaluable Popula- 
tion) and in Patients With ROS1 Fusion-Positive NSCLC Who Received Entrectinib as First-Line Treatment, According to 
the Presence/Absence of Measurable and Nonmeasurable Baseline CNS Metastases by the Investigator 

Efficacy Parameter Efficacy- 
Evaluable 
Population 
(N = 172) 

Baseline 
CNS 

Metas- 
tases a 

(n = 60) 

No Baseline 
CNS Metas- 

tases a (n = 112) 

First-Line 
Popula- 

tion b 
(n = 67) 

Baseline 
CNS 

Metas- 
tases a 

(n = 26) 

No 
Baseline 

CNS 

Metas- 
tases a 

(n = 41) 
Objective response, n (%) 

(95% CI) 
116 (67.4) 
(59.9-74.4) 

38 (63.3) 
(49.9-75.4) 

78 (69.6) 
(60.2-78.0) 

46 (68.7) 
(56.2-79.4) 

17 (65.4) 
(44.3-82.8) 

29 (70.7) 
(54.5-83.9) 

Best overall response, n (%) 
Complete response 23 (13.4) 4 (6.7) 19 (17.0) 10 (14.9) 3 (11.5) 7 (17.1) 
Partial response 93 (54.1) 34 (56.7) 59 (52.7) 36 (53.7) 14 (53.8) 22 (53.7) 
Stable disease 16 (9.3) 6 (10.0) 10 (8.9) 7 (10.4) 5 (19.2) 2 (4.9) 
Progressive disease 16 (9.3) 8 (13.3) 8 (7.1) 5 (7.5) 1 (3.8) 4 (9.8) 
Non-CR/non-PD 10 (5.8) 2 (3.3) 8 (7.1) 6 (9.0) 1 (3.8) 5 (12.2) 
Missing or unevaluable c 14 (8.1) 6 (10.0) 8 (7.1) 3 (4.5) 2 (7.7) 1 (2.4) 

Median DoR, months 
(95% CI) 

20.4 
(14.8-34.8) 

14.6 
(11.0-20.4) 

28.6 
(14.9-38.6) 

35.6 
(13.9-38.8) 

16.5 
(9.2-35.6) 

40.5 
(13.9-NE) 

Patients with event, n (%) 76 (65.5) 27 (71.1) 49 (62.8) 27 (58.7) 14 (82.4) 13 (44.8) 
12-month durable response, % 

(95% CI) 
65.0 

(56.1-73.9) 
60.0 

(43.7-76.3) 
67.2 

(56.7-77.8) 
64.2 

(50.1-78.3) 
58.8 

(35.4-82.2) 
67.7 

(50.3-85.1) 
18-month durable response, % 

(95% CI) 
52.2 

(42.8-61.7) 
42.6 

(25.3-60.0) 
56.2 

(45.0-67.5) 
56.5 

(41.7-71.4) 
44.1 

(19.2-69.0) 
63.7 

(45.6-81.8) 
Median PFS, months 

(95% CI) 
16.8 

(12.2-22.4) 
11.8 

(7.2-15.7) 
25.2 

(15.7-36.6) 
17.7 

(11.8-39.4) 
11.9 

(7.7-21.1) 
37.7 

(14.8-NE) 
Patients with event, n (%) 118 (68.6) 46 (76.7) 72 (64.3) 43 (64.2) 22 (84.6) 21 (51.2) 
12-month durable response, % 

(95% CI) 
57.7 

(50.0-65.3) 
45.6 

(32.6-58.7) 
64.1 

(54.9-73.2) 
58.3 

(46.2-70.3) 
45.8 

(26.6-65.1) 
66.6 

(51.7-81.5) 
18-month durable response, % 

(95% CI) 
47.3 

(39.5-55.2) 
32.9 

(20.1-45.7) 
54.8 

(45.2-64.5) 
49.5 

(37.1-62.0) 
32.4 

(13.7-51.1) 
60.8 

(45.2-76.4) 
Median OS, months 

(95% CI) 
44.1 

(40.1-NE) 
28.3 

(17.0-44.6) 
NE 

(41.8-NE) 
47.7 

(43.2-NE) 
43.2 

(16.1-NE) 
NE 

(NE) 
Patients with event, n (%) 67 (39.0) 31 (51.7) 36 (32.1) 23 (34.3) 14 (53.8) 9 (22.0) 
12-month durable response, % 

(95% CI) 
81.3 

(75.2-87.3) 
74.1 

(62.3-85.9) 
84.9 

(78.1-91.7) 
82.7 

(73.4-92.0) 
76.3 

(59.6-92.9) 
87.1 

(76.4-97.7) 
18-month durable response, % 

(95% CI) 
74.3 

(67.4-81.2) 
63.1 

(49.7-76.5) 
79.8 

(72.0-87.5) 
75.8 

(65.1-86.5) 
68.0 

(49.6-86.3) 
81.1 

(68.5-93.8) 

Abbreviations: BICR = blinded independent central review; CI = confidence interval; CNS = central nervous system; CR = complete response; DoR = duration of response; NE = not estimable; 
NSCLC = non–small-cell lung cancer; OS = overall survival; PD = progressive disease; PFS = progression-free survival; RECIST = Response Evaluation Criteria in Solid Tumors; ROS1 = ROS 
proto-oncogene 1; TKI = tyrosine kinase inhibitor. 
Objective response rate, duration of response, and progression-free survival by BICR per RECIST v1.1. 
a Baseline CNS metastases as assessed by the investigator. b Patients who had not received any prior lines of systemic therapy in the metastatic setting; exploratory analysis. c Missing or unevaluable 
included patients with no postbaseline scans available, missing subsets of scans, or patients who discontinued before obtaining adequate scans to assess or confirm response. 
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grade 4 TRAEs were rare (n = 9; 3.6%) and there was 1 death due to
a TRAE (dyspnea). TRAEs led to dose interruption, reduction, and
discontinuation in 36%, 35%, and 6.9% of patients, respectively.
Serious TRAEs were uncommon (n = 35; 14%; Supplemental
Table 3 ). 

Entrectinib in Treatment-Naïve Patients (First-Line 
Population) With ROS1 Fusion-Positive NSCLC 

In the first-line population (n = 67), ORR was 69% (n = 46;
95% CI: 56.2-79.4; Table 1 ), and most patients had a reduction
in the size of their target lesions, similar to the efficacy-evaluable
population ( Supplemental Figure 1 A). Median DoR was 35.6
months (95% CI: 13.9-38.8), median PFS was 17.7 months
Clinical Lung Cancer March 2024
(95% CI: 11.8-39.4), and median OS was 47.7 months (95%
CI: 43.2-not estimable) ( Table 1 ; Supplemental Figure 1 B and
C). Efficacy endpoints in patients with and without baseline
CNS metastases are shown in Table 1 . ORR was similar
in the 2 groups, but DoR and PFS were longer in patients
without baseline CNS metastases versus those with baseline CNS
metastases. 

Of 23 patients with BICR-assessed baseline CNS metastases
( Table 2 ), 14 (61%; 95% CI: 38.5-80.3) had an intracranial
response; 3 (13%) had an intracranial CR, and 11 (48%) had an
intracranial PR. Median intracranial DoR was 12.9 months (95%
CI: 7.6-22.2), and median intracranial PFS was 15.6 months (95%
CI: 7.7-21.1). 
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Table 2 Intracranial Efficacy in Patients With Measurable and Nonmeasurable Baseline CNS Metastases by BICR, for the Efficacy- 
Evaluable Population and the First-Line Population 

Efficacy Parameters Patients With Baseline CNS Metastases (by BICR) 
Efficacy-Evaluable Population (n = 51) First-Line Population a (n = 23) 

Intracranial objective response, n (%) (95% CI) 25 (49.0) (34.8-63.4) 14 (60.9) (38.5-80.3) 
Intracranial best overall response, n (%) 

Complete response 8 (15.7) 3 (13.0) 
Partial response 17 (33.3) 11 (47.8) 
Stable disease 0 0 
Progressive disease 10 (19.6) 2 (8.7) 
Non-CR/non-PD 12 (23.5) 6 (26.1) 
Missing or unevaluable b 4 (7.8) 1 (4.3) 

Median intracranial DoR, months (95% CI) 12.9 (7.6-22.5) 12.9 (7.6-22.2) 
12-month durable response, % (95% CI) 58.4 (38.7-78.1) 64.3 (39.2-89.4) 
18-month durable response, % (95% CI) 41.3 (21.5-61.2) 35.7 (10.6-60.8) 

Median intracranial PFS, months (95% CI) 12.0 (6.7-15.6) 15.6 (7.7-21.1) 
12-month durable response, % (95% CI) 48.5 (34.4-62.6) 56.5 (36.3-76.8) 
18-month durable response, % (95% CI) 28.5 (15.4-41.5) 37.9 (17.7-58.2) 

Abbreviations: BICR = blinded independent central review; CI = confidence interval; CNS = central nervous system; CR = complete response; DoR = duration of response; PD = progressive disease; 
PFS = progression-free survival. 
a Patients who had not received any prior lines of systemic therapy in the metastatic setting; exploratory analysis. 
b Missing or unevaluable included patients with no postbaseline scans available, missing subsets of scans, or patients who discontinued before obtaining adequate scans to assess or confirm response. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Safety data in the first-line safety-evaluable population (n = 87)
were consistent with those in the overall safety-evaluable population.

Discussion 

We report updated efficacy and safety data from the integrated
analysis of 3 trials of entrectinib in patients with ROS1 fusion-
positive NSCLC, with 4 more patients and longer follow-up
than the previous report. 9 The overall and intracranial efficacy
of entrectinib were similar to those reported previously, support-
ing our prior findings of the activity of entrectinib in this patient
population. 9 

We also provide the first report from an exploratory subgroup
analysis of patients within these studies who received entrectinib
as first-line treatment (first-line population). The ORR in this
population was similar to that in the efficacy-evaluable population
(69% and 67%, respectively), as were the median PFS and median
OS. Responses were more durable in the first-line population with
a numerically longer median DoR compared with the efficacy-
evaluable population (35.6 vs. 20.4 months, respectively); however,
the 95% CIs for the 2 values were wide and overlapping. This
observed difference is likely due to patients in the efficacy-evaluable
population who were heavily pretreated (23% had received ≥2 prior
lines of systemic therapy) and thus typically have a shorter duration
of benefit following prior treatments compared with treatment-
naïve patients. 10 As expected, patients without baseline CNS metas-
tases had longer median DoR and median PFS versus those with
baseline CNS metastases, in both the efficacy-evaluable and first-
line populations. 

Our data support current guidelines recommending entrectinib
as a first-line treatment option for patients with ROS1 fusion-
positive NSCLC, including those with baseline CNS metastases. 11 

This is also supported by our earlier finding that entrectinib has
only modest overall and intracranial efficacy in patients with CNS-
only progression following prior crizotinib treatment. 9 The first-line
population analysis was exploratory and included a relatively small
number of patients, therefore any conclusions should be interpreted
with caution and require further investigation. 

Entrectinib maintained consistent safety data in this updated
analysis with those reported previously. 7 , 8 , 9 The percentage of
patients experiencing a TRAE or a serious TRAE was similar to
previous reports. One death due to a TRAE has been reported since
the previous analysis. 

The limitations of this study, as discussed previously, 7 , 8 , 9 include
the relatively small sample size, the single-arm study design, and
the fact that postprogression tissue collection was not mandated.
Additionally, the analysis of the first-line population was exploratory
and not statistically powered. 

In conclusion, entrectinib has demonstrated durable overall and
intracranial responses with longer follow-up in patients with ROS1
fusion-positive NSCLC, with and without baseline CNS metas-
tases, including those who had received it as a first-line treatment.
These data support the use of entrectinib as a first-line treatment for
patients with ROS1 fusion-positive NSCLC. 
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cer Institute Common Terminology Criteria for AEs (v4.03) and coded 
(v24.0). If necessary, ≤2 dose reductions in 200 mg decrements were 

ions, medians, and ranges. Categorical data were summarized by counts 
sided 95% Clopper-Pearson exact confidence intervals (CI) were summa- 
S, OS) were estimated using the Kaplan-Meier method. The associated 
 and Crowly. Landmark analyses were provided with the corresponding 
ntice. 
Supplementary Material 
Safety Assessment 

Adverse events (AEs) were graded according to the National Can
using the Medical Dictionary for Regulatory Activities dictionary 
permitted. 

Statistical Analyses 
Continuous data were summarized using means, standard deviat

and proportions. The number, proportion, and the corresponding 2-
rized for ORR. The median of time-to-event endpoints (DOR, PF
2-sided 95% CIs were calculated using the method of Brookmeyer
2-sided 95% CIs calculated using the method of Kalbfleisch and Pre
Supplemental Figure 1 (A) Best overall response in the efficacy-evaluable population and in patients who received entrectinib 
as first-line treatment (denoted by ∗), and (B) time-to-event analysis for progression-free survival, and 
(C) time-to-event analysis for overall survival with entrectinib, in patients with ROS1 fusion-positive 
NSCLC who received entrectinib as first-line treatment. Best response was measured at the maximum 

percentage improvement in the SLD of identified target lesions compared with baseline. Patients with 
missing SLD change were excluded from the waterfall plot. ∗Denotes patients who received entrectinib 
as first-line treatment. Abbreviations: BICR = blinded independent central review; CR = complete 
response; ND = not determined; NE = not estimable; NSCLC = non–small-cell lung cancer; 
PD = progressive disease; PR = partial response; ROS1 = ROS proto-oncogene 1; SD = stable disease; 
SLD = sum of longest diameters. 
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Supplemental Table 1 Baseline Demographics and Disease Characteristics of Patients With ROS1 Fusion-Positive NSCLC Who 
Were ROS1 TKI-Naïve (Efficacy-Evaluable Population), and in a Subset of Patients Who Received Entrec- 
tinib as First-Line Treatment 

Characteristic Efficacy-Evaluable 
Population (N = 172) 

First-Line Population a 
(n = 67) 

Age, years Median (range) 54.5 (20-86) 55.0 (33-86) 
Sex, n (%) Male 59 (34.3) 26 (38.8) 

Female 113 (65.7) 41 (61.2) 
Race, n (%) Asian 82 (47.7) 27 (40.3) 

White 72 (41.9) 29 (43.3) 
Black or African American 8 (4.7) 4 (6.0) 

Other or not reported 10 (5.8) 7 (10.4) 
ECOG PS, n (%) 0 66 (38.4) 25 (37.3) 

1 90 (52.3) 37 (55.2) 
2 16 (9.3) 5 (7.5) 

Smoking status, n (%) Never smoker 111 (64.5) 42 (62.7) 
Former or current smoker 61 (35.5) 25 (37.3) 

Histology, n (%) Adenocarcinoma 166 (96.5) 67 (100.0) 
Adenosquamous carcinoma 1 (0.6) 0 

Bronchioloalveolar carcinoma 1 (0.6) 0 
NSCLC – not otherwise specified 4 (2.3) 0 

Prior lines of systemic therapy, n (%) b 0 67 (39.0) 67 (100.0) 
1 65 (37.8) N/A 

≥2 40 (23.3) N/A 
CNS metastases at baseline, n (%) c Yes 60 (34.9) 26 (38.8) 

No 112 (65.1) 41 (61.2) 
Prior radiotherapy of the brain, n (%) d Yes 27 (45.0) 11 (42.3) 

No 33 (55.0) 15 (57.7) 
Any prior therapy, n (%) Chemotherapy 115 (66.9) 13 (19.4) 

Immunotherapy 27 (15.7) 2 (3.0) 
Targeted therapy 14 (8.1) 0 

Hormonal Therapy 1 (0.6) 1 (1.5) 
ROS1 fusion partner, n (%) CD74 73 (42.4) 29 (43.3) 

EZR 25 (14.5) 9 (13.4) 
SLC34A2 22 (12.8) 8 (11.9) 

SDC4 14 (8.1) 6 (9.0) 
TPM3 3 (1.7) 1 (1.5) 

ZCCHC8 2 (1.2) 1 (1.5) 
CCDC6 1 (0.6) 1 (1.5) 
KDELR2 1 (0.6) 0 
LRIG3 1 (0.6) 1 (1.5) 
MSN 1 (0.6) 0 
MVP 1 (0.6) 1 (1.5) 

MYH9 1 (0.6) 0 
PWWP2A 1 (0.6) 1 (1.5) 

WNK1 1 (0.6) 1 (1.5) 
Undetected 1 (0.6) 1 (1.5) 
Unknown 24 (14.0) 7 (10.4) 

Abbreviations: CNS = central nervous system; ECOG PS = Eastern Cooperative Oncology Group performance status; N/A = not applicable; NSCLC = non–small-cell lung cancer; ROS1 = ROS 
proto-oncogene 1; TKI = tyrosine kinase inhibitor. 
a Patients who had not received any prior lines of systemic therapy in the metastatic setting; exploratory analysis. 
b Lines of therapy determined from the time of metastatic disease diagnosis. Patients may have received other therapies in the adjuvant or neo-adjuvant setting. 
c CNS metastases at baseline as judged by the investigator. 
d In patients with baseline CNS metastases as judged by the investigator. 
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Supplemental Table 2 Treatment-Related Adverse Events in the ROS1 Fusion-Positive NSCLC Overall Safety-Evaluable Population 
and First-Line Safety-Evaluable Population 

TRAEs ( ≥10% of Patients) Overall Safety-Evaluable Population 
(N = 247) 

First-Line Safety-Evaluable 
Population a (n = 87) 

Total number of patients with ≥1 event 234 (94.7) 85 (97.7) 
Dysgeusia 105 (42.5) 51 (58.6) 
Increased weight 93 (37.7) 40 (46.0) 
Dizziness 87 (35.2) 32 (36.8) 
Constipation 80 (32.4) 28 (32.2) 
Diarrhea 75 (30.4) 25 (28.7) 
Fatigue 66 (26.7) 22 (25.3) 
Blood creatinine increased 61 (24.7) 28 (32.2) 
Oedema peripheral 53 (21.5) 20 (23.0) 
Nausea 49 (19.8) 16 (18.4) 
Paresthesia 47 (19.0) 16 (18.4) 
Anemia 40 (16.2) 18 (20.7) 
Myalgia 40 (16.2) 12 (13.8) 
Vomiting 38 (15.4) 10 (11.5) 
Gait disturbance 16 (6.5) 10 (11.5) 
Aspartate aminotransferase increased 36 (14.6) 15 (17.2) 
Alanine aminotransferase increased 34 (13.8) 15 (17.2) 
Arthralgia 30 (12.1) 11 (12.6) 
Dysphagia 27 (10.9) 12 (13.8) 
Hyperuricemia 27 (10.9) 9 (10.3) 
Rash 21 (8.5) 9 (10.3) 
Hypotension 14 (5.7) 9 (10.3) 

Abbreviations: TRAE = treatment-related adverse event; NSCLC = non–small-cell lung cancer; ROS1 = ROS proto-oncogene 1. 
a Patients who had not received any prior lines of systemic therapy in the metastatic setting; exploratory analysis. 
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Supplemental Table 3 Treatment-related serious AEs in the ROS1 fusion-positive NSCLC overall safety-evaluable population and 
first-line safety-evaluable population 

Treatment-Related Serious AEs Overall Safety-Evaluable Population 
(N = 247) 

First-Line Safety-Evaluable 
Population a (n = 87) 

Total number of patients with ≥1 serious AE 35 (14.2) 17 (19.5) 
Pyrexia 4 (1.6) –
Cardiac failure 3 (1.2) 2 (2.3) 
Vomiting 2 (0.8) 1 (1.1) 
Congestive cardiac failure 2 (0.8) 2 (2.3) 
Cognitive disorder 2 (0.8) –
Ataxia 1 (0.4) 1 (1.1) 
Dysarthria 1 (0.4) –
Limbic encephalitis 1 (0.4) 1 (1.1) 
Acute coronary syndrome 1 (0.4) –
Myocarditis 1 (0.4) –
Sinus arrhythmia 1 (0.4) –
Dehydration 1 (0.4) 1 (1.1) 
Hyperkalemia 1 (0.4) 1 (1.1) 
Hypertriglyceridemia 1 (0.4) 1 (1.1) 
Hypervolemia 1 (0.4) –
Anorectal disorder 1 (0.4) –
Diarrhea 1 (0.4) –
Muscular weakness 1 (0.4) 1 (1.1) 
Osteoarthritis 1 (0.4) –
Intervertebral disc protrusion 1 (0.4) –
Spinal stenosis 1 (0.4) 1 (1.1) 
Mental status changes 1 (0.4) 1 (1.1) 
Dyspnea 1 (0.4) 1 (1.1) 
Delirium 1 (0.4) 1 (1.1) 
Hypotension 1 (0.4) 1 (1.1) 
Orthostatic hypotension 1 (0.4) 1 (1.1) 
Blood creatinine increased 1 (0.4) –
Urinary tract infection 1 (0.4) 1 (1.1) 
Tendon rupture 1 (0.4) –
Acute kidney injury 1 (0.4) 1 (1.1) 
Rash 1 (0.4) –

Abbreviations: AE = adverse event; NSCLC = non–small-cell lung cancer; ROS1 = ROS proto-oncogene 1. 
a Patients who had not received any prior lines of systemic therapy in the metastatic setting; exploratory analysis. 
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