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• For patients with ROS1-positive (ROS1+) NSCLC, ROS1 tyrosine 

kinase inhibitors (TKIs) are the current standard of care1

– However, most patients progress within 2 years due to acquired resistance 

mutations (ie, G2032R) or brain metastases1

• Taletrectinib is an oral, CNS-active, next-generation, and selective ROS1 

TKI specifically designed to2-4:

– Improve efficacy and safety in ROS1+ NSCLC

– Effectively treat CNS metastases

– Overcome acquired resistance

– Reduce neurological side effects with selectivity for ROS1 over tyrosine 

receptor kinase B (TrkB)

• In the absence of head-to-head trials in TKI-naive patients with ROS1+ NSCLC, we compared taletrectinib with the 

first-generation TKI, crizotinib, using a matching-adjusted indirect comparison (MAIC)

MAIC: Taletrectinib vs Crizotinib in TKI-Naive Patients 

With ROS1+ NSCLC

Taletrectinib

CNS, central nervous system; MAIC, matching-adjusted indirect comparison; NSCLC, non-small cell lung cancer; ROS1+, ROS1 positive; TKI, tyrosine kinase inhibitor; TrkB, tyrosine receptor kinase B.
1. Gendarme S, et al. Curr Oncol. 2022;29:641-658. 2. Nagasaka M, et al. Future Oncol. 2023;19:123-135. 3. Katayama R, et al. Nat Comm. 2019;10:3604. 4. Li W, et al. J Clin Oncol. 2024;42:2660-2670.
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MAIC: Taletrectinib vs Crizotinib in ROS1+ TKI-Naive 

NSCLC

*Data cutoff: June 2024.
ECOG, Eastern Cooperative Oncology Group; HR, hazard ratio; MAIC, matching-adjusted indirect comparison; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; 

ROS1+, ROS1 positive; TKI, tyrosine kinase inhibitor; TRAEs, treatment-related adverse events.

1. Li W, et al. J Clin Oncol. 2024;42:2660-2670. 2. Liu G, et al. World Conference on Lung Cancer. San Diego, USA. September 7-10, 2024. Oral Presentation. 3. Perol M, et al. European Society for Medical Oncology. Barcelona, 

Spain. September 13-17, 2024. Poster #1289P. 4. Shaw AT, et al. Ann Oncol. 2019;30:1121–1126.

• Evaluated endpoints 

included objective response 

rate (ORR), progression-free 

survival (PFS), overall 

survival (OS), and grade 3 

treatment-related adverse 

event (TRAE) rates

• Hazard ratios (HRs) and 

95% confidence intervals 

(CIs) were calculated using 

adjusted Cox regression 

models

Matching-Adjusted Indirect Treatment 

Comparison

Matching variables

• Gender 

• ECOG performance status

• Smoking history

• Histologic classification 

• Number of previous systemic 

therapies

TRUST I

(NCT04395677)1

TRUST II 

(NCT04919811)2

Pooled Patient Data*

Taletrectinib

(160 TKI-naive patients)3

PROFILE 10014

Crizotinib

(53 TKI-naive 

patients)
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*The smoking status and lines of prior therapies were transferred to binary variables (smoker vs nonsmoker; with/without prev ious therapies).
ECOG PS, Eastern Cooperative Oncology Group Performance Status; MAIC, matching-adjusted indirect comparison; NSCLC, non-small cell lung cancer; ROS1+, ROS1 positive; TKI, tyrosine kinase inhibitor.

MAIC Taletrectinib vs Crizotinib: Baseline Comparison 

in ROS1+ TKI-Naive NSCLC 

Variables
Taletrectinib before adjustment 

(N=160), n (%)

Taletrectinib after adjustment

(N=51), n (%)

Crizotinib

(N=53), n (%)

Gender
Male 71 (44) 22 (43) 23 (43)

Female 89 (56) 29 (57) 30 (57)

ECOG PS
0 41 (26) 23 (45) 23 (43)

≥1 119 (74) 28 (55) 30 (57)

Smoking history*
Non-smoker 105 (66) 38 (75) 40 (75)

Smoker 55 (34) 13 (25) 13 (25)

Histologic classification
Adenocarcinoma 155 (97) 49 (96) 51 (96)

Other 5 (3) 2 (4) 2 (4)

Number of previous systemic 

therapies

No 127 (79) 7 (13) 7 (13)

Yes 33 (21) 44 (87) 46 (87)

TKI-naive populations were well balanced on measured covariates, and the effective sample size for taletrectinib was 51
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After adjustment, ORR for taletrectinib was approximately 20% higher vs crizotinib

MAIC Taletrectinib vs Crizotinib: ORR in ROS1+ 

TKI-Naive NSCLC 

6.5%

83.6%

4.9%
4.7%

0.2%

Taletrectinib

before adjustment (N=160)

Taletrectinib

after adjustment (N=51)
Crizotinib (N=53)

CR, complete response; MAIC, matching-adjusted indirect comparison; NA, not available; NSCLC, non-small cell lung cancer; ORR, objective response rate; PD, progression disease; PR, partial response; ROS1+, ROS1 

positive; SD, stable disease; TKI, tyrosine kinase inhibitor.

ORR: 90.1%

95% CI: 

78.5%, 96.7%         

5.0%

83.8%

6.3%
3.1%

1.9%

11.3%

60.4%

18.9%

5.7%
3.8%

ORR: 88.8%

95% CI: 

82.8%, 93.2%

ORR: 71.7%

95% CI: 

57.7%, 83.2%

CR

PR

SD

PD

NA
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MAIC Taletrectinib vs Crizotinib: Progression-Free 

Survival and Overall Survival

The adjusted HRs for PFS and OS indicated a statistically significant 52% reduction in the risk of disease progression or death
and a 66% reduction in the risk of death with taletrectinib vs crizotinib

MAIC, matching-adjusted indirect comparison; OS, overall survival; PFS, progression-free survival.
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Progression-free survival

51 18 537 15Adjusted

160 48 8105 32Unadjusted

53 22 12 9 235 17 10 2Crizotinib

Adjusted

Unadjusted
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Adjusted

Unadjusted

Crizotinib
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Hazard ratio (95% CI)

Unadjusted 0.56 (0.33, 0.94)

Adjusted 0.34 (0.15, 0.77)

Overall survival
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160 68 12137 51Unadjusted

53 32 19 14 342 25 17 5Crizotinib
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The incidence of 

grade 3 TRAEs was 

comparable 

between taletrectinib

and crizotinib (45% 

[95% CI: 31.2%, 

59.8%] vs 36% [95% 

CI: 23.1%, 50.2%], 

respectively)

Taletrectinib before adjustment 

(N=160)

Taletrectinib after adjustment 

(N=51)

Crizotinib 

(N=53)

Any grade

n (%)

Grade 3

n (%)

Any grade

n (%)

Grade 3

n (%)

Any grade

n (%)

Grade 3

n (%)

Any TRAE 159 (99) 62 (39) 51 (99) 23 (45) 53 (100) 19 (36)

Vision disorder 9 (6) 1 (1) 5 (10) 0.02 (<0.1) 46 (87) 0 (0)

Nausea 66 (41) 2 (1) 26 (51) 3 (6) 27 (51) 1 (2)

Edema* 16 (10) 0 (0) 4 (8) 0 (0) 25 (47) 0 (0)

Diarrhea* 103 (64) 5 (3) 34 (67) 0.4 (1) 24 (45) 0 (0)

Vomiting* 66 (41) 1 (1) 23 (46) 0.1 (0.2) 20 (38) 2 (4)

Constipation* 25 (16) 0 5 (9) 0 18 (34) 0 (0)

Fatigue 9 (6) 0 1 (3) 0 11 (21) 0 (0)

Dizziness* 35 (22) 1 (1) 9 (18) 0.1 (0.2) 10 (19) 0 (0)

Dysgeusia 32 (20) 0 9 (18) 0 10 (19) 0 (0)

Decreased appetite* 28 (18) 0 8 (17) 0 8 (15) 1 (2)

Neutropenia* 33 (21) 8 (5) 10 (21) 2 (3) 8 (15) 5 (9)

Rash 25 (16) 4 (3) 6 (12) 0.1 (0.2) 7 (13) 0 (0)

For crizotinib, “Elevated transaminases” refers to a clustered term comprising adverse events that represent similar clinical symptoms/syndromes,1 while for taletrectinib, alanine 

aminotransferase and aspartate aminotransferase elevations were reported separately,2 and therefore have been excluded from this table. 

“Vision disorder” was a group term for crizotinib, while “Vision blurred” was a preferred term for taletrectinib.

For “Neutropenia,” the preferred term “Decreased neutrophil count” was used for taletrectinib.

Preferred terms were used for taletrectinib (except for edema, dizziness, and neutropenia) and for crizotinib (except where indicated with an *). 

*Group terms were used for both crizotinib and taletrectinib.

MAIC, matching-adjusted indirect comparison; TRAE, treatment-related adverse event.

1. Shaw AT, et al. Ann Oncol. 2019;30:1121-1126. 2. Perol M, et al. European Society for Medical Oncology. Barcelona, Spain. September 13-17, 2024. Poster #1289P.

MAIC Taletrectinib vs Crizotinib: Safety in ROS1+ 

TKI-Naive Patients
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Conclusions

• In this cross-trial MAIC analysis, taletrectinib demonstrated significantly improved outcomes 

compared with crizotinib in TKI-naive patients with ROS1+ NSCLC

– Higher ORR was observed

– Statistically significant 52% reduction in the risk of disease progression or death and a 66% reduction in the 

risk of death with taletrectinib vs crizotinib

• Taletrectinib and crizotinib demonstrated similar overall safety profiles

– The incidence of grade 3 TRAEs was comparable between taletrectinib and crizotinib

• These findings underscore the therapeutic benefits of taletrectinib over crizotinib outside of head-to-

head randomized controlled trials

– A phase 3 head-to-head trial (NCT06564324) comparing taletrectinib with crizotinib in patients with ROS1+ 

NSCLC is planned

MAIC, matching-adjusted indirect comparison; NSCLC, non-small cell lung cancer; ORR, objective response rate; ROS1+, ROS1 positive; TKI, tyrosine kinase inhibitor, TRAEs, treatment-related adverse events.

MAIC: Taletrectinib vs Crizotinib in ROS1+ TKI-Naive Patients
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