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ROS1
• Represent approximately 1% of NSCLC

• The kinase domains of ALK and ROS1 share 77% amino 
acid identity within the ATP-binding sites

• Detected by FISH, RT-PCR and NGS (pretty much all NGS 
at this point

• Multiple fusion partners

• FDA approved: Crizotinib,Lorlatinib (not actually approved), 
Entrectinib, Repotrectinib, Taletrectinib, soon Zidesamtinib 
likely. Shaw et al. NEJM 2014

Bubendorf et al. Virchow Arch 2016
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ROS1-CRIZOTINIB

Shaw et al. NEJM 2014

ORR=72%
Median DOR=17.6m
Median PFS=19.2m
Survival at 12 m= 85%

-The solvent front 
mutation Gly2032Arg a frequent 
mediator of resistance to crizotinib in 
ROS1 patients
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RESISTANCE

Dagogo-Jack et al. JTO 2017
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LORLATINIB

ORR=50%
Median DOR 16.6 months

Shaw et al. Lancet Onc. 2017
Ahn et al. ASCO 2024
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ENTRECTINIB
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• An integrated analysis of three ongoing phase 1 or 2 
trials of entrectinib (ALKA-372-001, STARTRK-1, and 
STARTRK-2)

• All had ROS1 fusion positive NSCLC and previously 
treated 

• Non randomized single arm studies

Treatment-related adverse events led to dose reduction in 
46 (34%) of 134 patients, and discontinuation in seven 
(5%)

Drilon et al. Lanc Onc 2020
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ENTRECTINIB-DRILON ET AL. AND BFAST STUDY
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Drilon et al. Lanc Onc 2020
Peters et al. Nat Med 2024

ORR 77%
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REPOTRECTINIB: TRIDENT-1
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Drilon et al. NEJM 2024
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TRIDENT-1
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Drilon et al. NEJM 2024
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REPOTRECTINIB

Drilon et al. NEJM 2024



UPDATED EFFICACY AND SAFETY OF 
TALETRECTINIB IN CHINESE PATIENTS 
WITH ROS1+ NON-SMALL CELL LUNG 

CANCER: PHASE 2 TRUST-I STUDY
Wei Li,1 Anwen Xiong,1 Huijie Fan,2 Qitao Yu,3 Yanqiu Zhao,4 Yongsheng 

Wang,5 Xue Meng,6 Jingxun Wu,7 Yunpeng Liu,8 Xintian Qin,9 Kaihua Lu,10 
Wu Zhuang,11 Yizhong Ren,12 Xiucui Li,12 Feiwu Ran,12 Caicun Zhou13

1Department of Medical Oncology, Shanghai Pulmonary Hospital and Thoracic Cancer Institute, Tongji University School of Medicine, Shanghai, China; 
2The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; 3Medical Oncology of Respiratory, Affiliated Tumor Hospital of Guangxi Medical 
University, Nanning, China; 4Henan Cancer Hospital, Zhengzhou, China; 5West China Hospital Sichuan University, Chengdu, China; 6Department of 
Radiation Oncology, Shandong Cancer Hospital and Institute, Jinan, China; 7The First Affiliated Hospital of Xiamen University, Xiamen, China; 8The First 
Hospital of China Medical University, Shenyang, China; 9The First Affiliated Hospital of Guangdong Pharmaceutical University, Guangzhou, China; 
10Jiangsu Province Hospital, Nanjing, China; 11Fujian Cancer Hospital, Fuzhou, China; 12Nuvation Bio, New York, NY, USA; 13Department of Medical 
Oncology, Shanghai East Hospital and Thoracic Cancer Institute, Tongji University School of Medicine, Shanghai, China 



aAssessed by IRC per mRECIST v1.1.

ECOG PS, Eastern Cooperative Oncology Group Performance Status; TKI, tyrosine kinase inhibitor. 

PATIENT DEMOGRAPHICS AND BASELINE CHARACTERISTICS

Baseline 
Characteristics

TRUST-I Integrated 
Safety 

Analysis
(N=337)

TKI-naïve
(n=103)

Crizotinib-
pretreated 

(n=67)
Median age, years (range) 56 (26–78) 51 (31–77) 56 (26–83)
Female, n (%) 57 (55.3) 41 (61.2) 190 (56.4)
Stage IV disease, n (%) 94 (91.3) 65 (97.0) 318 (94.4)
ECOG PS 1, n (%) 83 (80.6) 48 (71.6) 228 (67.7)
Never smoker, n (%) 75 (72.8) 50 (74.6) NA
Prior chemotherapy, n (%) 20 (19.4) 23 (34.3) NA
Brain metastases,a n (%) 18 (17.5) 28 (41.8) NA



Data cutoff: October 28, 2024. aTwo patients with confirmed BOR of NE are not shown in the figure. bOne patient was excluded due to the presence of secondary cancer. 
One patient had a change of 136.5% which was cut at 100%. Six patients with confirmed BOR of NE are not shown in the figure.

c, confirmed; CI, confidence interval; CR, complete response; IRC, Independent Review Committee; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; 
ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease; TKI, tyrosine kinase inhibitor.

CORR BY IRC ACCORDING TO RECIST V1.1
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aAssesed by IRC per mRECIST v1.1 in patients with ≥1 measurable baseline brain metastasis.

c, confirmed; CI, confidence interval; IC, Intracranial; IRC, Independent Review Committee; mo, months; (m)RECIST v1.1, (modified) Response Evaluation Criteria in Solid 
Tumors version 1.1; NR, not reached; ORR, objective response rate; TKI, tyrosine kinase inhibitor.

CORR BY IRC ACCORDING TO RECIST V1.1 

Efficacy TKI-naïve Crizotinib-pretreated

cORR: G2032R mutations, % (95% CI) – (n=12)
66.7 (34.9–90.1)

cORR: Prior chemotherapy, % (95% CI) (n=20)
85.0 (62.1–96.8)

(n=23)
43.5 (23.2–65.5)

IC efficacya (n=8) (n=16)

IC-ORR, % (95% CI) 87.5 (47.4–99.7) 75.0 (47.6–92.7)



Median OS was NR for TKI-naïve patients
Median follow-up: 40.9 mo (range, 22.0–50.1).

CI, confidence interval; DOR, duration of response; mo, months; NR, not reached; OS, overall survival; PFS, progression-free survival; TKI, tyrosine kinase inhibitor. 

DOR AND PFS IN TKI-NAÏVE PATIENTS (N=103)

Median DOR: NR
(95% CI: 30.4 mo–NR)
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Events: 28 (30.1%) Events: 36 (35.0%) 



Median OS was 25.6 mo for crizotinib-pretreated patients
Median follow-up: 35.1 mo (range, 21.5–50.1).

CI, confidence interval; DOR, duration of response; mo, months; OS, overall survival; PFS, progression-free survival; TKI, tyrosine kinase inhibitor. 

DOR AND PFS IN CRIZOTINIB-PRETREATED PATIENTS (N=66)

Median DOR: 13.2 mo
(95% CI: 7.7–24.9)
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Events: 22 (64.7%) Events: 47 (71.2%) 



aMedian time to onset for Grade ≥3 increased AST/ALT was 43 days (IQR: 22, 86) and median time to resolution was 13 days (IQR: 8, 19). These results are based on laboratory data. 
ALT, alanine aminotransferase; AST, aspartate aminotransferase; IQR, interquartile range; TEAE, treatment-emergent adverse event.

TEAES OF CLINICAL INTEREST (N=337)

TEAE Any Grade,
n (%)

Median Time 
to Onset,

Days (IQR)

Median Time to 
Resolution, Days 

(IQR)

Dose 
Interruption,

n (%)

Dose 
Reduction,

n (%)

Treatment 
Discontinuation, 

n (%)

Increased AST
256 (76.0) 16 (8, 43)a 50 (29, 148)a

23 (6.8) 17 (5.0)
1 (0.3)

Increased ALT 23 (6.8) 29 (8.6)

Diarrhea 213 (63.2) 2 (1, 15) 1 (1, 3) 6 (1.8) 8 (2.4) 0

Nausea 159 (47.2) 2 (1, 13) 3 (1, 46) 5 (1.5) 4 (1.2) 0

Vomiting 146 (43.3) 3 (1, 35) 1 (1, 3) 10 (3.0) 5 (1.5) 0

Dizziness 71 (21.1) 34 (3, 199) 3 (1, 47) 2 (0.6) 1 (0.3) 0



UPDATED EFFICACY AND SAFETY OF 
TALETRECTINIB IN PATIENTS WITH 

ROS1+ NON-SMALL CELL 
LUNG CANCER: THE GLOBAL TRUST-II 

STUDY
Geoffrey Liu,1 Chang-Min Choi,2 Shunichi Sugawara,3 Noriko Yanagitani,4 Filippo De 

Braud,5 Jorge Nieva,6 Misako Nagasaka,7 Caicun Zhou,8 Enriqueta Felip,9 Xianyu 
Zhang,10 Wei Wang,10 Nathan A. Pennell,11 Maurice Pérol,12 Lyudmila Bazhenova13
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Shanghai East Hospital and Thoracic Cancer Institute, Tongji University School of Medicine, Shanghai, China; 9Vall d'Hebron University Hospital, Barcelona, 
Spain; 10Nuvation Bio, New York, NY, USA; 11Cleveland Clinic Taussig Cancer Institute, Cleveland, OH, USA; 12Léon Bérard Cancer Center, Lyon, France; 
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Information Provided in Response to a Request for Information – Not to be Further Distributed without Nuvation’s Consent.
MED-TAL-0058 09/2025

Updated Efficacy and Safety of Taletrectinib in Patients With ROS1+ Non-small Cell Lung Cancer: The Global TRUST-II 
Study

Presented by Geoffrey Liu



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

0 3 6 9 12 18 24 30 36

100

80

60

40

20

0

0 3 6 9 12 18 24 30 36

100

80

60

40

20

0

40

20

0

-20

-40

-60

-80

-100

TALETRECTINIB: EFFICACY OUTCOMES IN TKI-NAÏVE ROS1+ 
NSCLC

Updated Efficacy and Safety of Taletrectinib in Patients With ROS1+ Non-small Cell Lung Cancer: The Global TRUST-II Study

Data cutoff: October 28, 2024. BOR, bes t overall res pons e; CI, confidence interval; CR, complete res pons e; mo, months ; NE, not evaluable; NR, not reached; PD, progres s ive dis eas e; PR, partial res pons e; SD, s table dis eas e. 
aRes pons e evaluable population includes  patients  with ≥1 meas urable les ion at bas eline who received ≥1 dos e of taletrectinib. bOne patient with cBOR of NE is  not s hown in the waterfall plot. cTTR and DOR reported in res ponders  only. 
dPatients  with ≥1 meas urable brain metas tas is  at bas eline. *One patient with cBOR of SD had a bes t percent change of 0%. 

TKI-naïve (n=54)a,b

Median follow-up: 20.5 mo (range: 8.3– 34.5)

Presented by Geoffrey Liu

cORR: 85.2%
(95% CI: 72.9– 93.4)

Efficacy TKI-naïve (n=54)

cORR: prior chemo, yes  /  no, n/ N (%) 9/ 10 (90.0) /  37/ 44 (84.1)

Median TTR,c mo (95% CI) 1.4 (1.3– 1.4)

IC efficacy (n=9)d

IC-ORR, % (95% CI) 66.7 (29.9– 92.5)

Prior chemo

Brain metastasis
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No. at risk
Time (mo)

46 43 39 36 29 14 4 1
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74% 68%

0

Time (mo)
No. at risk

PF
S 

(%
)

54 45 41 39 34 16 5 1

73%
61%

0

Median DOR: NR
(95% CI: 20.6 mo– NR)c

Median PFS: NR
(95% CI: 15.9 mo– NR)

Events : 14 (30.4%)

Events : 20 (37.0%)
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TALETRECTINIB: EFFICACY OUTCOMES IN TKI-PRETREATED 
ROS1+ NSCLC

Updated Efficacy and Safety of Taletrectinib in Patients With ROS1+ Non-small Cell Lung Cancer: The Global TRUST-II Study

Data cutoff: October 28, 2024. aRes pons e evaluable population includes  patients  with ≥1 meas urable les ion at bas eline who received ≥1 dos e of taletrectinib. bAll other patients  received prior crizotinib. cTTR and DOR reported in res ponders  only. 
dPatients  with ≥1 meas urable brain metas tas is  at bas eline. *One patient with cBOR of SD had a bes t percent change of 0%. 

Presented by Geoffrey Liu

cORR: 61.7%
(95% CI: 46.4– 75.5)

Efficacy TKI-pretreated (n=47)

cORR: prior chemo, yes  /  no, n/ N (%) 15/ 19 (78.9) /  14/ 28 (50.0)

Median TTR,c mo (95% CI) 1.4 (1.4– 1.6)

IC efficacy (n=16)d

IC-ORR, % (95% CI) 56.3 (29.9– 80.3)

Prior entrectinibb

Prior chemo

Brain metastasis

*

TKI-pretreated (n=47)a

Median follow-up: 20.4 mo (range: 8.6– 34.5)

Median DOR: 19.4 mo
(95% CI: 10.7– NR)c

Median PFS: 11.8 mo
(95% CI: 7.7– 20.6)

No. at risk

DO
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(%
)

29 26 24 16 13 7 5 2

68%
56%

0

No. at risk
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S 
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47 39 29 26 14 8 5 2

42%
35%

0

Events : 11 (37.9%)

Events : 28 (59.6%)
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TALETRECTINIB SAFETY: TEAES IN ≥15% OF PATIENTS 
(N=171)A 

Updated Efficacy and Safety of Taletrectinib in Patients With ROS1+ Non-small Cell Lung Cancer: The Global TRUST-II 
Study

Data cutoff: October 28, 2024. AE, advers e event; ALT, alanine aminotrans feras e; AST, as partate aminotrans feras e; CPK, creatine phos phokinas e; TEAE, treatment-emergent advers e event.
aSafety population includes  all patients  who received ≥1 dos e of taletrectinib 600 mg. Median expos ure to taletrectinib was  9.7 mo (range: 0.2– 31.8). 
1. Liu G, et al. J  Thorac Oncol. 2024;19:S72– S73.

Patients , n (%) Any grade Grade ≥3

Any TEAEs 169 (98.8) 90 (52.6)

Mos t frequent TEAEs  (≥15% of patients )

Increas ed ALT 115 (67.3) 26 (15.2)

Increas ed AST 112 (65.5) 12 (7.0)

Diarrhea 99 (57.9) 1 (0.6)

Naus ea 89 (52.0) 3 (1.8)

Vomiting 59 (34.5) 2 (1.2)

Cons tipation 41 (24.0) 0

Anemia 34 (19.9) 7 (4.1)

Increas ed blood CPK 34 (19.9) 6 (3.5)

Dys geus ia 33 (19.3) 0

Dizzines s 30 (17.5) 0

Electrocardiogram QT prolonged 28 (16.4) 6 (3.5)

Decreas ed appetite 26 (15.2) 1 (0.6)

• With 5 months  of additional follow-up,1 
no new safety s ignals  were identified

• Rates  of neurologic TEAEs  were low and 
limited to Grade 1 or 2
 Dysgeus ia: 15.2% Grade 1; 4.1% Grade 2
 Dizzines s : 15.2% Grade 1; 2.3% Grade 2

• 2.3% of patients  dis continued treatment 
due to treatment-rela ted AEs
 No patients  in TRUST-II dis continued 

treatment due to increas ed ALT or AST

Presented by Geoffrey Liu
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ROS1

-Multiple good agents available. I think my new standard will be 
Taletrectinib given the efficacy to toxicity ratio. 

-Zidesamtinib is exciting as well. 

-Challenging to figure out best sequencing with so many new agents but 
no good data to guide

-how to approach early stage disease, mimic ADAURA, ALINA, LAURA?

-Combination therapy make sense 
- 31
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RET
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RET proto-oncogene was first identified in 
1985
- Found in lung cancer in 2012

RET fusions occur in 1% to 2% of non-
squamous NSCLC (at least 45 different 
partners have been identified)

Predominantly younger patients 
Light or no prior smoking history

RET fusions in NSCLC 

Ferrara et al. JTO 2018; https://doi.org/10.1016/j.jtho.2017.10.021

https://doi.org/10.1016/j.jtho.2017.10.021
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Multitarget kinase inhibitors in RET altered NSCLC

Drilon, A. et al. (2017)  Nat. Rev. Clin. Oncol. doi:10.1038/nrclinonc.2017.175
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Selpercatinib in NSCLC

Drilon et al. JCO 2022

Treatment Naive Prior chemotherapy

Treatment Naïve:
ORR 84% (95%CI 73-92)
mDOR 20.2 months (95% CI 13- NE)
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Pralsetinib in NSCLC 

Gainor et al. Lancet Oncology 2021 22959-969
DOI: (10.1016/S1470-2045(21)00247-3)

no previous systemic therapy 

Treatment naive
Previous platinum:

ORR: 61% (95% CI 50-71) n=87
Median PFS: 17.1 months
Median DOR: not reached (95% CI 
15·2–not estimable)

Treatment-naïve: (not candidates for 
chemo)

ORR: 70% (95% CI 50-86) n=27
Median PFS: 9.1 months
Median DOR: 9 months

Note- this is an older group (median age 65 
and 41% with brain mets)

Previous platinum
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Pralsetinib in NSCLC – update on 281 patients 

Grisinger et al. Annals of Oncology 2022

Treatment naïve: n=75
ORR was 72% (95%CI 60-82)
Median DOR was not reached 

Prior platinum: n=136
ORR 59% (95% CI 50-67)
Median DOR 22.3 months
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Chylous effusions seen with RET inhibitors

Kalchiem-Dekel et al. JTO, 2022

Pan cancer cohort 7517 patients 
selpercatinib (7%), 
agerafenib (4%), 
cabozantinib (0.3
lenvatinib (0.02%)
none were observed with pralsetinib (but 
have been since). 

Overall, 12 patients had chylothorax, 5 had chylous 
ascites, and 5 had both. Time from TKI initiation to 
diagnosis ranged from 0.5 to 50 months.
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TAKE HOME: RET TARGETED AGENTS

 Selpercatinib (full approval, including tumor agnostic 9/2022) and 
Pralsetinib (accelerated approval 9/2020, regular 8/23) have:

 
-Activity in frontline and post-chemo setting
-CNS penetration
-Similar side effect profile, consider dose reductions and holding for wound 
healing
-Think about for localized disease?
*** beware rare TEAE of chylous effusions

40
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NTRK
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