Taletrectinib, a next-generation selective ROS1 inhibitor,
inhibits growth of ROS1 wild-type and ROS1-G2032R xenografts
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> Background

- ROS1 gene fusions occur in approximately 2% of Taletrectinib Demonstrates Selectivity for ROS1WT and ROS162023R Taletrectinib Demonstrates Growth Inhibition and Tumor Taletrectinib Prolongs Survival in LU-01-0414 Intracranial
patients with NSCLC' Over TRKB at Physiologically Relevant ATP Concentrations Regression in Models Harboring ROS1WT and ROS162932R Fusions Mouse PDX Model Harboring a SDC4-ROS1 Fusion

— ROS1 gene fusions result in increased ROS1 ROSTWT & ROS192%2R  .m TRKB CD74-ROS1WT
autophosphorylation and constitutive activation Crizotinib 1500+ mm Vehicle = Crizotinib 100 mg/kg PO QD
mm Taletrectinib 40 mg/kg PO BID mm Entrectinib 30 mg/kg PO BID
While 3 ROS1 TKis are currently approved by the : 100+ 10004 Taletrectinib 80 mg/kg PO QD Repotrectinib 15 mg/kg PO BID
FDA for the treatment of ROS7+ NSCLC, there . 500- III
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remains an unmet need for effective and tolerable

treatment options’

— Crizotinib and entrectinib are not active against
many resistance mutations, including ROS162032R|
the most common mutation’

— Repotrectinib, while active in the CNS, is | |
associated with a high rate of neurologic AEs -10 8
such as dizziness (65%), ataxia (28%), and Log[M]
cognitive impairment (25%), which are attributed to Entrectinib
the drug’s inhibition of TRKB? .

Taletrectinib is a next-generation, CNS-active,
ROS1 TKI with selectivity over TRKB4°

— Taletrectinib demonstrated high and durable overall
responses, robust intracranial responses,
prolonged PFS, activity against G2032R, and had a
favorable safety profile in the pivotal regional CD74-ROS162032R

03

Survival (%)

Activity (%)
3
|

Tumor Volume (mm

Change from Baseline (%)

SLC34A2-ROSHWT Days After the Start of Treatment

Em Vehicle mm Crizotinib 100 mg/kg PO QD
mm Taletrectinib 40 mg/kg PO BID B Entrectinib 30 mg/kg PO BID . . .y n . .
Taletrectinib 80 mg/kg PO QD Repotrectinib 15 mg/kg PO BID Taletrectinib Inhibits ROS1 Phosphorylation in Both ROS1WT

and ROS162032R Resjstance Mutation Settings
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(NCT04919811)°studies of ROS71+ NSCLC

— NDA was accepted for priority review by the
US FDA, with a PDUFA date of June 23, 2025

Taletrectinib 80 mg/kg PO QD Repotrectinib 15 mg/kg PO BID
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Study Design TRKB/ROS1WT 25 0.25 1 5 . 810 15
TRKB/ROS162032R <0.1 <0.001 <0.1 y
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+ Biochemical inhibition: In vitro kinase activity

was detected via Reactlgn Biology H.otspot. Klpase Taletrectinib Inhibits Cell Growth in Models Harboring Taletrectinib Demonstrates Activity Against Single and Double
gse?[ﬁgcjasnd measured using the P81 filter-binding ROS1WT and ROS162032R Fysjons ROS16G2032R Muytants Resistant to Crizotinib and Entrectinib
In vitro cell viability: Ba/F3 cells harboring the 150y CTIZOUNID g, Entrectinib g
respective ROS17 wild type or mutant fusions were
plated at a density of 500-2500 cells/well and treated
the next day with respective treatments. Viability was
assessed after 5 or 6 days of treatment, and data are
represented in 1IC5, where 50% of growth inhibition
relative to control was observed
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Western blots: Cells were harvested 2 hours post T Lo 0 Logram 2 T Logiaml m Taletrectinib demonstrates selectivity for ROS1"WT and ROS162032R over TRKB
dosing, and protein expression was analyzed using 1501 1 ROSIWT . 0w at physiologically relevant ATP concentrations, whereas repotrectinib,

the following antibodies: Phospho-ROS1 Tyr 2274 = Ros1 crizotinib, and entrectinib did not demonstrate any selectivity over TRKB, a
(CST-3028), ROS1 (CST-3287, OTI1A1-Invitrogen), Aona A=nso emmmmizna- kinase whose inhibition is associated with CNS toxicity

and GAPDH (Proteintech_60004). Protein expression

was quantified and normalized to GAPDH expression

In vivo CDX/PDX: CDX or PDX studies were run as

per standard practice. Briefly, cells or tumor fragments PR EERYE " o s s 8 T

were implanted in mice, and mice were housed in Log[nM]

pathogen-free housing with access to sterilized food

and water ad libitum. Taletrectinib, crizotinib,

entrectinib, or repotrectinib was administered orally. cp7s4 | ROSTWT 63 28 Il 721 940
ROS162032R 1198 1695 Entrectinib 1419 903

For subcutaneous models, tumors were measured ROS{WT 31 o5

twice/week and tumor volume was calculated using SLC34A2 ¢ os1e2002m 620 1428 Repotrectinib 12 4

the formula: (L*W?2)*0.52. For intracranial models,

survival of mice was evaluated Abbreviations References Acknowledgments
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Crizotinib Entrectinib Taletrectinib demonstrated in vitro and in vivo activity against ROS1
regardless of fusion partner or resistance mutation, including the
ROS162032R mutation which is resistant to crizotinib and entrectinib
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SLC34A2-ROS1

Taletrectinib demonstrated tumor regression in models harboring
ROS1YT and ROS162032R fysions

Taletrectinib inhibits ROS1 phosphorylation in ROS1WT and ROS162032R
models
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Taletrectinib treatment prolonged survival in mice implanted
intracranially with a PDX model harboring a SDC4-ROS1 fusion
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