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Background

« ROS1 oncogenic fusions are observed in 1-2% NSCLC patients! as well as in cholangiocarcinoma, glioblastoma, ovarian, gastric, and colorectal cancers.
« CNS metastasis occurs in 20-30% ROS1 TKI-naive and in up to 50% crizotinib-pretreated ROS1-positive NSCLC patients?.
« Resistance to first-generation ROS1 inhibitors often occur with secondary mutations such as ROS1 G2032R solvent front mutations.
- Taletrectinib (AB-106), a next-generation, potent, selective ROS1 tyrosine kinase inhibitor, is developed to:
« overcome resistance to first-generation ROS1 inhibitors,
« address CNS metastasis,
« improve efficacy and safety profile in ROS1-positive NSCLC patients, and
« confer less TRKB-related CNS adverse events by selectively inhibiting ROS1 over TRKB%.
- Efficacy and safety data of taletrectinib from a separate phase 2 study (TRUST, NCT04395677) are presented in ASCO 2022 poster (Abstract# 8572).

Key study objectives Key inclusion criteria Study design
Primary Objective * Histologically or cytologically confirmed diagnosis This is a Phase 2, multi-country, multi-center,
- To evaluate the efficacy of taletrectinib by of locally advanced or metastatic NSCLC (cohorts open-label, non-randomized study.
C L . . . 1-3) or other solid tumors (cohort 4).

objective response rate (ORR) in patients with | o | |

advanced or metastatic ROS1 positive : Ewdenc_e of ROS1 fusion in tumor ’u_ssuel c}etermmed Treatment

NSCLC by a validated assay as performed in Clinical o _

| Laboratory Improvement Amendments (CLIA)- Taletrectinib 600 mg (3 capsules) once daily
o certified or locally equivalent diagnostic administered until disease progression and/or

Secondary Objectives laboratories. unacceptable toxicity
- To evaluate the efficacy by duration of - Sufficient tumor tissue is required for performing

response (DOR); progression-free survival confirmatory ROS1 fusion testing at the designated Cohorts

(_T__T_g);. time tﬁ failure I(Tc')l'g), ’_[lrFe to re'SFOnﬁe't central laboratories post—e.nrollment. . Cohort 1: Systemic chemotherapy naive or

(TTR); overall survival (OS); in racranial activity + At least one measurable disease per RECIST 1. oretreated with one prior line of
 To assess the Safety and t0|erab|l|ty assessed by InveS’[IgatOI’. Chemotherapy, but never treated with any
. To determine pharmacokinetic profile. » ECOG Performance Status: O or 1. ROS1 TKI in ROS1 positive NSCLC;

- Patient with a life expectancy 212 weeks based on . Do :
the judgement of investigator. Cohort 2: Prior treatment with one ROS1 TKI

. . . rizotinib or entrectinib) and di
- Patients with adequate organ functions. icrizotinib or entrectinib) and disease

progression. The subject could be either
TRUST Il is a global study chemotherapy naive or has received one
line of platinum and/or pemetrexed-based

Key exclusion criteria chemotherapy for the locally advanced or
metastatic NSCLGC;

» Cohort 3: Prior treatment with < 2 prior

- Treatment with other investigational agents or ROS1 TKls and disease progression. The
anticancer therapy within 2 weeks (or 5 half-lives of patient could be either chemotherapy naive

the compound, whichever is longer) prior to study or has received < 2 lines of platinum and/or

te;er?elllmeigt. g‘rri?tfgfn’ no concurrent anticancer pemetrexed based chemotherapy for the
YD | locally advanced or metastatic NSCLC;

* Previously treated with immuno-oncology (IO)

including immune checkpoint inhibitors within 12 » Cohort 4: Systemic chemotherapy naive or

weeks before enrollment. pretreated with < 2 prior lines of
Total of ~ 80 study sites in 9 countries. . Mai s - chemotherapy, but never treated with any
. North America - 95 sites Major surgery within 4 weeks prior to enrollment. ROS1 TKI. ROS1 positive solid tumor types
' » Adverse events due to prior therapy are unresolved other than NSCLC will be enrolled.
- Europe: ~ 30 sites to < CTCAE Grade 1.
* Asia: ~ 25 sites - History or evidence of interstitial fibrosis, interstitial

lung disease or TKI-induced pneumonitis.
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