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TNG456 exhibited CNS penetration in two independent Enhancing permeability & reducing efflux improves brain

The CSF levels of TNG908 in humans and NHPs are closely
aligned, differing by less than twofold

penetration: evidence from NHP CSF and nonclinical brain
studies

NHP studies, as evidenced by CSF sampling

The treatment of central nerve system (CNS) malignancies, including

TNG456 in NHP following an intravenous dosing at 1 mg/kg
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The unbound fraction of TNG456

closely aligh with dog brain exposure data from the DRF
toxicology study

Summary
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TNG456 when MTA is bound

twofold range of monkey CSF data, supporting its predictive validity

* CNS Penetration: TNG456 demonstrates excellent brain penetration
In preclinical studies and is predicted to be brain-penetrant in
humans

CNS Efficacy: TNG456 is expected to be clinically active in GBM due
to improved selectivity and therapeutic index (vs TNG908) coupled
with CNS penetration

* Clinical Development: TNG456 monotherapy is currently enrolling
patients in a Phase 1/2 clinical trial (NCT06810544)
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Terminal brain and time-matched plasma samples were collected
during the nonrodent dog DRF toxicology study
exposure, as confirmed by direct brain measurements °

NHP CSF is a robust surrogate for free drug brain

Rodent brain Kpuu is lower than nonrodent and lacks the
Active PRMT5

dynamic range to distinguish moderate from low brain
penetration
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Rodent brain Kpuu ratio

Surgically placed port at
the cisterna magna
allows for serial,
noninvasive sampling of
CSF without anesthesia®

NHP CSF serves as a robust surrogate for free drug brain exposure,
predicting within a twofold range for highly permeable, low-efflux

compounds (e.g., TNG908, Additional TNG, and TNG456) Rodent CNS studies can serve as an initial screen to eliminate compounds

with low CNS exposure®

For efflux-prone small molecules (e.g., Vopimetostat (TNG462)), NHP

. : Collecting brai les at th lusi f terminal dent
CSF overestimates free brain exposure by 2.7-fold orlecting brain samptes atthe conciusion ot terminat nonroden

toxicology studies offers valuable preclinical data for predicting human
CNS exposure
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