Anti-inflammatory clearance of AB by a chimeric Gas6 fusion protein
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e By using minimal active domain of Gas6, we developed a novel fusion protein platform "GAIA" which

enables the target-directed phagocytosis without unwanted neuroinflammation. Reduced Synapse elimination Improved cognitive function
e GAIA consists of two parts: 1) TARGET binder and 2) TAM binder. Once GAIA binds both the NBL — QONCLUSIONS
pathogenic protein (e.g. AB) and TAM receptors on glial cells, it induces efferocytosis enabling PSD95 vGLUT2
efficient removal of the target proteins and limiting inflammatory responses simultaneously. < g e =he = - —
e As the target binder is interchangeable, target indication can be easily expanded from < < Loar: , — o % 0.7 B : =
o g | 2 0] ™ £ ETT . - Harnessing the Power of TAM Biology
neurodegenerative diseases to various immune-related diseases. a - a i 8 ol T R
_ : ~f S . oot c E . . E i
e We constructed aAB-Gasé6 as a prototype in AD to confirm proof-of-concept of GAIA. % ol " % = . - 23 - mprovingicoaniths tinclian - Baduced or no: ARIA
= = a w3 [ a nti-AB GAIA
. > . ... > v" Preventing neuronal death & Antibody o= platform v Glial modulation through TAM receptor
! W g poed e W 0.4 - 0.4 synaptic loss ~ significantly reduces ARIA
________________________________________________________________________ fLV-Cont (WT) | LV-Cont | LV-Adu [ LV-0AB-Gas6 IWT | LV-Cont | LV-Adu [ LV-0AB-Gas6 o
I GAIA Platform Technology r e AD 5XFAD 5XFAD mﬁ::iﬁg':::?;c?fegearance oy Broad therapeutic window
i Target binder is interchangeable | = P kel SIS R 3 _ . v Improved safety profile does not limit
; _aSyn ORISR 5  Reduced Synapse elimination - PSD95- or vGLUT2-positive excitatory synaptic puncta engulfed ’ E;F:ress'"g TAbM r‘f:epwf adt i REVE 2nd generation dose range anymore
| gy _ i ] . o ) o ) arger number than microglia
i TDP-43 Lou thrlgs d‘lsease, Frontotemporal dementia ; by microglia were evaluated. LV-aAB-Gasb6 injection significantly reduced excessive synapse AB-targeting drug
HTT Huntington's disease i elimination to levels comparable to non-AD WT, whereas LV-Adu showed increasing trends, TR E—— e Expanded market
i suggesting aAB-Gasb6 exhibit therapeutic effects against AD not only by eliminating AB plaques cells in inflammatory site” “/L” % S:rﬁe;}fsgfgz':t?:‘i;ﬁ'i;*‘;)gg:g?sests it
ATTR amyloidosis (TTR), AL amyloidosis (AL) ! but also by preventing excessive synapse elimination through reduction of NPAM activation. v Only activated with target engaged “Clearing AB ; ) K:__t%(éﬁm or taking anti-coagulants
’ .re . T _ . e : i i carrier
 Improved cognitive function - LV-aAB-Gas6 show normal discrimination indexes similar to WT in 1 g’i‘r'ni’l‘ip”ess'c‘" induced by inflammatory with a"gf'fzgfs',',‘mamry 3; showing R L afieab Featnarh

Early R&D Partnership i Multiple Sclerosis,i Lupus, Psoriasis, Ulcerative Colitis, etc.

____________________
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Novel Object Location (NOL) and Novel Object Recognition (NOR) tests, suggesting their
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