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Introduction Low-Dose, Dose-Dependent Efficacy of DA-7503 in TauP3%L-BiFC Mice
¢ DA-7503 is a small molecule tau aggregation inhibitor [Tauopathy Model; TauP3%1L-BiFC tg] [Cognitive Function] [Tau Pathology: Oligomerization]
that reversibly binds to tau via covalent bonding. - - . OONovel Object Recognition Test Vehicle DA-7503 (10mg/kg) Total Tau (Tau5)
: : : . . 2 (Y LN ' n Soluble Fraction Insoluble Fraction
** DA-7503, a first-in-class potential clinical candidate o \{lﬂ}73 V?1{5 Agaregation vgy/l,;s il 3 ;
. , . . . AN\ n & : — 1 z
for Alzheimer’s disease (AD) under early clinical ‘6’ *é;’g\i\o (};\ - e x 0.75; A % = s 1> Toms s
< : &\ > | | 5 ] . 0 ; O o | g
development. @ @ @)@ = . | -l R %V v ;
“’ h d . d d h h b . g 0.50- . .. E:.:’ ? . [ . R0 - - :I_: %D 1.0_ E
— = o B o 5 (qv] H :
«* In Phase 1 study, It was demonstrated that the brain T2u-BiEC ‘OFF’ Tau-BiFC ‘ON’ | 2 18 BN gl BH = s | K $
exposure necessary for efficacy regarding tau % 0.251 g “I'R:l R D .
&) > O U.D7
pathology and behavioral indicators of memory and 3 mo. 6 mo. 9 mo. 12 mo. 2 § -
cognitive function can be reached. Q prerey 0005t ve 1 3 10 00 ;
. . o Tove 1 10 VvC 1 1
¢ DA-7503 engages tau cysteines, and thereby disrupts DA-7503 (mg/kg) . ¢ 3 10 Ve 3 10
TauP0lL B Tau-BiFC / Hoechst _ _
. . . L 2uP30LLBiFC tg DA-7503 DA-7503
di-sulfide bond-dependent oligomerization and ~ _ ,
hibits bhosphorvlati £ nathological tayll-3) . [Motor Function] [Tau Pathology: Phosphorylation]
INNIBITS phosphorylation of pathological tau™=. | Rota-Rod Test Vehicle DA-7503 (10mg/kg) Phospho-Tau
: xrx ps  * " (5199) (5396)
| Cytosolic . 00 . 480} om0 SGO- -0 ----05 0 = s
Microtubule, monomer  Dimer o . ° Zr _ 3
MAPT EFLESESRRNYS Y ) V) ' gf 400 o ° 2P g > Q@ -
=l ) PEEEEREER EREY m—mmp =) &8 = o S ?D :
EEEREREREE S G- 9 S . Q0 o P :
Tau CRARRRARAN ooy erached | ) [Experimental Scheme] S i = 1 °
0 ~85 ~135 ~145(mo) 3 200 5
NFL | 5 S :
* . O o O
i plaque DA-7503", PO, 5 times/wk., e 8 E S 5 |
IT\-Ic:elll.lr"\g;’:generation r\ : x ; | _/ ) for 16 WkS. . n |
Brain atrophy _: 5 . v J/; S it :, ' _ ; | . . WT VC 1 3 10
= V] 3 e -. k DA-7503 (1, 3, 10 mg/kg) Behavioural test Analysis DA-7503 (mg/ke) - VC 1 3 10 VC 1 3 10
” = :\ ~ ) : NORT, Y-Maze, Rotarod :IE IB _ AT8 / Hoechst
AN TauP30LLBiFC tg DA-7503 DA-7503
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Hallmarks of AD Tangles across cortical and hippocampal regions and multiple biochemical fractions, with significant efficacy evident even at low doses of 1-3 mg/kg
Conclusion Dual-Target Combination of DA-7503 and Lecanemab on Tau and Amyloid-8 Pathology
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