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for new approaches

Alzheimer’s disease

Accumulation of AB plaques and
neurofibrillary tangles

disease

Bidirectional relationship with
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Nanoparticle preparation
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,, Fluorescence labeling
. Organic phase

Injection : :
0.5 mL/my . PLGA Encapsulation of DIO
¢ PLOATPEG Covalent binding of Cy5

% * o
Hko/ﬁ%oj)koyn OH NHQ_‘
o o)
Aqueous phase
- P4071%
-+ PVAI%

Mixing and heating
1300 rpm at 50 °C

» Ao Re 208 50+ 92 267N & - ‘f\’!}‘ A e Wase ""J
2% rr‘:’) ‘CQ'% fﬁ"?m;‘}#fﬂg“ﬂf \.Z‘g"':.l _sﬁtrb '*.v‘}g\ N

! a1

CRS2026 wursccron

INNOVATION
for ADVANCING

LISBON S,

PORTUGAL JULY 6-9,2026




Nanoparticle preparation

Fluorescence labeling

Injection - Organic phase , ,
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Nanoparticle characterization

DLS and ELS
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Nanoparticle characterization

DLS and ELS

MTT assay

150 — -0.3 0 \ 1.5-
% SH-SY5Y 10 000 £8
=100 = L |o.2 = -10- S 104 o
£ S cells/well g8
> o 5 24 hincubation =3
N - 0 23
0 50— —0.1 2 .20 1 2 £ 0.5-
1] 3 3
S — n=z
N
0 _0-0 '30 T T T 0.0 | T
] o\° o\e , 2 oo o\ YV AV A
\Q Q,\Q &Q 1 Size (nm) \éQ '\Q\ ,\Q\ g\& q\& q\&
00 v: 0?' o’o Q; v: Qe © Qe
<) N/ (@) e \'0 QQ o\o o\o
QV Q\/O R \é '\Q '\Q
’60 QQQ'«
0&;‘},\*
Size around 100 nm Il ¢
PDI below 0.3 No toxicity of the
Surface charge slightly negative targetlng peptlde
B8 (030 “elaat oS 1 P WA "t oM WA NOVIZ Mot " At St S RN AR Sk A R PRI Hiclpd® 8% 1 26 DN o} o BIOR SR LN WA (RIIN) oozt o 1 P WA "o T M W N2 Ta Tt B

CRS2026 ——

UAL MEE TING SITIO INNOVATION
LISBON S
PORTUGAL JULY 6-9, 2026




Nanoparticle characterization

DLS and ELS

MTT assay
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BBB crossing evaluation * IBEC®

Institute for Bioengineering of Catalonia

Coculture human brain endothelial cells, astrocytes and pericytes

30 min incubation

Fluorescence imaging
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BBB crossing evaluation ’ K

Institute for Bioengineering of Catalonia

Injection 30 min
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BBB crossing evaluation

Injection 30 min
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Institute for Bioengineering of Catalonia
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BBB crossing evaluation ’ k

Institute for Bioengineering of Catalonia

Injection 30 min

Pe
Normalized by control PLGA NPs
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BBB crossing evaluation

brain penetration
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Normalized by control NPs

Cy5/NaFL signal ratio

1.95-fold brain
permeation increase
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Circadian clock modulation

\J/ Melatonin receptor
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Circadian clock modulation
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Circadian clock modulation 2 CiReADIAN it i) R OR T

Synchronization
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Circadian clock modulation — [EpChEaal LG RGN
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Circadian clock modulation . GRCADIAN B @8) OXFORD
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Conclusions

PLGA- showed a in BBB crossing ability in
. vitro and in vivo
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can be used for organ targeting
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Conclusions

/~ PLGA- showed a in BBB crossing ability in
e O vitro and in vivo
\‘,'/ can be used for organ targeting
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Conclusions

/: PLGA- showed a in BBB crossing ability in
b . vitroand in vivo

\,'/ can be used for organ targeting

Q NPs of a new PROTAC to

= is currently being performed
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- System evaluationin an needs to be organized
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