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TtR1-binding peptides to transport antibodies across blood-
brain-barrier in cynomolgus monkeys
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Introduce BrainPortal Platform Delivery of Antibody in NHP

« BrainPortal is a product of Al empowered peptide discovery engine, designed to « Atotal of three PK studies were designed in NHP, Lecanemab-071 was selected as
vind hTfR1 and transport therapeutic antibodies and oligos across blood-brain- the best candidate for lecanemab brain delivery
barrier « Repeated dose tox in NHP up to 100mpk pointed mostly to anemia risk

BrainPortal™, Al empowered peptide transporters NHP Study Design
for cross-BBB drug delivery

Gantenerumab, Lecanemab, Gante-Fab vs. PCC Tracer*
Study 1: all test articles 20mpk iv for 2 days (n=4) 2mpk iv single
Study 2: dose-titration of selected PCC for 2 days (n=4) 5min before termination
ARC Study 3: time-course of PCC 20mpk iv for 14 days (n=3)
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CGB3002 (Alzheimer’s Disease) CGB3001 (Huntington’s disease)

- FIH @ 26Q2 - Nominate PCC @ 26Q2 PK endpoints Safety evaluations
» Plasma concentration-time « General observations, BW, body

. p. ’ BramPorta!TM : T e course temperature, blood pressure
Parkinson’s Disease, etc. ~80aa TfR1 binding - CSF concentration-time course - Infusion site reactions

peptides - Parenchymal concentration at - Hematology (RBC, HGB, HCT,
endpoint (cortex, hippo, Retic%)
striatum)

“BrainPortal, TfR1 binding peptide for crossing-BBB drug delivery. PCT patents filed w/ clear FTO.
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Cortex Hippocampus Striatum CSF
Mean + SEM, n=7 (left & right) Mean + SEM, n=4 Mean + SEM, n=4 Mean + SEM, n=4
exclude negative values in lecanemab group exclude negative values in lecanemab group exclude negative values in lecanemab group

BrainPortal Identification

 Alibrary of TfR1 binding peptides is de novo designed and identitied by in vitro £ o ol . -
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« During in vivo screening using 5 different antibodies as cargo, a total of 9 peptides
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demonstrated superior brain delivery efficiency over published Fab/scFv Dose (malkg) Dose (malkg) Dose (malke) pose (makg)
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« Fully natural amino acids and self-folded in CHO-K1
« Optimized TfR1 affinity with fast on-and-off kinetics
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« Target apical domain & limited competition to transferrin ° 5 10 s ° o 0w
* No binding to TfR2
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Delivery of siRNA in hTfR1 Transgenic Mice

« Brain delivery of siRNA was enabled by ARC, a proprietary conjugation platform

Discovery of BrainPortal™

 Firstvalidation using siRNA targeting a house-keeping gene demonstrated 3-22x

boost in brain exposure and ~50% of knockdown in transgenic mice
mAb-BrainPortal

BrainPortal Boosts Brain Exposure of siRNA by
o, 3-22x & Silences Target Gene by up to 63%
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Epitope Selection
9 BrainPortals**

RFDiffusion

43 TfR1 binders”

+ design 1 st 4

» 200,000 designs

RosettaFold, ProteinMPNN & RFDiffusion are open-source and extensively described
in 10.1126/science.add2187; 10.1038/541586-023-06415-8 QD

*Defined by TfR1 affinity > 1uM; ** Defined by consistently higher brain exposure
than trontinemab in hTfR1 mice + design 2 ) + design 2
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design 2 Minima Minima Minima Minima Minima design 2

BrainPortal Boosts Whole Brain Exposure of
Antibodies by 11-26x @ hTfR1 Mouse

Gantenerumab Lecanemab Donanemab Prasinezumab Ocrelizumab M
Nake mAb Summary
(ng/g tissue)
e 220 (4x) 1,027 (8x) . . . .
e - BrainPortal is a brain-delivery platform featured
+44 173 (3x) 975 (25x) 2740 (21x) 1,864 (10x) 3,626 (24x) ] ] o ] ]
« Smallsize, diversified sequences, and uniqgue conformations vs. Fab etc.

| 425 (7x) 764 (20x) 1,598 (8x) 3,230 (22x) . . .
3 « Fully natural amino acids, self-folded and fermentable vs. other peptide
g | +98 421 (7x) 764 (20x) 2,333 (18x) 1,641 (9x) 3,919 (26x)
& +99 319 (6x) 642 (17x) 884 (7x) 2,127 (11x) 3,525 (24x) P latfo rms

+103 717 (13%) 399 (10x) 1,911 (144 1302 (7x) 1925 (13 « Self-evolving and universally applicable on antibodies, siRNAs and peptide

+ 4 others 2560- 4227 (12-19x) an d en Zym es

i Ongoing discovery

« FIH is planned 2026. Stay tuned for more.
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