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XfE: nature reviews neurology(2019), Sta85Xt
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‘ Stage 1
Asymptomatic

-High PET amyloid tracer retention
-Low CSFAB,.4

Stage 2

Amyloidosis + Neurodegeneration

-Neuronal dysfunction on FDG-PET/fMRI

[ -High CSF tau/p-tau

i -Cortical thinning/Hippocampal atrophy on sSMRI

Stage 3
Amyloidosis + Neurodegeneration
-Evidence of subtle change from

-Poor performance on more cha
Preclinical MCI Dementia -Does not yet meet criteria for MCI

Nol

—
Clinical Disease Stage

XtE: Neurotherapedutics (2017), Ott2-& S Xt
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. Genentech  ssiazencca #
(3 "Biogen R
Current
Status Phase 3 Phase 2 Phase 3 Phase 3 Phase 1
" Human Human
o uman (Phage display (Phage display
Origin (RTM) Humanized ibrary + affinity Humanized ibrary + affinity
maturation) maturation)
T Fibrillar and Fibrillar and Fibrilar and Allforms of AB: g1 e monomeric
arget o o ol Oligomeric>
L o Fibrillar, Monomeric ABG2)

3 N-terminus N-terminus Nt (3-11) + mid (18- C-terminus
Epitope @7) (1-16) 27) Mid-domain (13-24) (x-42)
Effector

Function Yes Yes Yes Reduced Reduced
Plaque/CA
A binding Yes Yes Yes Low ?
ARIA Yes Yes Yes No No

7/
elan

s | onttor ommnes | comsmrs | weooig | vz snasnns | somasom
janssen ] @ y

xf2: Biogen, OL{ZH
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Species

Size & Characterizations

Isolation Technique
(Source, Ie In Vitro)

SDS-stable dimers and
synthetic dimers [65]

SDS-stable dimers/ trimers
[67]
Trimers from mutant
human APPV717F [64]

Tetramers (AR42 and
AR40) [80]

Pentamer [22]

Hexamer/dodecamer
(85,36]

APR*56 [63]

ABo [87-89]

ADDLs [21]

ASPD (amylospheroids)
[20]

AB42 Ellipsoids [66]
AR40 Protofibrils [61]

HMW soluble oligomers
[66]

Dimers, 8-12 kDa, 3-4 nm height, no
detected secondary structure

Dimer/ trimer, 6-12 kDa, AR40/Ap42
with Arg5 N-term truncated species

Trimers, 12 kDa, unstructured

Tetramer, 18 kDa, ring-shaped (A 40)
or bent (Ap42), non-aggregation
prone (A (40) or aggregation prone
(AB42)

Pentamer, compact pentagonal shape
with C-termini buried
Hexamer-dodecamer, 27-56 kDa,
a-sheet secondary structure, A11
positive
Dodecamer, ~56 kDa, globular, A11
positive
15-20 mer, spherical vesicles 2-5 nm
diameter, Al1 positive

Trimer-24 mer, 17 kDa tetramer major,
globular, 2-5 nm height, All-positive
32-150 mers, spheroids, 10-15 nm
diameter assemblies, A11 negative

High molecular weight, ellipsoidal
and annular

High molecular weight, protofibrillar

Large, circular, 812 nm, form
membrane-permeable pore at lipid
bilayers

SDS-PAGE (brain derived
or synthetic in vitro
AP40Ser26Cys mutant)
SDS-PAGE (transfected
CHO cell culture medium)
SEC and PAGE (7PA2
cells)

IM-MS (synthetic in vitro)

ssNMR (synthetic in vitro
kinetically trapped)

SEC (synthetic in vitro,
human CSF)

SEC and PAGE (Human
brain isolates)

SEC (synthetic in vitro)

Nondenaturing
electrophoresis (synthetic
in vitro)
SDS-PAGE (brain derived
and synthetic in vitro)
SAXS (Cu(Il)-guided Ap42
oligomerization in vitro)
SAXS (Cu(Il)-guided APp40

oligomerization in vitro)

AFM (synthetic in vitro)

Xt&: biophysica(2022), Utta-& St
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