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a. Subcellular spatial transcriptomics robustly recovered both neuronal and non-neuronal compartments across control and AD tissues. .
b. Control cortex exhibited minimal pathology, whereas AD cortex showed widespread plaque deposition but selective somatic tau 7 ConCI usion
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b. L4 excitatory neurons displayed substantially lower somatic tau burden despite experiencing comparable NP pTau exposure. > Resistant states buffer plague toxicity stress, whereas vulnerable

Xenium subcellular ST + AB/ATS IF states are associated with greater somatic pTau accumulation.
(4 Control, 4 AD) 5 Result 3: Intrinsic neuronal states modulate the plaque-associated stress
into somatic pTau accumulation
‘ q 12/3 - 5“"‘“_'?‘ ~ 101 'giﬁgelf: a. Trajectory analys_,is re\{egled a bifurcatiop 8 Refe rences
Ballitvies. sulsivies. el [Erer o !2 —T 1= £ : from root (State 1) into distinct branches with -
ype, tYFE_ , y 5 05 v g g 0.5 — divergent association with pTau pathology. 1. Pooler AM et al. Acta Neuropathol Commun. 2015;3:14.
annotation E_ i e 3 5 & 2 00 (1 “ o 13"“ 2. Bennett RE et al. Am J Pathol. 2017;187:1601-1612.
0.0 - g 7 : e S
‘ 8 3: High 3B c——_ NIk x . 3. He Z et al. Nat Med. 2018;24:29-38.
% gcﬂmpg I T 5 } 4 2 0 -2 -4 " State - te);(NOF;S::u 4. Tsering W et al. Acta Neuropathol Commun. 2023;11:190.
Neuritic plaque (NP) pTau & layer- Soma pTau . B ; . d?u sted somatic 5. Braak H, Del Tredici K. Cereb Cortex. 2018;28:3372—3384.
wise association with soma pTau N H'gthTa“ oo L % 1.0 s e pTau was
‘ Bosi L, g S ool Wi g e 5 greater-than-
& ool 1 g” %':-’— 8_0'5: o-"h L23_State2 - | expected in 9 Contact us
R 051 Q™ X i
Excitatory neurons trajectory analysis . &2 T — © -1.0; s L23 Statet- 5 itdaitceaﬁhg H T
& pTau vulnerability score " Component1 5 5 10 15 20 - B L5_State2- i vulnerability; Han
‘ s B s N 1o p e 5 while reduced in HULI1@mgh.harvard.edu
1.0 . = . — .
N S S ; State 2 Rachel E. Bennett
= F—— c 0.5 . L23_State3 - | o
: T e 09 33.8% 9 y - | indicating
Molecular program identification g | e 51% .-Q § 0.01 B ?i"?‘:'aﬁi‘ 5 States. | ettt REBENNETT@mgh.harvard.edu
8 |1° R ‘ — O -05{%% e ———— Sudeshna Das
5] 3: High pT: %@ i 2 0 2 - A
e 4 — ez 2 Tau vulnerable score SDAS5@mgh.harvard.edu

Component 1 Component 1


mailto:HULI1@mgh.harvard.edu
mailto:REBENNETT@mgh.harvard.edu
mailto:SDAS5@mgh.harvard.edu

	Slide 1

