Cover image: The White Rabbit from Lewis Carroll’s world - forever racing
against time - captures the urgency of decision-making in acute stroke
care. In this reinterpretation, his watch reflects not just time, but the
brain’s fate. Thanks to new Al-based tools, fast and personalized
predictions of stroke outcomes are now within reach, with the potential
to guide critical treatment decisions when every second counts. Image
built from OpenAl's model DALL-E outputs, manually merged and
refined. Brain. 2025; 148(7):2348-2360.

Contents

Editorial

Seeing the trees in the wood: the importance of co-pathologies in Alzheimer’s disease and dementia
with Lewy bodies

R. S. Weil

2233

Scientific Commentaries

E§ Medial temporal lobe structural changes when Down syndrome and Alzheimer’s disease collide

L. E. M. Wisse and R. La Joie

2235

The converging paths to hippocampal sclerosis of ageing: insights from LATE-NC and vascular disease
f 121.21;.8Cobi1m and H. Botha

f Ilzissentangling epilepsy and dementia: more to do, together
. Sen
el 2240

Opinion
Challenges and opportunities for advancing functional MRI in clinical practice
N. L. Voets, C.J. Price, M. F. Glasser, C. Benjamin, G.-J. M. Rutten, P. Plaha, T. Benzinger, A. Mian, J. Gawryluk, C. Pernet,

O8 O. Parker Jones, S. Haller, J. Sierpowska, G. Talib, J. Binder, L. Williams, J. Jovicich, M. Zeineh, M. Ashtari, J. Shimony,

§ M. Polczyniska-Bletsos, A. Bizzi, E. F. Chang, M. Scheel, B. Bjornson, T. E. Nichols, C. F. Beckmann, K. Geletneky,
g.zzgokhelmer and A. J. Bartsch

\eké Sky

;\_’b 4‘2 '
< -4
iy " BRAT\SLAVE 5.

\ &
[l

2




Review Articles

Towards precision MRI biomarkers in epilepsy with normative modelling

R. Mito, J. H. Cole, S. Geng, G. D. Jackson and A. Zalesky

2247

The blood-brain barrier: a help and a hindrance

R. Rust, H. Yin, B. Achén Buil, A. P. Sagare and K. Kisler

2262

Functional neuroimaging in disorders of consciousness: towards clinical implementation
K. Kazazian, M. M. Monti and A. M. Owen

2283

Report

Modulating inhibitory synaptic plasticity to restore basal ganglia dynamics in Parkinson’s disease

K. A. Spencer, A. Boogers, S. Sumarac, D. B.J. Crompton, L. A. Steiner, L. Zivkovic, Y. Buren, A. Boutet, A. M. Lozano,
S. K. Kalia, W. D. Hutchison, A. Fasano and L. Milosevic

2299

Original Articles

Neuronal o-synuclein toxicity is the key driver of neurodegeneration in multiple system atrophy

J. A. Wiseman, G. M. Halliday and B. V. Dieriks

2306

Artificial intelligence models using F-wave responses predict amyotrophic lateral sclerosis

J. M. Martinez-Thompson, K. A. Mazurek, C. Parra-Cantu, E. Naddaf, V. Gogineni, H. Botha, D. T. Jones, R. S. Laughlin,

L. Barnard and N. P. Staff

2320

Deep learning analyses of splicing variants identify the link of PCP4 with amyotrophic lateral sclerosis

X. Tang, Y. Chen, Y. Ren, W. Yang, W. Yu, Y. Zhou, J. Guo, J. Hu, X. Chen, Y. Gu, C. Wang, Y. Dong, H. Yang, C. Sato, ]. He,
D. Fan, L. You, L. Zinman, E. Rogaeva, Y. Chen and M. Zhang

2331

Prediction of tissue and clinical thrombectomy outcome in acute ischaemic stroke using deep learning

M.-S. von Braun, K. Starke, L. Peter, D. Kiirsten, F. Welle, H. R. Schneider, M. Wawrzyniak, D. P. O. Kaiser, G. Prasse, C. Richter,
E. Kellner, M. Reisert, J. Klingbeil, A. stockert, K.-T. Hoffmann, G. Scheuermann, C. Gillmann and D. Saur

2348

Pathway-dependent brain stimulation responses indicate motion processing integrity after stroke

M. Bevilacqua, F. Windel, E. Beanato, P. Menoud, S. Zandvliet, N. Ramdass, L. Fleury, J. Hervé, K. R. Huxlin, F. C. Hummel
and E. Raffin

2361

APOE4 impact on soluble and insoluble tau pathology is mostly influenced by amyloid-p

C. Cicognola, G. Salvadé, R. Smith, S. Palmqvist, E. Stomrud, T. J. Betthauser, S. C. Johnson, S. Janelidze,

N. Mattsson-Carlgren, O. Hansson and A. Pichet Binette

2373

Plasma phosphorylated tau,;, strongly associates with memory deficits in the Alzheimer’s disease spectrum

J. Fernandez Arias, W. S. Brum, G. Salvadd, J. Therriault, S. Servaes, Y.-T. Wang, E. Aumont, N. Rahmouni, A. C. Macedo,
K. M. Quispialaya, S. A. Hosseini, P. Kunach, W. L. Jia, T. Chan, L. Trudel, B. Hall, Y. Zheng, S. Mohapatra,

. S. Mathotaarachchi, P. Vitali, C. Tissot, G. Bezgin, Y. Iturria-Medina, N. J. Ashton, A. L. Benedet, T. K. Karikari,

G. Triana-Baltzer, J. M. Klostranec, H. C. Kolb, E. R. Zimmer, S. Janelidze, N. Mattsson-Carlgren, E. Stomrud, S. Palmgqvist,
H. Zetterberg, K. Blennow, T. Pascoal, M. Montembeault, O. Hansson and P. Rosa-Neto

2384

Common neuropathologic change drivers of hippocampal sclerosis of ageing

D. C. Woodworth, . J. Lou, W. H. Yong, E. Head, M. M. Corrada, P. T. Nelson and S. A. Sajjadi

2400

Mendelian randomization identifies proteins involved in neurodegenerative diseases

L. Belbasis, S. Morris, C. van Duijn, D. Bennett and R. Walters

2412

The landscape of autosomal-dominant Alzheimer’s disease: global distribution and age of onset

H. Liu, T. W. Marsh, X. Shi, A. E. Renton, K. M. Bowling, E. Ziegemeier, G. Wang, Y. Cao, A. Aristel, J. Li, A. Dickson, R.]. Perrin,
A. M. Goate, V. Fernandez, G. S. Day, M. Doering, A. Daniels, B. A. Gordon, T. L. S. Benzinger, J. Hassenstab, L. Ibanez,

C. Supnet-Bell, C. Xiong, R. Allegri, S. B. Berman, N. C. Fox, N. S. Ryan, E. D. Huey, J. Véglein, J. M. Noble, J. H. Roh, M. Jucker,
C. Laske, T. Ikeuchi, R. Sanchez-Valle, P. R. Schofield, P. C. Mendez, J. P. Chhatwal, M. Farlow, ].-H. Lee, A. I Levey, J. Levin,
F. Lopera, R. Martins, Y. Niimi, P. Rosa-Neto, J. C. Morris, R. J. Bateman, C. M. Karch, C. Cruchaga, E. McDade and

]. J. Llibre-Guerra; for the Dominantly Inherited Alzheimer Network

2429

The effect of Lewy body (co-)pathology on the clinical and imaging phenotype of amnestic patients

J. Silva-Rodriguez, M. A. Labrador-Espinosa, L. Zhang, S. Castro-Labrador, F.J. Lopez-Gonzalez, A. Moscoso, P. Sanchez-Juan,
M. Schéll and M. J. Grothe; for the Alzheimer’s Disease Neuroimaging Initiative

2441




Loss of the neuronal kinase DCLK3 leads to anxiety-like behaviour and memory deficits
L. de Longprez, M.-C. Gaillard, C. Decraene, J.-B. Pérot, C. Keime, N. Nadkarni, M. Louga, C. Jan, G. Liot, G. Aurégan,
M. Guillermier, J. Mitja, P. Hantraye, F. Bertaux, M. Norbert, G. Bonvento, J. Flament, M. Dhenain, C. Néri, A.-P. Bemelmans,
K. Mérienne, K. Cambon and E. Brouillet
2453
The association of seizure control with neuropathology in dementia
I. Zawar, A. Luniewski, R. Gundlapalli, C. Manning, P. Parikh, ]. Kapur and M. Quigg
2469
Neuropathological comorbidity, genetics and cognition in a Chinese community-based autopsy cohort
W. Wy, X. Wang, Y. Xu, C. Ma, X. Qian and W. Qiu
2481
Single-nucleus transcriptome atlas of the basal forebrain reveals diverse ageing-related pathways
J. Chen, Q. Li, B. Ji, K. Zhang, M. Ren, A. Li, H. Gong, J. Wang, G. Cao, Q. Luo and X. Li
2493
Medial temporal lobe atrophy in Down syndrome along the Alzheimer’s disease continuum
B. J. Buehner, A. O. Morcillo-Nieto, S. E. Zsadanyi, M. Rozalem Aranha, J. E. Arriola-Infante, L. Vaqué-Alcazar, J. Arranz,
f. Rodriguez-Baz, L. Maure Blesa, L. Videla, I. Barroeta, L. Del Hoyo Soriano, B. Benejam, S. Ferndndez, A. Sanjuan Hernandez,
N. Bargallé, S. Gonzalez-Ortiz, S. Giménez, R. de Flores, P. A. Yushkevich, D. Alcolea, O. Belbin, A. Lled, M. Carmona-Iragui
J. Fortea and A. Bejanin
2509
Spreading depolarization triggers pro- and anti-inflammatory signalling: a potential link to headache
| Z.Kaya, N. Belder, M. Sever-Bahcekapili, S. E. Erdener, B. Dénmez-Demir, C. Bagc, M. N. Kéroglu, K. Bilguvar
and T. Dalkara
’ 2522
‘ Transthyretin variants impact blood-nerve barrier and neuroinflammation in amyloidotic neuropathy
C.-C. Chao, W.-K. Yang, T.-Y. Yeh, Y.-Y. Kan, Y.-S. Wang, K.-J. Lee, C.-J. Hu, T.-Y. Tang, T. Ide, H.-W. Hsueh, C.-C. Lin,
H.-T. Shy, M.-]. Lee, S.-R. Tzeng, M. Katsuno, H. Koike and S.-T. Hsieh
2537
Trigeminal nerve microstructure is linked with neuroinflammation and brainstem activity in migraine
S. Tohyama, M. Datko, L. Brusaferri, L. D. Kinder, J. H. Schnieders, M. Hyman, A. M. Goldstein, M. D. Gilbert, H. Housman,
V. Le, K. Round, F. Marin, M. R. Heffernan, R. G. Garcia, R. L. Gollub, R. R. Edwards, B. R. Rosen, N. Hadjikhani, H. T. Cheng,
Z. Schuman-Olivier, M. L. Loggia and V. Napadow
2551
Novel insight into TRPV1-induced mitochondrial dysfunction in neuropathic pain
Y. Awad-Igbaria, A. Ben-Menashe, R. Sakas, D. Edelman, T. Fishboom, A. Shamir, J. F. Soustiel and E. Palzur
2563
Interleukin-17B is a new biomarker of human muscle regeneration in dystrophinopathies
C. Liu, Z. Xie, Q. Yuan, Y. Lu, J. Deng, Z. Wang, L. Meng, Y. Yuan and Z. Xie
2579

y

Letters to the Editor

Age at onset of genetic disease and genetic dependent stage: evidence from cases with SCN1A variants

S.Luo, P.-Y. Wang, W.-H. Liu, X. Y. Liang, Y.-J. Gu, Y.-C. Ye, P. Zhou, Y.-H. Yi, H. Meng and W.-P. Liao; for the China Epilepsy
Gene 1.0 Project

€56

Reply: Age at onset of genetic disease and genetic dependent stage: evidence from cases with SCN1A variants

A. Brunklaus

e61

0
1

n,




