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Communication breakdown: Impaired pericyte Karp
channels in a model of Alzheimer’s disease
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The brain requires a continuous supply of blood in proportion to its metabolic activity, a process that is disrupted in
Alzheimer’s disease. However, the mechanisms responsible for altered brain blood flow regulation in Alzheimer’s disease
remain poorly defined. In an earlier issue of JGP, Hariharan et al. (https://doi.org/10.1085/jgp.202614014) significantly add to
our understanding of this pathology by showing that ATP-Sensitive K* (Karp) channels in thin strand pericytes on cerebral
capillaries are compromised at 6-8 weeks in the 5X-FAD mouse model of Alzheimer’s disease. They also confirmed that cerebral
capillary endothelial inward rectifier K* (K;z) channels are crippled and importantly show that this defect occurs at 2-4
months, before significant cognitive defects have been reported. Combined, these channelopathies severely attenuate
electrical communication along cerebral capillaries, dampening blood flow regulation. These novel findings present new
therapeutic targets to slow or possibly prevent the reduced cerebral blood flow in Alzheimer’s disease, perhaps delaying or
preventing cognitive decline. Like all scientific advances, they also open the door for new areas of research.

Normal brain function depends on a continuous, regulated
supply of oxygen and glucose that is provided by blood flow.
Under normal conditions, blood flow is matched to cerebral
metabolism by the process termed neurovascular coupling, in
which changes in neuronal activity (metabolic demand) result in
changes in local blood flow to maintain a continuous supply of
oxygen and glucose to support neuronal function. Interruption
of this supply for even a few minutes leads to neuronal death, as
exemplified by the devastating effects of stroke. Furthermore, it
has become apparent over the past 15 years that compromised
vascular function is a major contributor to ageing-related im-
pairment in cognitive function and importantly contributes to
dementias, including Alzheimer’s disease (Anwer et al., 2026).
Studies have shown that brain blood flow is reduced early in the
evolution of Alzheimer’s disease and that neurovascular cou-
pling is impaired (Anwer et al., 2026). Thus, understanding the
mechanisms responsible for these changes in vascular function
in the development of Alzheimer’s disease and related dementias
is imperative.

Capillaries, the site where oxygen and glucose are exchanged
between blood and neurons, and the endothelial cells and peri-
cytes which comprise these microvessels, play a central role in
the process of neurovascular coupling. They serve as a sensory
nexus for detecting changes in their environment, as a pathway
for electrical and other signal conduction to upstream arterioles,
and as a site for tuning of capillary blood flow through con-
traction of abluminal pericytes that cover the surface of cerebral

capillaries. Importantly, capillary endothelial cells and their
overlying pericytes are electrically coupled by gap junctions,
allowing electrical signals to be passed along the capillary wall
from distal sites to the endothelium of upstream parenchymal
arterioles (Fig. 1).

Capillary endothelial cells (Garcia and Longden, 2020) and
their pericytes (Sancho et al., 2022; Sancho et al., 2024; Klug
et al., 2023; Ferris et al., 2025; Harraz and Hashad, 2026;
Tammaro and Hashitani, 2026; Xiang et al., 2026) express a di-
verse array of ion channels that participate in the local regula-
tion of blood flow, and several ion channel-based mechanisms
have been proposed to account for different aspects of capillary
blood flow regulation and the process of neurovascular coupling
(Longden et al., 2017; Longden et al., 2021; Thakore et al., 2021;
Hariharan et al., 2022; Isaacs et al., 2024; Mughal et al., 2024)
(Fig. 1). There is considerable evidence that activation of endo-
thelial and/or pericyte ATP-sensitive K* channels (Karp chan-
nels) produces membrane hyperpolarization that is amplified by
endothelial Kig2.1 channels and conducted along capillary en-
dothelial cells to upstream arteriolar endothelial cells, where it is
transmitted to overlying smooth muscle cells to produce mem-
brane hyperpolarization and deactivation of voltage-gated Ca>*
channels resulting in vasodilation and an increase in blood flow
to the stimulated capillary (Hariharan et al., 2022; Sancho et al.,
2022; Isaacs et al., 2024; Mughal et al., 2024; Fig. 1).

The study by Hariharan et al. (2026) in this issue of the
Journal of General Physiology significantly adds to this body of

Pharmacology & Toxicology, College of Osteopathic Medicine, Michigan State University, East Lansing, MI, USA.

Correspondence to William F. Jackson: jacks783@msu.edu.

© 2026 Jackson. This article is distributed under the terms as described at https://rupress.org/pages/terms102024/.

Rockefeller University Press

J. Gen. Physiol. 2027 Vol. 159 No. 1 202614120

W) Check for updates

https://doi.org/10.1085/jgp.202614120

920z JequianoN G0 uo 3senb Aq 4pd-0z1 119202 dbl/0zZE102/0Z 11192028/ 1/6G L /4pd-8oie/dbl/Bio-sseidni woy papeojumog

lof 4


https://orcid.org/0000-0002-9657-0141
https://doi.org/10.1085/jgp.202614014
mailto:jacks783@msu.edu
https://rupress.org/pages/terms102024/
https://doi.org/10.1085/jgp.202614120
http://crossmark.crossref.org/dialog/?doi=10.1085/jgp.202614120&domain=pdf

JGP

Vasodilation TNeural activity
Contractile pericyte i i » adenosine?
or
\LC82+ VSM cell l
hyperpolarization TRPA1 GqP CR T [K +]
agonists? agonists? out

I \TL " ouf B2 ¥ ﬂ ﬂ
TCa? ?a” Tgaﬂ%;ﬁc_a@ﬂ =
Hyperpolarization

cerebral capillary endothelial cell }

*
hyperpolarization ‘
IP,R
- #— g
conduction C a 2+
/Y

gap junctions

Hyperpolarization

cerebral capillary endothelial cell

Conduction

arteriolar endothelial cell

Blood Flow —»

Figure 1. Capillary ion channels and neurovascular coupling. Schematic depicting a cross section through a cerebral capillary showing, from left to right, a
smooth muscle cell (or contractile pericyte) coupled to an underlying endothelial cell by myoendothelial gap junctions, gap junction-coupled endothelial cells,
and a thin-strand pericyte. The arteriolar endothelial cell is displayed expressing Kig channels, small- and intermediate-conductance Ca%*-activated K* channels
(sKca and IKc,, respectively), along with transient receptor potential vanilloid 4 (TRPV4) and transient receptor potential ankyrin 1 (TRPAL) channels located at
myoendothelial junctions. The thin-strand pericyte and the endothelial cells are displayed with some of the ion channels that they express and their interactions
with pericyte Karp channels. Potential regulation of pericyte Karp channels by PIP,, PKC, and CaN is displayed in the thin-strand pericyte. Neuronal activity
results in the release of several potential mediators, as shown. Adenosine (or other Gas-coupled receptor agonists) released from active neurons/astrocytes or
produced from pannexin 1-released ATP acts at purinergic adenosine, receptors (A;aR) coupled to the Gas protein (Gs)-adenylyl cyclase (AC)-cyclic adenosine
monophosphate (CAMP)-PKA signaling pathway (Sancho et al., 2022). PKA phosphorylates and activates Karp channels (Tinker et al., 2018), resulting in pericyte
hyperpolarization. This hyperpolarization is conducted through heterocellular gap junctions to underlying endothelial cells and, along with K* released from
active neurons (Longden et al.,, 2017) and from the active Karp channels, activates capillary endothelial Kig2.1 channels (Longden et al.,, 2017), amplifying the Karp
channel-induced hyperpolarization and allowing the hyperpolarization to be conducted between electrically coupled endothelial cells, ultimately resulting in
hyperpolarization of upstream smooth muscle cells (or contractile pericytes), deactivating their voltage-gated Ca2* channels, leading to a decrease in intra-
cellular Ca?* and vasodilation. The Karp channel-induced hyperpolarization also will increase the electrochemical gradient for Ca?* influx through Ca?*-per-
meable ion channels such as TRPV4 channels activated by Gaq1 protein-coupled receptor-mediated signaling (Longden et al., 2021; Mughal et al., 2024),
TRPA1 channels activated by yet to be defined neurally released agonists, and purinergic P2X receptors activated by ATP released through pannexin 1 (PANX1)
channels (Thakore et al,, 2021). The increased Ca?* electrochemical gradient will increase intracellular Ca?* signals produced by TRPV4 channels, TRPAL
channels, and P2X receptors. In addition, Gaq/1: signaling will activate phospholipase CB (PLCP), metabolizing PIP, to produce inositol trisphosphate (IP5) and
diacylglycerol (DAG). IP5 will sensitize IP5 receptors (IP3R) to the elevated Ca?*, resulting in Ca?*-induced Ca?* release (CICR) from intracellular stores. The
increased Ca2* and DAG will also activate PKC. Reduced membrane PIP, (as well as DAG-activated PKC) activates TRPV4 channels (Harraz et al., 2018) but
inhibits Kig2.1 (Harraz et al.,, 2018) and possibly Katp channels (Tinker et al., 2018), limiting the effects of Kig2.1 and Katp channels on membrane potential. PKC
activated by increased Ca?* and DAG and Ca?*-induced activation of CaN in pericytes may also inhibit or restrain Karp channel activity (Tinker et al,, 2018).
Adapted from Jackson (2022).

work by showing that the function of Karp channels in non-
contractile, thin-strand pericytes in distal capillary segments is
compromised in a time-dependent fashion in the mouse 5X-FAD
model of Alzheimer’s disease, in which there is overexpression
of toxic amyloid B peptides and accelerated amyloid plaque
formation. The study uses an aggressive model of Alzheimer’s,
which shows measurable behavioral deficits by 6-8 mo of age
(Oakley et al., 2006; Richard et al., 2015; Tang et al., 2016; Forner
et al., 2021). Hariharan et al. (2026) now show that by this age,
thin-strand pericyte Karp channel function was substantially
reduced, as assessed by sharp electrode recording of pericyte
membrane potential in response to the Kap channel activator,
pinacidil, or by blocking glucose transport with Bay-876. Pre-
vious studies have shown that capillary endothelial Kig2.1
channel function is severely reduced at 12 mo in 5X-FAD mice
(Mughal et al., 2021), a defect that can be corrected by addition of
exogenous phosphatidylinositol bisphosphate (PIP,) (Mughal
et al., 2021). Hariharan et al. (2026) confirmed and impor-
tantly extended these findings by showing that endothelial Kjz2.1
function is compromised as early as 2-4 mo in this mouse model
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of Alzheimer’s disease and that, as previously reported (Mughal
etal., 2021), exogenous PIP, supplementation was able to restore
Kig2.1 channel function.

The findings of Hariharan et al. (2026) are significant because
they provide a new and novel therapeutic target (pericyte Karp
channels) that may help restore one mechanism involved in the
local regulation of cerebral flow that is compromised early in the
process of Alzheimer’s disease. This study also significantly
improves our understanding of the timeline of onset of deficits
in capillary endothelial Kig channels and pericyte Karp channels.
However, as with all good science, the findings in this study raise
additional questions that will require new experimental studies
to answer.

First, the mechanisms responsible for the observed decrease
in pericyte Karp channel function remain unknown. We do
know that Karp channels are highly modulated and their func-
tion can be reduced by several mechanisms (Tinker et al., 2018).
In other systems, for example, increased intracellular Ca?* in-
hibits Karp channels by activating the Ca?*-dependent protein
phosphatase, calcineurin (CaN) (Tinker et al., 2018). In addition,
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PKC also inhibits Kyrp channels (Tinker et al., 2018), and it has
been shown that amyloid B; 4,-induced ROS formation can ac-
tivate PKC to influence other ion channels (Taylor et al., 2025).
It will be interesting to see if there is a role for pericyte Ca?*
signaling, CaN, and/or PKC in the observed impairment of per-
icyte Karp channels in the 5X-FAD mouse model in future
experiments.

Second, it is not known if and how the reported reduced ac-
tivity of pericyte Karp channels and endothelial Kig2.1 interact
with other mechanisms of capillary signaling that have been
reported (Longden et al., 2017; Longden et al., 2021; Thakore
et al., 2021; Hariharan et al., 2022; Isaacs et al., 2024; Mughal
et al., 2024). In particular, the electrocalcium coupling mecha-
nism proposed by Mughal et al. (2024), which is driven by Karp
and endothelial Kig2.1 channel-mediated endothelial cell hy-
perpolarization, should be impaired. However, it is also known
that amyloid B, 4, increases the activity of endothelial PIEZO1
channels, increasing Ca®* entry and, perhaps, compensating for
reduced endothelial cell hyperpolarization. Further research
appears warranted.

Third, the studies of Hariharan et al. (2026) were all per-
formed in components of the sensory cortex. Whether similar
defects occur in other parts of the brain remains to be estab-
lished. Studies in capillaries from other brain regions such as the
hippocampus and cerebellum would seem to be important to
determine if the observed defects in capillary endothelial KIR2.1
channel and thin-strand pericyte Karp channel function can be
generalized.

Fourth, while it previously has been shown that capillary
endothelial Kj2.1 channels (Longden et al., 2017; Mughal et al.,
2021; Mughal et al., 2024) and thin-strand pericyte Karp chan-
nels (Hariharan et al., 2022; Isaacs et al., 2024) contribute to
different aspects of neurovascular coupling in wild-type mice, it
is not known if the defect in pericyte Karp channel function
observed in the present study actually impacts neurovascular
coupling. Given the toolbox of alternative mechanisms that have
been described to couple blood flow to neuronal function that
may compensate for reduced pericyte Karp channel function
(Longden et al., 2017; Longden et al., 2021; Thakore et al., 2021;
Hariharan et al., 2022; Isaacs et al., 2024; Mughal et al., 2024),
only additional experiments will provide answers to this
question.

Fifth, it remains to be established if these defects in ion
channel function translate specifically into cognitive impair-
ment. Importantly, can prevention or resolution of these defects
(by supplementing PIP,, for example, to prevent decline in Ki2.1
function) improve or delay cognitive decline in models of Alz-
heimer’s disease?

Finally, it is also not known if the reported capillary chan-
nelopathies are common to all models of Alzheimer’s disease
and, importantly, in human Alzheimer’s dementia. Arterial en-
dothelial Kiz2.1 channel function is impaired in 3xTg-AD mice at
16 mo of age (Hakim and Behringer, 2021), in APP23 mice at 18
mo of age (Taylor et al., 2022), and in APP mice at 7-10 mo of age
(Lacalle-Aurioles et al., 2022). However, it is not known if these
channels are compromised in capillaries and at earlier time
points in these alternative models. It is also not known if PIP,
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supplementation restores Kz channel function in other models
of Alzheimer’s disease. It is known that there are several ion
channelopathies in human neurons from Alzheimer’s patients
(Cordaro et al., 2022; Bhoi et al., 2025) and alterations in Karp
channel expression in neurons have been reported in humans
with Alzheimer’s disease and in mouse models of this disease
(Grizzanti et al., 2023). However, whether capillary endothelial
Kir2.1 and pericyte Karp channels are inhibited in humans and
the time course of this inhibition has yet to be studied.

Thus, the findings of Hariharan et al. (2026), while signifi-
cantly adding to our understanding of amyloid B pathophysiol-
ogy, have also opened new areas for investigation into capillary
ion channel signaling in the brain microcirculation.

Acknowledgments
Eduardo Rios served as editor.

Author contributions: William F. Jackson: conceptualization
and writing—original draft, review, and editing.

Disclosures: The author declares no competing interests exist.

References

Anwer, M., T. Poliakova, R.D. Albanus, M.L.H. Bhuiyan, A.M. Brickman, S.
Chaudhuri, L. Cuddy, M. Eisenbaum, K. Foley, D.B. Gould, et al. 2026.
Vascular contribution to cognitive impairment and dementia (VCID):
Proceedings of 2025 workshop of the Jackson Laboratory. Mamm. Ge-
nome. 37:44. https://doi.org/10.1007/s00335-026-10210-x

Bhoi, R., T. Mitra, K. Tejaswi, V. Manoj, and S. Ghatak. 2025. Role of ion
channels in Alzheimer’s disease pathophysiology. J. Membr. Biol. 258:
187-212. https://doi.org/10.1007/s00232-025-00341-8

Cordaro, M., S. Cuzzocrea, and R. Di Paola. 2022. Ion channels and neuro-
degenerative disease aging related. In Ion Transporters - From Basic
Properties to Medical Treatment. Z. Sevcikova Tomaskova, editor. In-
techOpen, London.

Ferris, H.R., D.A. Jeffrey, M.B. Guerrero, L. Birnbaumer, F. Zheng, and F.
Dabertrand. 2025. Increased luminal pressure in brain capillaries drives
TRPC3-dependent depolarization and constriction of transitional peri-
cytes. Sci. Signal. 18:eads1903. https://doi.org/10.1126/scisignal.ads1903

Forner, S., S. Kawauchi, G. Balderrama-Gutierrez, E.A. Kramadr, D.P. Matheos,
J. Phan, D.I. Javonillo, K.M. Tran, E. Hingco, C. da Cunha, et al. 2021.
Systematic phenotyping and characterization of the 5xFAD mouse
model of Alzheimer’s disease. Sci. Data. 8:270. https://doi.org/10.1038/
541597-021-01054-y

Garcia, D.C.G., and T.A. Longden. 2020. Ion channels in capillary endothe-
lium. In Current Topics in Membranes. Academic Press, San Diego.

Grizzanti, J., W.R. Moritz, M.C. Pait, M. Stanley, S.D. Kaye, C.M. Carroll, N.J.
Constantino, L.J. Deitelzweig, J.A. Snipes, D. Kellar, et al. 2023. KATP
channels are necessary for glucose-dependent increases in amyloid-
beta and Alzheimer’s disease-related pathology. JCI Insight. 8:e162454.
https://doi.org/10.1172/jci.insight.162454

Hakim, M.A., and E.]. Behringer. 2021. Methyl-beta-cyclodextrin restores Kig
channel function in brain endothelium of female Alzheimer’s disease
mice. J. Alzheimers Dis. Rep. 5:693-703. https://doi.org/10.3233/ADR
-210016

Hariharan, A., C.D. Robertson, D.C.G. Garcia, and T.A. Longden. 2022. Brain
capillary pericytes are metabolic sentinels that control blood flow
through a Karp channel-dependent energy switch. Cell Rep. 41:111872.
https://doi.org/10.1016/j.celrep.2022.111872

Hariharan, A., A. Vigderman, D. Isaacs, N. Weir, G. Park, S. Edwards, and T.A.
Longden. 2026. Early disruptions in brain capillary blood flow control in
a mouse model of Alzheimer’s disease. J. Gen. Physiol. 158. €202614014.
https://doi.org/10.1085/jgp.202614014

Harraz, O.F., and A.M. Hashad. 2026. Brain capillary ion channels: Physiology
and channelopathies. Physiology (Bethesda). 41:81-100. https://doi.org/
10.1152/physiol.00015.2025

Journal of General Physiology
https://doi.org/10.1085/jgp.202614120

920z JequianoN G0 uo 3senb Aq 4pd-0z1 119202 dbl/0zZE102/0Z 11192028/ 1/6G L /4pd-8oie/dbl/Bio-sseidni woy papeojumog

3of4


https://doi.org/10.1007/s00335-026-10210-x
https://doi.org/10.1007/s00232-025-00341-8
https://doi.org/10.1126/scisignal.ads1903
https://doi.org/10.1038/s41597-021-01054-y
https://doi.org/10.1038/s41597-021-01054-y
https://doi.org/10.1172/jci.insight.162454
https://doi.org/10.3233/ADR-210016
https://doi.org/10.3233/ADR-210016
https://doi.org/10.1016/j.celrep.2022.111872
https://doi.org/10.1085/jgp.202614014
https://doi.org/10.1152/physiol.00015.2025
https://doi.org/10.1152/physiol.00015.2025

Harraz, O.F.,, T.A. Longden, D. Hill-Eubanks, and M.T. Nelson. 2018. PIP,
depletion promotes TRPV4 channel activity in mouse brain capillary
endothelial cells. Elife. 7:e38689. https://doi.org/10.7554/eLife.38689

Isaacs, D., L. Xiang, A. Hariharan, and T.A. Longden. 2024. Karp channel-
dependent electrical signaling links capillary pericytes to arterioles
during neurovascular coupling. Proc. Natl. Acad. Sci. USA. 121:e2405965121.
https://doi.org/10.1073/pnas.2405965121

Jackson, W.F. 2022. Endothelial ion channels and cell-cell communication in
the microcirculation. Front. Physiol. 13:805149. https://doi.org/10.3389/
fphys.2022.805149

Klug, N.R., M. Sancho, A.L. Gonzales, T.J. Heppner, R.I.C. O'Brien, D. Hill-
Eubanks, and M.T. Nelson. 2023. Intraluminal pressure elevates intra-
cellular calcium and contracts CNS pericytes: Role of voltage-dependent
calcium channels. Proc. Natl. Acad. Sci. USA. 120:€2216421120. https://doi
.org/10.1073/pnas.2216421120

Lacalle-Aurioles, M., L.J. Trigiani, M. Bourourou, C. Lecrux, and E. Hamel. 2022.
Alzheimer’s disease and cerebrovascular pathology alter inward rectifier
potassium (Kig 2.1) channels in endothelium of mouse cerebral arteries. Br.
J. Pharmacol. 179:2259-2274. https://doi.org/10.1111/bph.15751

Longden, T.A., F. Dabertrand, M. Koide, A.L. Gonzales, N.R. Tykocki, J.E.
Brayden, D. Hill-Eubanks, and M.T. Nelson. 2017. Capillary K*-sensing
initiates retrograde hyperpolarization to increase local cerebral blood
flow. Nat. Neurosci. 20:717-726. https://doi.org/10.1038/nn.4533

Longden, T.A., A. Mughal, G.W. Hennig, O.F. Harraz, B. Shui, F.K. Lee, J.C.
Lee, S. Reining, M.I. Kotlikoff, G.M. Konig, et al. 2021. Local IP; receptor-
mediated Ca®* signals compound to direct blood flow in brain capil-
laries. Sci. Adv. 7:eabh0101. https://doi.org/10.1126/sciadv.abh0101

Mughal, A., O.F. Harraz, A.L. Gonzales, D. Hill-Eubanks, and M.T. Nelson.
2021. PIP, improves cerebral blood flow in a mouse model of Alz-
heimer’s disease. Function (Oxf). 2:zqab010. https://doi.org/10.1093/
function/zqab010

Mughal, A., G.W. Hennig, T. Heppner, N.M. Tsoukias, D. Hill-Eubanks, and
M.T. Nelson. 2024. Electrocalcium coupling in brain capillaries: Rapidly
traveling electrical signals ignite local calcium signals. Proc. Natl. Acad.
Sci. USA. 121:¢2415047121. https://doi.org/10.1073/pnas.2415047121

Oakley, H., S.L. Cole, S. Logan, E. Maus, P. Shao, J. Craft, A. Guillozet-Bon-
gaarts, M. Ohno, J. Disterhoft, L. Van Eldik, et al. 2006. Intraneuronal
beta-amyloid aggregates, neurodegeneration, and neuron loss in
transgenic mice with five familial Alzheimer’s disease mutations: Po-
tential factors in amyloid plaque formation. J. Neurosci. 26:10129-10140.
https://doi.org/10.1523/J]NEUROSCI.1202-06.2006

Jackson
Communication breakdown

JGP

Richard, B.C., A. Kurdakova, S. Baches, T.A. Bayer, S. Weggen, and O. Wirths.
2015. Gene dosage dependent aggravation of the neurological pheno-
type in the 5XFAD mouse model of Alzheimer’s disease. J. Alzheimers Dis.
45:1223-1236. https://doi.org/10.3233/JAD-143120

Sancho, M., N.R. Klug, O.F. Harraz, D. Hill-Eubanks, and M.T. Nelson. 2024.
Distinct potassium channel types in brain capillary pericytes. Biophys. J.
123:2110-2121. https://doi.org/10.1016/j.bpj.2024.03.004

Sancho, M., N.R. Klug, A. Mughal, M. Koide, S. Huerta de la Cruz, T.J.
Heppner, A.D. Bonev, D. Hill-Eubanks, and M.T. Nelson. 2022. Ad-
enosine signaling activates ATP-sensitive K* channels in endothelial
cells and pericytes in CNS capillaries. Sci. Signal. 15:eabl5405. https://doi
.org/10.1126/scisignal.abl5405

Tammaro, P., and H. Hashitani. 2026. Calcium-activated chloride channels in
pericytes and their role in regulating organ blood flow. J. Physiol.
https://doi.org/10.1113/JP287607

Tang, X., D. Wu, L.H. Gu, B.B. Nie, X.Y. Qi, Y.J. Wang, F.F. Wu, X.L. Li, F.
Bai, X.C. Chen, et al. 2016. Spatial learning and memory impair-
ments are associated with increased neuronal activity in 5XFAD
mouse as measured by manganese-enhanced magnetic resonance
imaging. Oncotarget. 7:57556-57570. https://doi.org/10.18632/oncotarget
11353

Taylor, J.L., M.M. Baudel, E. Pereira da Silva, ].W. Hell, M. Nieves-Cintron,
and M.F. Navedo. 2025. Amyloid B alters vascular Cayl.2 channel spa-
tiotemporal properties. J. Physiol. https://doi.org/10.1113/JP289276

Taylor, J.L., H.A.T. Pritchard, K.R. Walsh, P. Strangward, C. White, D. Hill-
Eubanks, M. Alakrawi, G.W. Hennig, S.M. Allan, M.T. Nelson, and A.S.
Greenstein. 2022. Functionally linked potassium channel activity in
cerebral endothelial and smooth muscle cells is compromised in Alz-
heimer’s disease. Proc. Natl. Acad. Sci. USA. 119:2204581119. https://doi
.org/10.1073/pnas.2204581119

Thakore, P., M.G. Alvarado, S. Ali, A. Mughal, P.W. Pires, E. Yamasaki, H.A.
Pritchard, B.E. Isakson, C.H.T. Tran, and S. Earley. 2021. Brain endo-
thelial cell TRPA1 channels initiate neurovascular coupling. Elife. 10:
€63040. https://doi.org/10.7554/eLife.63040

Tinker, A., Q. Aziz, Y. Li, and M. Specterman. 2018. ATP-sensitive potassium
channels and their physiological and pathophysiological roles. Compr.
Physiol. 8:1463-1511. https://doi.org/10.1002/cphy.c170048

Xiang, L., A. Hariharan, D. Isaacs, N. Weir, and T.A. Longden. 2026. A pericyte
chloride clamp mechanism governs capillary control of cerebral blood
flow. Proc. Natl. Acad. Sci. USA. 123:e2523612123. https://doi.org/10
.1073/pnas.2523612123

Journal of General Physiology
https://doi.org/10.1085/jgp.202614120

920z JequianoN G0 uo 3senb Aq 4pd-0z1 119202 dbl/0zZE102/0Z 11192028/ 1/6G L /4pd-8oie/dbl/Bio-sseidni woy papeojumog

40of4


https://doi.org/10.7554/eLife.38689
https://doi.org/10.1073/pnas.2405965121
https://doi.org/10.3389/fphys.2022.805149
https://doi.org/10.3389/fphys.2022.805149
https://doi.org/10.1073/pnas.2216421120
https://doi.org/10.1073/pnas.2216421120
https://doi.org/10.1111/bph.15751
https://doi.org/10.1038/nn.4533
https://doi.org/10.1126/sciadv.abh0101
https://doi.org/10.1093/function/zqab010
https://doi.org/10.1093/function/zqab010
https://doi.org/10.1073/pnas.2415047121
https://doi.org/10.1523/JNEUROSCI.1202-06.2006
https://doi.org/10.3233/JAD-143120
https://doi.org/10.1016/j.bpj.2024.03.004
https://doi.org/10.1126/scisignal.abl5405
https://doi.org/10.1126/scisignal.abl5405
https://doi.org/10.1113/JP287607
https://doi.org/10.18632/oncotarget.11353
https://doi.org/10.18632/oncotarget.11353
https://doi.org/10.1113/JP289276
https://doi.org/10.1073/pnas.2204581119
https://doi.org/10.1073/pnas.2204581119
https://doi.org/10.7554/eLife.63040
https://doi.org/10.1002/cphy.c170048
https://doi.org/10.1073/pnas.2523612123
https://doi.org/10.1073/pnas.2523612123

	Communication breakdown: Impaired pericyte KATP channels in a model of Alzheimer’s disease
	Acknowledgments
	References


