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Supplemental Figure 1. Diazoxide hyperpolarizes the plasma membrane and redotreséllular K- levels in a N& channel-independent
manner. A) Representative images of neurons loaded wittADiBa probe forAWp (green), TMRE a probe foAW¥m (red), and PBFI a
probe for intracellular K levels (blue). B) The intracellular K concentration A¥p and A¥m were measured prior to and during exposure
of neurons to 10 mM KClI to depolarize the plasma membrane) THE intracellular K- concentration AWp and AW m were measured prior
to and during exposures of neurons to the indicated treatnémages were acquired sequentially at Ex and Em wavéisrigt each probe
every 10 s and each trace represents the average pixeliiptei§) recorded from the cell body of an individual neuron. DZ zdiside; TEA,
tetraethylammonium (1 mM); TTX, tetrodotoxin (500 nM). lBacace is the recording from an individual neuron. Simiksults were obtained
in at least three separate experiments.
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Supplemental Figure 2. Evidence that diazoxide treatment reduces anxiety-likeaber in 3xTgAD mice. Results of measurements of
four different variables in the open field test: A) Distancaveled; B) vertical movements (rearing on hind limbs); Ghldulatory counts;
and D) Stereotyped movements (licking and grooming). Cagetb#o control 3XTgAD mice the diazoxide-treated 3xTgAD enixhibited
significantly more vertical counts and trends towards iaseel ambulatory activity and distance traveled, suggekiimer levels of anxiety in
the diazoxide-treated mice.
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Supplemental Figure 3. Diazoxide treatment reduces levels of hol@2P and A8 oligomers in the hippocampus of 3xTgAD mice. A)
Immunoblot using A/ABPP antibody 6E10 showing levels of holg3RP and A8 oligomers in samples of hippocampal tissue from control
and diazoxide-treated 3xTgAD mice. B) Immunoblot (upper eesults of densitometric analysis (graph) gf 8ligomers in samples from the
hippocampi of control and diazoxide-treated 3xTgAD mice.
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Supplemental Figure 4. Diazoxide increases cerebral blood flow. A, B) Represamtatcording of cerebral blood flow (CBF) prior to and
after intravenous administration of vehicle (saline) armoxide (5 mg/kg) in mice. C) Summary data of CBF recordiftgiewing diazoxide
administration showing that diazoxide administrationidbpincreases CBF. Values are the mean and 8B=(8 mice). xp < 0.05,% x p < 0.01
compared to the baseline value.



