


W U2504-01. indd 2

O;pCa"épPAae"3aiOwWZE% Cee"

#FGPSF

T¢64 POE

%PPLV

I+

— $POUSPM |
—%PPLV\ T

F1H EEHERHIROBEELECEITRPCEHEETH D
@ADL D LAAFVRBELYY—THHCCaMPBsZHRIRE UL BERRMROD. 8 RNEDRRIE R, AT —)L/\—(F
GCaMPBsDHEFEBEZRT . OEEMZETF v RILTHDPiezol FIZIFTRPCBICH I 2@ IRMIEMEDNRZRIHEH K, Dookul
(10 uM) BKUBI-749327 (1 uM) [F. ZNZNPiezo1 B KU TRPCBDEMLZRE T Dich(CERAI NIz, ©I> ~O—)b.
Dookul. BI-749327D&FHTCHIF2H. BERRHICHTDEEMEBONILY D LA VEEZL (FHLSEM), n=14, 13, 12
experiments for control, Dooku1, and BI-749327, respectively.

F X ANVOBEENEZ/RT E LB, BHEEREINVZ
R BRI O RN Z I DO TH Db, ZOFHER
ZHIZL T, A EBUE, TRPC6F ¥ AV ED
B2 T v AV & HIYOmkEHIe B R 58l s ¢
A2 Ty XY RRI o F ARG B B 247 ) |
BRI E D T D,

3. EHRTEEMICBITD
REREEE R DI HD
BERNS VAT 1a—Y =5t B KU
BHEEE
Feeix, VFo BB L CREAZEMIC S I
WG 247 G B SE O AR Bh O Hll i 2 Bt L
Tk, YT A, v by NARF =7 EO/NENF
S WHOEZE S, TEATI0 mmAEEE &/ s, W
Wb T VAT a—Y—0%wE LzikE, BN e
ATEYHEER 2 W REIZ§ 5 7250 O HAT Y S E A AR §
bo RETTIE, BHEFREICHT 54 DY Az
a5,

2 HEFJETECHNO 2025.5-6.

S

3-1 BHERNSYRT1—Y—05t
AEWOFEAEITIE, PO BB ~10 MHz, 14

FEfHL WS, L VHETIEI3DTY ¥ ¥ —T
PEI L 728k DN & 0 7 OSBRI I Y 141 &
N, TEFVREEACL ) FETFOREEEKRDIZA
2 & 2B OMFL T LA ER L T2 (53
M) Thid, Y VETZEHRICK 2832045
VR AR Y VAN

Y LVHEFOMEIIEEBEAMSIMINTE), &
MBI AT 22 21X Vls kxR4T
5o BIWICHTAEBELZFX, BAN/ A X2 LK
T 57O EYHMOEmZHEBM L L T2, HliK
WHW 2 BMHZ OB ERIT [P E2 1T E A SR
L2272, EX VRO & SHE S O 2 i
TRV THi 2L Twd GBEET VE AL
OB FVHANDFIADRA LB STz 7 IV HE
M2 E L TWb, FFHIIIE N 2 A
MET, T7 Ny F 7 MOMEE$T5Z L TET

2025/04/14 12:50:15(



BEK =2 —0EFT 2 L— a3 ViEOWIERTE-(3)

l/ BERNSYZF1——
SCERBBAL

wER BERS I

e

BI-749327 — <
- e ﬂw\\\
k%}\
D S
(b)
1 *
A
i Az osf
NS © 300 }
ETIJ 8 200 v
5 100t g 06
Dooo o 2000 =
Time (ms) g&[ 04
N /
&1 L,oooe e BI-7493274257]
Ei | 160ms ' il B|- 7493271 5%
é L i

10 20 30

Spikes (n)
— 0w
0000
E o
o]
3
@
o
(@]

Sooo 0 2000 BERRE (W/emd)
Time (ms) (d)
©

F2H YUREFATOHEEERLEICIITRPCEHEETH D

(@) TRPCBIERTEBI- 749327 & AW e A RN HIEEFRDERR, MBI DRICEWVT, ZBADY VI AT U M/NEmBIFEE
[CHIFTNS LT S KR E[CEASN, BERIE. SEEBAICREENICRIF INC@),. TRPCEZIRMIGEHZE THDHBI-749327
(&, ECERRAAS0NFIICAENICE S I NI, ©dB-749327#% 5710 &85 C)D. BERBHFEDOEARNHZEEGRDORRA.
£ NANRT 1 L5 —%DMIENELD S —2, T RFEINR—EE X bJS A (Peri-Stimulus Time Histogram ; PSTHs). (€)
REHBEDBERRBHFICH LT, RWEZRUICHRERDEIG. STHREICSITDERME. 2X2 (BRMEX Y hO—/)LF(E
BI-749327) EHRICHBITDHA ZHEFREICKDREUZ. n=73, 80 sessions from three mice for pre- and postrecordings,
respectively. *P<0.05.

OB Z X > TWw b,

X512, EZLVEFICIEAOENEEYND Y .
vy Yoy # T L NI & DR 2 o fE S BEEE &
—HEDLUENRD D, TDI20, FIVEALDOE
Rt KRBT BT LT WY B I R RS B R
ERlzies AELTVD, ~HTR—RAT v F AL L FHEE
BERY VB ABBAL FIZEA Y P THRIEL, 2 VERALEY

WrNT VAT 22— —%%35ET 5 LT, HHITH
TTORE LI-BEREBSZ LT,
3—-2 EMEEE

e pady T TS v b TOTMREE AT 2,
(1) miqLig
#3H BEENSYIFi—Y—0ERR FIE. AV TINVT Y (1~2%) FREET THREN

HBEPETECHNO  2025.5-6. 3

W U2504-01. indd 3 $ 2025/04/14 12250:15(




W U2504-01. indd 4

BEE= 2 —0ET 2L — a3 YEOWZERTE )

FAR BHRITE TEERNHOCH DFilFIE
@PE%DS Y MRER. MPK MEBNESEVK S ICHREICHEST D, ON—AT7FTYFXY MBRUHEX v 1RER. FAIICIE,
MORECIRADIREBED KU UBBNEDIATNTND. OFHFITEROIA v a1s, REOBER NS VAT 1——EBEDHKF (5
Xy aRE), §iXy Y aRFRICIERIREEY AT ADRBESN T,

EEEZHWTEBLTVD, £ XY —/N—THEZE
FEREE L, HIBE T - WHER BT ICEEE
1%V FH A4 EmIE, £01mL) 2FEHT5, 5
Gtk A A TR % IR > TYIR L CHZzEY
BN, HEOMBE AP E 2 5 Y 7 TEEL.
WiEF % fEPR S %o BERLTRITEE T » OIS, % $ 4
L. Bl CHBEM 2 FE S 5, EHET 5O
w172, 03% (w/v) BEEEILAKFEAKZ I L
ZEHEEE TS (F4X@), HiT., OBITHH
FTHREHEAL Y v EHBETORAME LT,
BHgEAEH LY 2 X2~ (ESTECEM I, b2 Y
RT VYN &, BEEIEG A B o BHES A
RICHEATT S ESTECEM I DX—Z FA/B%JHIC
HMCBAL72D0E, ZH 0 UVEHZITH. (2
OBEETEILY AL MIFE S WD, OB
WEHES L Y v 2 %A LEZIREBIC 2 5 L FE S
ns.)

(2) XR=ZXBLUEX v 21 DRE

EHIC, N=AT ¥ v F A b wERERAARE
L. BftHESGLY Y (=77 A MM TF v b,
GC) THEET 5. OB WH ISR (N—
AGEIE) ~NOBAITEET B F Az MG IS
[BE] (B S#2mm. @Rl mm) ZEFHHEAL Y
YT L, MAEREICH A v ¥ 2%k A v b THE
T2 (54D, TOMA YT 2, BARE
A ZOBEFTIN A, BATHER SN -EBT Il
LNZEVEHNIZLTWS (84 X(c),

4 BFJETECHNO  2025.5-6.

S

ERICIA T, & v 7 AT VEMOIEZENENS
B CEMOEZE T NOEE R &2, g
AE=F) 7 LEDBLOBERBY DR TD
% (854 M(b) (¢)o

4. BHbIC

RECTIEL BTN & 2 ARG B I O 3 2 7
= ALk LT, TRPCO6F x A v ASHi% 8 ¥ ik ik
ZHICBWCEELREHER-TILEE2HL2ICL
Too 720 HHATEI T O - I 2w L TREIk
#WREHS 5 720 0@ EE E PR AR L7,
SIE. X0 R R X 2 Pk Bh i
WOME % HIET o &SI MBHAM I, kO
W 72 e BRI O B IS ' % LIRS
5%,

<&EXwk>

(1) Kwan P, Schachter SC and Brodie M]. Drug-resistant epilepsy.
New Engl ] Med : 365 : 919926 (2011)

(2) Pascual-Leone A, Rubio B, Pallardé F, et al. : Rapid-rate tran-
scranial magnetic stimulation of left dorsolateral prefrontal cor-
tex in drug-resistant depression. The Lancet ; 348 : 233-237
(1996)

(3) Rabut C, Yoo S, Hurt R C, et al. : Ultrasound technologies for
imaging and modulating neural activity. Neuron ; 108 : 93-110
(2020)

(4) Meng Y, Hynynen K, & Lipsman N. Applications of focused
ultrasound in the brain : from thermoablation to drug delivery.
Nat Rev Neural ; 17 : 7-22 (2021)

(5) Matsushita Y, Yoshida K, Yoshiya M, et al. : TRPC6 is a
mechanosensitive channel essential for ultrasound neuromodu-
lation in the mammalian brain. Proc Natl Acad Sci USA ; 121 :
2404877121 (2024)

2025/04/14 12250:16(



(6) Ibsen S, Tong A, Schutt C, et al. - Sonogenetics is a non-inva-
sive approach to activating neurons in Caenorhabditis elegans.
Nat Commun : 6 : 8264 (2015)

(7) Chan M, Yoshida K, Yang G, et al. : Time-targeted intervention
of brain oscillations with transcranial ultrasound irradiation.
Neuromethods, Springer Nature, London, in press

(8) Takeuchi Y and Berényi A. Oscillotherapeutics-Time-targeted
interventions in epilepsy and beyond. Neurosci Res ; 152 : 87-
107 (2020)

U2504-01. indd 5

BEK =2 —0 T2 L— 3 VEOWIERSE -

(EEET)
SH @

B YN s SIS Rt 2 v

Lab-link : https://ytake.org/

Chan Michele
IR HAAH RS
Bi#

Yang Gangsheng
AT KR EFW5et
iR

I& (&8

e

YIRS

iR Kb R Tk

RN IR e R BN I e e

EZ/EA

A -
VS L
iz

HBEJETECHNO  2025.5-6. 5

2025/04/14

12:50:16




