92

2024 4FFE MR EE 20 — i 7e Bk WEZE Rt &

BRABKEEREEHEE 1 2 (DFNAL) ([CHITDHEES
I/ MRGRAMIE O FERE S RA & TR REODAE B 14 A#BA X U (DER RIS A

itz

AR ST FAARETRIE 51— 5y ST I 5785

(FAFRDER]

DENAL (%, EELIRT 7 F L %K% formin & A DIA1/DIAPH1 O a5 12XV 2%, DIAL @ C K> DAD
RALALN Kl DID KA LHHBAEAL DIAL OIEHALZIIHIT 203 HI T A3 DENAL OFSIERT &
OBHEII R CTHoTz, Fex id, DAD WIZHEZA R (¢.3610C>T) 2H 3% 2 MK FREH AL, ZOLRITENT LR
& (p.R1204X) I2&Y DID & DAD D43 FNHNHil#E G 23SHEL | DIAL 23MEF ANE M LA 270 D954t FUZJe BT Tl
V. BEIZ DID WA B ARFOH# DENAL FRDF WL FEE OB T IZ LD FIEA DT LT P, Fi T, DIAL & RARZ 5
B2 /07~ AEERL WHIZETS DIAL ZRAKDFERNALAS, A BMAaN OB E L TERMA R & ChoH
ZEALNZLTZ Y, N2 T, DIAL O RIZE->THELS DENAL &3R5 HERRREZ S s L7 Y,

DENAL &, tHAEDD 10 % E TICIIE LETYEDOR B A B T 2 IIEMREME DS HIELE U oL TEI2DY, Fox DFIE
PP AR B E R 2 R UK LT, BRI MRV IfL sk e & 23 A 2 Eas i Stz

(B ]

ARFFEIL, Fex 2V E BAFE L7Z DENAL £5 /L~ AL DENAL BE &R EUT-HFZEICED | /IR IE 3 L OVERE
ST RS E FRE ) « ST B DRI TN | BEME RN RS SO (FLBN V2 A3 To/ N CIIUBRIFRE DS A BT SR TIE A FERER 3 40 8) 12
DY I/ RIS Z R B EIEIC 952 & C Rl 2632 2 LAe =209 A (N TN BREIAMT) 21T 2 5V AT LD R
SEBETLOTHD,

(5 &)

1) DFNAL E7 Vv ~<UR% FVoRE BETR L /MR IS E DFR RE (FEREH - 4 BEHE) A2
ODENAL E7 /L~ ADORETE L1/ MR Z | TP OG (ABR) B OV ER G5 & MR A AT IS KRR IR (1.
3.4.6,9,12 » Al L, A) BEFEE /MR FE OEBOREITIAE T 50>, B) HEFE L /N> OHEITHBMES 35
NEBHBNNTT B,
@ HEE B R O A BB O BVE T RE R | BEB O RE R 4 & AR E T BEMSII L el L fEdT 35,
2) DFNA1 B 231 2EERRL M/ MR I E L O+ BEtE D #Z B (B BRAFF5%)

ODFNAL BHEZXRET DRI T2 E R ERE AR ORI H B IR LD FHFFEE L TT, BRI,
DENAL #8748 A (0~80 %) ZBE /MR AL & MR A I LV IBBRL | [EEREE f/ MR OFIERF IO EH B RN 2 |
TR &/ RIS OFEEE DRI 4725 2 12 LT 5,

(fF 5]

DENAL &7 V~<T R %, ARy AL B LT 3 » A AR H B 72 ABR BE_EF-LHEEORE BE 528D 703,

FeEEIRTTURBU ) 2025 FEE FCROR IR R



2024 R MR AT —Axif7EBh i WFFE R Rt &

M/ MRER S 6 » Al CIEF A AEORICHEEZZZED T, 12 » Al CHEICEA L (K), e DFENAL B23# 8 A
DOFERBIZE Tl FIERG I/ MR I LS 2Bl CX7- 1 UL TOBE 3 EMMO2H] T, BRI/ MRIBZEEICSEITL
TORE BT IE AR 7= O, M2 T, DENAL B O i/ NI E 1 RS ST & e 2T BB b LT 9,

wo LR - B [ : B % 23 E BAFE L7z DFNAL SE7 /L~ A (DIALMAWKIAS) 13 <72 Dial
WD ATG #ALIZ AcGFP # 7' ff &k DIAL (R1213X) & /w7 AL, EHIZ
. 7 ) IFREIZEY~T A Dial BInFDOxT7Y 7 #/KRISEHET Dial-v3 BHEK

s [uo] v i /oI TINTHIETERLT, 5 7 AL 0N 6 » Al (5M 5L 6M) D
—— E— DFNAL EF/L~TAIZEWT, ABHIKROER (KIE: MELZIEE, KA
. ALA LI A RE N, M/ IMBIBAENE, 12M THEBILZ,

0513 3130 2 o A e [ B S S RNV S D S

DFNA1 model mice

Platelet count (x 10"/L)

(£ £F§]

x4 D3PAFELT= DENAL E7 V<7 A el DENAL BE OW Uz W CHIIL/IMR IS E IS ST TS RS R L
Too M/ INREIZEERE O FAE T IR 712372 D70 as | BERE O T2 5§ DRI i35 & B 2 b,

(BEPREVEE - ERIR A\ DERAE]

DFENAL B O SO T2 ABR Z W3 SRIMIC I FEICHIR CX A AR B2 (BRIMLIZ XD | /i
WD O RGE/ RIS T A BV, ABR ZHifT95) . il Z 0 LZBE R oRBBIZIC LY . A TN ERGAIR O] TR
Wz 22 YN W T 22 EN BRI D LB 2 Bd, ZHUCEY, SR EMOEEA o/ NEOIEH 5555
AL, A AELTD QOL EHOARZRLTHERREL TO R A FER-CAENE R LICHEM TEDEEZHND,

(&% - 5|AX#)

1. Ueyama T#*, Ninoyu Y, Nishio S, Miyoshi T, Torii H, Nishimura K, Sugahara K, Sakata H, Thumkeo D, Sakaguchi H,
Watanabe N, Usami S, Saito N, Kitajiri S: Constitutive activation of DIA1 (DIAPH1) via C—terminal truncation causes
human sensorineural hearing loss. EMBO Mol. Med. 8, 1310-1324, 2016.

2. Kim BJ, Ueyama T*, Miyoshi T, Lee S, Han JH, Park HR, Kim AR, Oh J, Kim MY, KangYS, Oh DY, Yun J, Hwang SM,
Kim NKD, Park WY, Kitajiri SI, Choi BY*: Differential disruption of autoinhibition and defect in assembly of cytoskeleton
during cell division decide the fates of human DIAPHI-related cytoskeletopathy. J. Med. Genet. 56, 818-827, 2019.

3.  Kim BJ, Miyoshi T, Chaudhry T, Friedman TB, Choi BY, Ueyama T3*: Late—onset hearing loss case associated
with a heterozygous truncating variant of DIAPHI. Clin. Genet. 101, 466-471, 2022.

4.  Ninoyu Y, Sakaguchi H, Chen L, Suzuki T, Hirano S, Hisa Y, Saito N, Ueyama T*: The integrity of cochlear
hair cells is established and maintained through the localization of Dial at apical junctional complexes and
stereocilia. Cell Death Dis. 11(7): 536, 2020.

5. Stritt S et al.: A gain—of-function variant in DIAPH1 causes dominant macrothrombocytopenia and hearing loss.
Blood, 127(23), 2903-14, 2016.

6. Kurasawa S, Ganaha A, Ayabe S, Yoshiki A, Kawama F, Kitayama S, Tabuchi K, Yamashita K, Ueyama T*:
Hearing loss occurs prior to thrombocytopenia in both mice and humans with DFNA1. FASEB J. 31;39(2):e70309,
2025.

93



