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I1 WFFERFEOME
WRBEHBROBREL IOZTOEFRSE 32—Vl E W3 1A= VRE
IR KM A a7 ¢ — (Fukuyama congenital muscular dystrophy: FCMD) 1%, fHE&HIRfEE)fEE
WC L DM E 2 e TO2EEOH VA M7 4 —ThH L. FODBEDFREIIX, 77 F U BIEFD 3
FEFMFRBES A 3kb DL b r N T U ARY O ANEENZFET D (Nature. 1998;394:388-92). EAsF7E
WMchor 77T 0%, UE =Y VEREEEESE (Cell Rep. 20163514:2209-2223) TH Y, 77 F L DXKE
2LV, aVA T UIY (a-D6) @ 0-~> /) —ARPEEHEENAL, BERTOT I = L ofEah
PMETT 570, Sl Esst, e gEse - 2RV B2 b TWD. BARNCRRIZE
<, K190 A2 1 ADMERZETHY (Hum Mol Genet. 1999;8(12) :2303-9), 1,000~2, 000 ANLDHBE MBIF
ET 5 EHESND. Duchenne B 2 b a7 ¢ — (Duchenne muscular dystrophy: DMD) (2R, /NAE
HIFIEMR Y A hr 7 4 —CTHARTIX 2 BHIZZ. BHFEDZEZ BO%LL L) ITAEESTARETHY, LI
WA, ODRRED D 20 FELARTICIE T 28 CTh 5%, BIEIGRIEIZE 220, BRRRRIX 5~7 tH &
TR EBETHLMBE, vy 7V 7 E2BSFL, TD%, EIHEEOIKT A0 5 (Neuromuscul
Disord. 2017;27:45-4). ARAHNEIRITRISHIZLERE CIlLdH 2038, (DA RIEHRCMFR AR IZ3 2 IER R
N LRRRIE O KA K0 A PRIZUAENCHEA_SE L TE TN D.
VAR T 4 B FREICL YO & MiaEO L EMESRNEIET S DMD TiX, A7 rA RREIC
&0 BTHIR OIER R DITHERE DHERF, B TIHCAN TH D Z EDFEH SN TNWD. 7 o F & o RARIER
AREINTBIEICBN TS, BEFHICEOTHEATE2ME—DRRKIETHY, RENES S TWDd (7
22 IBFY A v a7 4 —BIRTA RTA > 2014, FILA, p58-70, Lancet Neurol. 2018;17:251-
267). AT oA NIERPAIMEZ R THT & U CRilufEEM: T Miaoid, HifaN~? Ca i ADA &R
FEORT, 7I=VEABBAOMINE FHEROMRE, o7 R b— 20T, REEERT7-TH D
Kruppel-like factor 15 (KLF15) #HRBIEMEALIZ K 2 i OMAMLE 2 & OBNIER I T2 03 R7ZH
53 TIE7RVy (Proc Natl Acad Sci U S A. 2015;112:E6780-9). F7=, DMD Tlk, HmAKI R—F A2, 1&
M F a2 275 20D EEER (H-PGDS) MHEEILTHEIND Z L b, HELDOILKRIZT Z
X R Ar— R, FCHHPCDSICKVEEIND TR R L 7T 2 D2(P6D2) B85 5 Al RetEd R
e X4, DMD OVEHEHE & L C H-PGDS PAEHEABHFE S/ TH Y (Ann Clin Transl Neurol. 2020;7:181-190),
AT a4 RIZZDOHRARY = A2 fifilz N LT, 77X KA A r— REHl L, LIz <
AREME LB Z BN TN D, FOD 12592 27 a4 ROBFIE DMD & FEEE S 2 i, FOMD (28T DMD
& RRIZ AR EEFEIC IV T PD2 DR G-ZFE L Tl CUERM A B FR Ly B C e &, e atas+,
2016-2019), 7 7% R A — R OHIA IR & VTV D aTREHED R ST 5.
FCMD (Zxt3 2 AT v A RIGEOGINEIL, 7 A VA JEG% O —@BIEO KT OB L K= 2%
B UBRRIERUGEIZA R Th o7 & W 9 i (Brain Dev. 2012;34:293-7) ZHFEH L BITo7-. 13D,
FOMD BRFFIZ AT v A RE& G LEEBIEIELGE DN RE N H o 72 &L OREGIREEFIN /2 Sz (e R (R
#%) , 2016, Ann Neurol. 2006;60:603-10). 2016~2018 4F, HFEH 51X, B FERKFNERNZT, &
ITHER SN 94D FOMD BEICKIL, 7L F=>Y 1> (0.5~1.0mg/kg/H) &R &5 %217 o KA %
Tole. BWERIZ X5 IEGE/e <, AT vuA NEERLG 6 72 H ZICHGETRE /) RE  (GMFM) % FFM L,
BAAGTHTD GMFM DB D% B DA FHIFFHFHIENLZE (p=0.015) Z b > TeFE L MR L7z (Murakami et
al. Scientific Reports. 2021 Dec 20;11(1):24229. doi: 10.1038/s41598-021-03781-z.). KRBT
%O mEHN SELL EORBIERE 21T > TWD A, BEOEMUSNAORIEMITRD 5N TE LT, FAEET
LEBRNAINEEZREL TR, SNERENRFEREZ HLEZL N5,
DMD D IRIRBAFE TR E TREANITDOI TV A, FOMD OIRIRIEIT D2, FEARB SN H DT,
FRIZ FOMD 1 B ARICEFRAIC S L, RIEZRIRIENRWEERFERTHY, —4bBWIBRIEBRENZEEN T

2



W5, MHEBE, FOD BAT T4 v TREETHH ZEE2RAL, SLIZETLVEMERNT, 7 Ftk
VAR EIRIZ X DI R TRetE 2 A L7 (Nature 2011:478:127-131). BUE, ZO7T »F v AL
PRI & BIBIRBRSE N, BIE, T TH S first in human (FIH) BN EM S TWD A, KBET
I D RIAARTH D, Fiz, 77F 03V =N VBEEBHEZTHDHZ Enb, VE =%
RN G5 Z L bR SN TS, DT ZANSIRROEETH Y, ERBENEEELZIT DI
FRWHIRINKETH H. AT 04 FiE, METHEES OIS TWLIEAITHY, FT7 vy 7Ry
2= 7R BT 2L TSR T 5 Z L, KAe, &2, BHIT FCMD Z iR T & 236414 &
FIZRIT 5N D THIZE A K E V. FOMD B33 2 27 1A MRIEOFMEDHESL T IVULEBE O LM T
%, ERoOBERESLIcHET b EZS.

FOMD 12812 A7 v A REIZB LTI, HEEED S OD NI T 2 BB R CHMES RS NTIE
23, BRRAVIC I O TR FICx L TR HER SN TWD Z b, BESEZHLICHEAZRE
FNTND. FOMD BEEZDZET 2 REOEIRED bEROHENH L0, RRHEIGI CTh 572, EERIZ
FERHIETETWRWELRDE S 5. XT84 NE, METHEESDBHEHINTHWLERTHY, FTv 7Y
ROV a=r BT THREREREZRET L L0, ©4, 272, W FOMD 2R TX 53K
Fl & BEIE T SN A H CTHIZEA KR Z V. FOMD BEFICXIT 2 27 14 MRIEOEMERHENLTIVUZEE O
ATk, EEOEIZSIHIZAETLIHOEEXD.

A VIR FEICBNT, WRERAZ B E LI E1T o 72, BARAYIZIE, OPMDA & 0 RS BRIEAHFR FE
it - FHERGCERMEE (1Q), OWFFERIHEZEDOMEE (2Q), OF EHRHEEAIZIS T DMt OB, FEh v REME
& (1Q~4Q) ZFHE L7223, TEM 0 ITEMR S L7z, ORS BRBSFHFR I mE A CIEFEmE T, mEEmE
TERICEY, EMTFEEROFMEE S > THINER TE 52 R/M03H 5 505k (Bf 348 H 5 HA) %
ETHI ENTE. @ITOWT, PMDA & O RS BEIRAHFR, £ 0% OFRTm# (A 10 A 28 B, ZLEHE
D) R TAREHRABICONTHEE L7 (DFREHEST FOD BEARSGE LI-AT a0 ROEM M
TEBRIBBR LR ER, QFETRONT oEAR FOMD BEE MR E LIZAT u A FOERM IEERIGHR E
JaFtEESR ). QOOBERR L FMATRMERAE TIX, AR FERRTLD 22 4, ESCRE - FRERAT
e —E0 44, FEERRELY 14, A BTSN RKFPEFRMNBIERE X — X0 24, X
FE0 154 (BEHERKT, REERKZLIEC), TRENVEMEEORREZZET L, FHEICH D EE
20 B EFROMERTEDZ L AMER L. —H T, IRBRFEMICHT T, FEFHEE Cdb 2 HREBRE /)3
R (Gross Motor Function Measure: GMFM) FHliD#E—{bZ X H7-8, S 3410 4 6 HLON12 A 22
HOW B IS INE 2 R e L-ilB 220 Lz, GMPM BAGERERE CTH Y, AFITHIT D GMEM
FHlOF— NETH D, ENRFEEREMIEE 2 — TR AIPE R 2 L, GMAM X232k 41T
S, I, HEEFERRFIACY TF—3a U8 - LD 2 TR PRE IR Y, FOMD 2B 5
GMFM M IZHF L L7 NBIC DWW T ORER BITo 7. I BIZ, Khsx O GMIM S5 Ofesd, FHIEE Th
DR MRT 38 KO8, FEMIE DAL A v B — & v ATEO i T REME O R & FEi L, Mo 5
TLE LLEICkY, 1BBREROEBEMITZT L bDEBEZD.

BT, T R=8E bmg ORGERGETL TH D VA /) F7 7 —~ A, FIRGETE Th 2 H 2 R
=t RO, L =Y r s Ing SEORLERGET TH DML 7 7 —~ B Sth & RS MEBEAH AR D Fedk
AL ETENENZS L, EMESRRICVERIBRELRMEST 25, 707 I 7O EA 8RR
DFERZEEE 272 B C, BEHFZHI FOREFLLZDLOT I LARE L. ULEXY, KIBBRBRLKIZHIT T,
AARER L 7o 2T oA BRI T Lz,



Fukuyama congenital muscular dystrophy (FCMD), the most common CMD in Japan, is characterized by
cortical migration defects. FKTN encodes a protein involved in the glycosylation of «—-dystroglycan,
which is important for linking the basal lamina to cytoskeletal proteins in muscles. The most common
causes of death in FCMD patients are respiratory dysfunction, congestive heart failure and suffocation
or aspiration pneumonia, usually occurring around age 20 years. Steroid therapy is now a component
of Duchenne muscular dystrophy care regimens and is in widespread routine use. Evidence that short-
term steroid administration is also effective for aggravation of muscle weakness after infections in
FCMD patients supports the possible efficacy of this therapy for FCMD, but few cases have been
reported to date. We planned a prospective study to assess steroid therapy efficacy in FCMD patients
followed at Tokyo Women’ s Medical University. Nine FCMD patients were assessed using Gross Motor
Function Measure (GMFM) before and then after starting steroid therapy. Our regimen was started when
the patients’ GMFM scores clearly declined and the dose was 0.5-1.Omg/kg of prednisolone (PSL) every
other day. The mean GMFM score changes were analyzed employing the Wilcoxon signed-rank test (p<0.05)
The mean GMFM difference after versus before steroid therapy was + 1.23 (SD, 1.10), and a P value of
0.015 represented significant improvement in GMFM (Murakami et al. Sci Rep. 2021 Dec 20;11(1) :24229.
doi: 10.1038/s41598-021-03781-z) . The were no apparent side effects in the treated group. To date
no definitive and effective treatment for FCMD patients has been developed. Multidisciplinary
managements include respiratory support, medications for cardiac dysfunction and physical therapy,
which are important and can prolong survival. Our results indicate that steroid therapy may also be
beneficial for FCMD patients. Since steroids have long been widely and safely used for pediatric
patients, the development of a medication for FCMD which is low cost and improves quality of life for
FCMD patients is eagerly awaited. This study aimed to assess the efficacy of steroid therapy for FCMD
patients and, if found to be sufficiently efficacious, to promote its insurance coverage

The principal investigators have already conducted a fact—-finding survey of FCMD patients using the
registry (Neuromuscul Disord. 2018; 28: 885-893), and thereby confirmed the validity of GMFM as an
efficacy evaluation scale for therapeutic agents. (Neuromuscul Disord. 2017; 27: 45-49). Furthermore
muscle mass measurements were conducted using the bioimpedance method in FCMD patients. This year,
2022, we finished our regulatory strategy consultation with the Pharmaceuticals and Medical Devices
Agency (PMDA) and reached agreement with them on two clinical trial protocol types. We also finished
searching for candidate patients at each medical institution and confirmed study feasibility. Finally
physical therapists at all of the participating institutions have completed GMFM training and been

certified. Preparations for the clinical trial in FCMD patients have now been completed



