[tk A]
RETEES 221k0201103n0004 {ERL EH B SHI5E4 A 17 8

AAREABIMRME  BRHI - RGP
TR

NE:

I EAER
WEZEBRRs RS« (AARGE) BE L VA MY Remudy) ZIEH LICHREMES A a7 4 —iZxd 252 ) 2~ A
¥ DR ROV & G D 2 ek 4k R 777 & A e IR E B I A TR b ekl

(3£ FB) A placebo—controlled, double-blind, randomized, multicenter trial of

erythromycin treatment for myotonic dystrophy

WFCBRE SEhE AR - PRk 3144 A 1 H~SFf 543 A 31 H

WIEBRFREIREE K4« (AAGE) & M

(Z&  3E) Masayuki Nakamori

WHIEPHRENERE B - E - Bk
(AAFE) ESCRIFBENKRIRT: « EFRTER - RrfEred=

(I FE) Osaka University Graduate School of Medicine, Specially Appointed Associate Professor

11 HFeBAss o=
WFIERAFE DR IR LN DB+

PR S AT LTRBERME O ) 0 B AREINAR 7217 T2 <, 1RBRGHE - EATIC O IR i Ty &
B, EBE YA 7 4 —EBHLY AN Remudy)] XDV 70— bhENTET 2y XBIfHY A
he 7 ¢ —EBETOERPEITL TWD, —FH, A TROBEENEG . AT 1 HALLEOBEERN
L EHER SN OMMENET A e 7 ¢ — (MyD) Tli&, 77 CIZ Remudy] WIZEZEDOBEEBRENRH D H D
D, BLABRD L S TWRW, MyD [ TEATHED MR T D72, < OBEFITIENVEERIRIE L 720 |
R HE R CHICE 28R CTh 0 | BIRER TIRRIEIT 2V, BEFITEITHOER CTH 5 Z L7121 T2
<L HBREIZBANDIRRT 200N “HOE LAZRD- TV 5,

MyD (T3 f5F B O Y IR LEHI O BEMEPREKOBIGHEEE TH Y | BERBEFLVETIN
TRERNANAT T A 2o THIEIN T 26ET D, ZORR, A RATIA L TRENRZY, £
BB IERICORN D, HEEE DX, FI v 7 VR Y a=v T A7 ) —=2 712k, fiAEwE=
JAB<A N2 MyD TOERF RNAICE D AT T A o JEEEZ IS T 21ER A Z L2 A LT,

1



T Ra~vA U ATPAEWE L L TAL RSN TWSIED, COPD 72 & ORI ZRFEE TR EHKH &
WIRIFEE BITOITE Y | ZTORWEENE & BRI RIN TS, HEEH DI, COPD A &2l &
D EM % MyD 7 VI ~EHMHR LG T2 L T, A7 T4 Vo VT RESCHBEIERNLETHZ LD
MR L THY | EMEHMEA EWNIREEIC L D MyD B3 OB EAERUEGER IR CTE 528, 2 DKW EEAT
DT OBUR TITARFEIT L 2 RBHIRBROZITIIREETH 5, AWFFERAFE TIE, BHF LA F U [Remudy
EDV I N— L7z WD BEEZXHGRIC, =) Aa~vA Lo OREEROENEE —EHERT 7 A%
MPATEER] LSRRI K 0 RE L. RAHORRGERRBRA~ORGIE L 21795 2 L 2 B, B MHEMIEE
Aol

FT. RBRE S LT, KIRKRFETO 01 ZEZ (KRBT B 70 bR I3 e i AR JE7 2 #H SO A 22
BR) OEKRBES, FmiEES (KRKFEFHERTEREALZBS) O&KRZ 2019 49 A
[ZHUS LTz, RIRRFEFHAKERFAE IO A HETHAZRE L & I, St sl DR EZ1T -
7o TRBREREHIER (KRB FE MR, ENLIREHE T R0, E 2R B KPR (L =% &
v & =) THHFHEO 7280 @ PT BECEHH AR - M ENTFE OB A, FlFE OB Tk E21T o7,
T=F VT B T Z— CRC HM L DOEREAERE L, EDC ORELET Lic, ~A 7
EPD A A& TG OA O JEBRIEMD-0124 (=) 2u~A v 2) BLOT 7R ORE % Btk
IGBREAZ &2, BT 25T Lz, AZ—RT v 72#EE 1T UERERZE T L, YT EE
ATEI L LT 2019 4F 10 AICVRBRE 24 U7, 1RBRERARHIEM% . HiREtEy 2 a7 ¢ — (MyD)
BELV YA RNY [Remudy| KV EBEBRGREIToZ, % 2 HEMIEEIEERE LT, 30 #lo MyD BFIZ,
MYD-0124 & L<IZ7' T &A% 24 EHINRE G L. ZhiakdkFE 77 & A B E SR TRER Higai
IZR D ZOREMEEGOMEARGE LTz, FEMEEA & LT, AFFROFE, MH, BEEE, BiEE,
FEBUEE K OFEBIMIMNC TR M2 TG L7z, AOME0FHii s LT, &5-WIMATEIC MyD BRI E i)
F V0 EHAERICTERLIZBRGHE CORT T v TREENA, F~— 1 — L LTER L, 1IN
ERAERSGEOAIMIEIE L LT, WGAIE COSBENICL D I 4 F=7 27 —Lil ., Bk
£ LTI SR . 6 SrAMT (6MWT) (2351) 2 B THEREIC L 5 TIG#RE. MDHI 722 & 0 B RFHm A
Z W CRHI U7z, TRBRIZRBROR PR P B T, [ENLRBeits & Amlbe . [ENLIRBessets QB IR (L
ERE X —D 3R THEM LT, 7RVl NV A e T =X A M {ERROE=4
VU BRI RIS IE SR B B AR E R o & — ENIAE AR - SR ERISE L 2 — - R TR
L= a TR AT A N =D R EZ T ITo T, BEBRBIIMMEES A 7 —BF LR
FYU [Remudy] Z@U Ti{To7-, FEZ ERIAHRXR—ZATHEEBRE:S I, last patient out DD H
2022 4F 5 BB TR A et Lo, 7 — X [EER. Mt PRI 217 WO B MR s 2. Feh it &
AR U To, ARIRBROMEER, Bl E, JEFE. FEME B 722 & WRAE O REERREBR N R I L E R E R 15
oo Flo, BABREKEZHNT, KOVBEOEWAL A~—0—DFEREITH & & bia, BEERECRR
FhEAHERS, BFELUR MY e & LT AITV, AMRGERREBR O 2 T3 07,

T 2B A LD MyD ~DBEISTERICH T2 > TORE Fon— RLiE, A —HH7- 0 # 40 &
IHEFILA 72 7o DFEMEDME | B R CIIIRR N R B EER A B TCERVRICH D, AT
feasibility OfERES L OERR POC OES % BH5 L7 ERI &R (GF 2 MHEER) 2385 L, MyD (Zxf
FThHxTY A~ A L OREVEEBIVEIRESAUE, A5%E 3R (R¥ERER) ~L BT L TR
DIEFAGE~DOENBT D, 2D Z LIE, BUEIRRIED 2 WEER T% < OB LMimEMES 2 b
27 4 =BT, ARMEIES E XY, ZehOLM7e 1st in Class OIREIEMENLIC D7D Z & &
720 FEBTHITHRERCEEFIHEA~DEE L2120 Tl EFRRFELELIEFICTAT v FABAKREW,
Fro. KE, EKEOIFPE & R 22 ERLFEVERER D TR 0 | DAEFR OEUERIRR & L CEER
BB b HIFF T E 5,



Myotonic dystrophy (MyD) is an inherited disease caused by an abnormal expansion of repeats
in the gene, and the abnormal RNA transcribed from the mutated gene aggregates splicing
regulators. As a result, various splicing abnormalities occur, leading to a variety of
systemic symptoms. Through drug repositioning screening, the applicants found that the
antibiotic erythromycin (EM) inhibits splicing aggregation by abnormal RNAs in MyD.
Erythromycin is widely used as an antibiotic and is also used in long—term low—dose oral
therapy for respiratory diseases such as COPD, and has been shown to be highly safe and well
tolerated. The applicants have also confirmed that long—term administration of EM equivalent
to the therapeutic dose for COPD to MyD model animals improves splicing abnormalities and
myotonic symptoms, and thus, long—term low—dose EM oral therapy is expected to improve
skeletal muscle symptoms in MyD patients. In this study, a Phase II investigator—initiated
clinical trial was conducted to investigate the safety and efficacy of EM in MyD patients
recruited from the patient registry “Remudy”

First, in preparation for the clinical trial, we obtained approval from the COI Committee
at Osaka University and the Ethics Committee in September 2019. A statistical analysis plan
was developed together with biostatisticians from Osaka University. Contracts with monitoring,
auditing, data center, and CRC departments were signed and EDC construction was completed
The clinical trial notification was submitted in October 2019, ahead of the original schedule
After the clinical trial implementation system was in place, patient enrollment was conducted
from Remudy, a registry for patients with myotonic dystrophy (MyD). In a Phase Il investigator—
initiated trial, 30 MyD patients received either MYD-0124 or placebo orally for 24 weeks, and
the safety and efficacy of MYD-0124 were evaluated in a multicenter, placebo—controlled,
double-blind, parallel-group study. The primary endpoints of safety were the presence, type,
severity, frequency, and duration of adverse events. Efficacy was evaluated by quantifying
splicing abnormalities in skeletal muscle tissue collected by needle biopsy from the tibialis
anterior muscle of MyD patients before and after the treatment period as a biomarker. Other
efficacy indices for improvement of skeletal muscle symptoms were evaluated using clinical
assessment indices such as myotonia scale evaluation by needle electromyography, upper and
lower limb muscle strength evaluation by electromyography, lower limb function by walking
distance during 6-minute walk (6MWT), and MDHI before and after administration. The clinical
trial was conducted at three institutions: Osaka University Hospital, NHO Aomori Hospital,
and NHO Osaka Toneyama Medical Center. Project management, data management, and monitoring
and auditing of the clinical trials were conducted with the support of the Osaka University
and the National Center of Neurology and Psychiatry Translational Medical Center. Patient
enrollment was conducted through Remudy and notification of trial completion was submitted
in May 2022. After data fixation, statistical analyses were performed and a statistical
analysis report and a comprehensive report were prepared. As a result of these analyses,
information necessary for planning the next phase of the validation study, such as the optimal
dose, number of cases, and endpoints, was obtained. In addition, we used the remaining samples
to search for more accurate biomarkers, and coordinated with partner companies,
investigational sites, and patient registries to prepare for the next phase of the validation

study.



