(A4 )

—
Tk
P

EEHE S 161k0201058h0001]

Rk 2945 H 26 H

TRk 28 A EREM SRR B R R W E E
I.

EAER
¥ A4 (HAGEE) BRIRWESE - IRBRHEMERTIE S 2
(& §5) Project Promoting Clinical Trials for Development of New Drugs
WFEBATRE RS« (AARE) #E. MRBOEELRARICBITI L7 ) =LA ) R—=a Ry hU
— 7R OREEZ B L7oRBBRER S AT 5 (BELVIUA L) O
(¥ F&) Establishment of Disease Registry (Patient Registry) for Promotion of
Concept of Clinical Innovation Network in Drug Development for
Intractable and Rare Diseases
WFFEBHFE PH 2
Arig &M K4

(AAGE) ENTATTERRRIENE SR « HREEMTE Y v X —
e AF oL A —

N7 ALV—3 a3
BRIRHFTESCERED  BRIRAESRE =i
A IR
(2

#&) Harumasa Nakamura MD

e

Chief of Clinical Research/Trial Promotion, Translational Medical
s

Center, National Center of Neurology and Psychiatry
o M P28 410 A 1 H

~ FR2943 A 31 H
A (AAGE) Wroiesh
A R4 (& 3B) Research summary
WFFEBASE 4 (AAEE) ESLAFZERHSE E NESDR M - sk ERIIsE v 2 — P T AL—3a )
ArlE e KA e AT 4 AN B — BRIRHETESHRR AR SR =
HAr TR
(& )

Harumasa Nakamura MD

R

Chief of Clinical Research/Trial Promotion, Translational Medical
Center, National Center of Neurology and Psychiatry



Sy fERFE (B AGE
PZEIRE A

7V =INA ) _X— a3 O ROES
(3 FB) Suggestion of measures for promotion of Clinical Innovation
WFFEBHSE 73 P (R AGE
ArlE &M K4

[ESEAFTERISEIE N ESDRE M « PRI IE o & —
K R

MEERTIERT TR
Shin'ichi TAKEDA, M.D., Ph.D

Director-General, National Institute of Neuroscience, National Center
of Neurology and Psychiatry

Sy HRMTSE (AAGE) REBERS AT 5O T RIERERM OHESE
PrIEiRE A C
WHIERHFE Sy 1

(A AGE
P ik K4

Establishment of the central support unit for a disease registry

e AT 4 AL H—
(& 3B

=]

ESEAFTERIFEIE N ESLRE M « PR EIRITIE Y o & —

rovAL— 95
v —K FfiH  EFA]
Keiji Wada, MD, PhD

Director General, Translational Medical Center, National Center of
Neurology and Psychiatry

Sy HAFSE (AAGE) BEIEE K OBIKRIIIER v B U — 27 & OBEEO KRG
BRIEIRES - (¥ 7#B) Investigation on registration items in a disease registry and
a collaboration between a disease registry and a clinical research
network
WFFEBRSE A (H AGE
ArlE & K4

& )

[ESLAFFERASEIE NIEISLE I « M EEIRITIE Y o 7 — il
iR M 2

Hirofumi Komaki, MD, PhD
Director,

W A BIF FE AR FET

Department of Clinical Research Promotion, National
Hospital, National Center of Neurology and Psychiatry

Sy AT (AAFE) Bl R ERERS AT LEFEICB T 2EMY AT LOBG R OT —F w3
BAFERREA YAV b
(% FB) Investigation on an information system for establishing a new disease
registry and data management
WFFEBHFE 3
Arlg & K4

(AAFE) ESTHFERRRIENE SR - HREENTEE 2 —
e AF oA —
%E X —

kv AL —v g+
[EHREH - /AT T~ R VA ME
Wl B



WHFERasE S A

ArE ik K4

Sy RS

PrHZE iR

WA S S 1R

ATl ik o4

Sy AFSE
PHIEiRE S

WFFERHFE A

g Bk K4

¥ &%) Kenji Hatano
Chief of Data Management Section, Department of Clinical
Epidemiology, Translational Medical Center, National Center of

Neurology and Psychiatry

(HAGE) Remudy DFEAIEH O
(9% §E)Investigation on constructive utilization of Registry of muscular

dystrophy (Remudy)

(AAGE) [ESZATFERISEIE NENLRGf# - MR ¥ — b RAb—ta T
Vo AT 4 vk 2 — BRIRBFZESCHRED  FHT - PRERAERIR AR =
ER AN H

(3 7% En Kimura
Chief of Extra Early Exploratory Clinical Trail Unit, Department of
Promoting Clinical Trial and Translational Medicine, Translational

Medical Center, National Center of Neurology and Psychiatry

(AAGE) BB AT LOREE - EHARFOF 7 HIRE O R
(3% §&) Investigation on statistical issues in the establishment and operation of

a disease registry

(AAGE) ESZAFTEBISIE NENCRE M - MR R 7E e 2 — P AL—va)
Ve AT 4 k2 — IEWRER - TR AEWRGEHIRITE =R
HE A

(3% §%) Kazushi Maruo
Section Chief, Section of Biostatistics, Department of Clinical
Epidemiology, Translational Medical Center, National Center of
Neurology and Psychiatry

(RAE) HHRBES AT LB 5 [EIREO R
(3% §B) Investigation on ethical issues in a disease registry
(BARE) ENIZEBISEE A E R - ARERIFEEY ¥ — RTvAL—va T

e AT 4 A —
—%  HiF
(% FE) Tsunakuni IKKA

Section chief, Section of Bioethics,

BRRBFIESCERED  fEHRR - BREIHMER =R

Department of Clinical Research

3



Support, Translational Medical Center, National center of Neurology

and Psychiatry

IRIBIRGR S AT DADIRERIT D300 % R O RS

#%) Investigation on issues to be addressed in the registration in a disease

WHIERAsE Sy A
ATl Bk K4

WHFERHFE Sy 1
AT Bk K4

WHFERHFE S 1

WHIERHFE Sy A
e Bk K4

registry

MSZATBOE NENCIRPEReis i Embe  BRIRAMFIEE &k RBH  wA
Katsuhisa Ogata
Director, Institute of Clinical Research, National Hospital Organization

Higashisaitama Hospital

FRIENE R IERRS AR G AlE R
Keiko Ishigaki
Senior Lecturer, Department of Pediatrics, Tokyo Women’s Medical

University, School of Medicine

MSEATEOE NERSDRBEREME AR IR AN E B8R AR Wl
Tsuyoshi Matsumura
Director, Department of Neurology, National Hospital Organization

Toneyama National Hospital

FRIEANTREER RS NERE B O E &L
Yasuhiro Takeshima

Professor, Hyogo College of Medicine



II. FBROME (RIEHERE)

1. Bl R BB GRS AT L OREEE -

TR B HRRE < 38 R 76 1% AR AR VSR FTRE & 72 572 80 OF FEMERGE . I B~ D G YED B A= 28, &
DICEAFINT EDOBE A LERIGREINE T DI LTS BRI T 72 M 2 % F2 BT D BB SR AT LT
DWTOFREMREE, R Y —REEEREZER LT, 7B EROMBE T, B AT AOFBFHTEL T,
PMDA (235172 MID-NET i\ DUV COMRARFOIMNI L 7 20 7 D3 SR a2 T D 1o, B EIC
WT, PMDA(CIN U —% 77— ASHAMERGESS RIS HEE =) Loom ke 12 .3 HIZEmL., &
HHAkE N I T E T D, £ AMED [ESE S BUHIFEF - FEEAF R F 3 TRE L OAN — 7 — 2% v, BRR
B DAL A BET L 2T M) — WA U SR BRI, BFZER R AR E N AR L L TS INL CTRY, BifE
RETH OIEER LDFEA A XY D HOHED HZ LN TET, WATL T, BAED Remudy #EHE~ 4 —& Remudy H
REHFTI2 Y AT AERE ST L0 OHRE (Remudy OF —Z A1 G ROME o ~OMBEEEOREH
L) 232 i LT, =D LT, HE CIN THRESH TWAY AT MMELEICMIT Tid, OBEEH O~2%1{t, @ER/ES
FREt~DORIG, @3 AT LRHHE UL (CDISC, SS-MIX2) , @& ¥aVT 11—, EALEICHONT, @FHTS
BEOEHSFRBEES 2 b,

2. FRHBGRS AT LD E AR HI OHEE :

CINHEHEDT=D DGR AT L BEL VAN OB IEGI 2T 572012, Do Aby 7 RSB O 5%
RAIEZ T, FHROERRGIZRET LT, BRIV AN FE R OIS (L TE L RIR IOV T, (5%
VUANER, 7 =250 L ANBXHG S (7 — 2% EER) . LUANRSFER (R, LU AN SR
ELL RO T ANy FHEREIC T I HR 72, TR BB GRS AT AOMERE, A IZ oW T, FIE IS L5 i FTREME
PR BREV 7L — MBI ~O A, JEEN LD —2 T MO TGRIC LD E B SRIERF IS U 4 e s b
OILFEFTE, BLERFEH A ~OFRIZ LSBTV OB SR UED FTREMEIZ DWW T, B Lo E A HA T
U, RS 25, SEFAFZEL L COE LI O W TIE AT RE TH DM, 2V — T AT OWTE, LY AN EH
IR R ST P O R R 05 R M A B E X CERRARE L T2 ) & D LR A IS TN D, LU AR S R O RS 11
T, AFBERR R EE DIl CRC, 7 —#~ %Y+ — (CDISC Authorized Instructor #&1¢), €E=4—. SE,
FHEELZEOTMHHIZEG L, BN -k — T — v RO A RNE LGB U R R 2 LT, £, 5
JRIZHWT, GCP ZBE E X AR FIREOERUCE F LI,

3. TRHBERS AT D~ BRI B4 5 BB O

S SE IR (23 T DT AT S T DR B ERS AT LD FE i AT RENEIZ DWW T, 77— M Ok ~ D 3
HFHA 21T o7z, o HAFSEHIE 5 Mgk DI, 3 FisklZ3: UV T SS-MIX2 FEMEL AR — U NRFRE ST, FTm,
EDC AN#EMELZ, Ks8I AR I DWW Tl 2k F H ATRE Th - 7=, B¢, OEMiZ EDC ~
EEANN LTGRO BT — 22 Z— I AT Mg (—fikH72 EDC A7 ALFAER) . @12z SS-MIX2
LA — D DIEHE T —H B — U AT DMK (A AR S SS-MIX2 [3hA7) , @Dz Iz,
SS-MIX2 fEH#EL AL — Y DI #AE T — 2B 2 — IV AT ARG (N )AL SS-MIX2 (L) 248 &L , O
LE~HINTEDLYV AT MEF LTI D, 723, KEE T EL Tz SS-MIX2 LA — D7 — X2 IHH 2%
L, EAL, BRI A B SO — R3S EFNEH FTREL 7720 2 TRBEMN LB B 20V H LIE¥ES
SERERR PR E RIS 22— T AAEERTEILL CTi o7, F72, BERE BT oW T, BRAITOREBLSIC RIS
BIZOWT, JRERAIREE, AAREEL CORHEZEL T, 7T a2z XAF A a7 — T—RIICIEI D
IHH A2 968 ZAfi, CRC, PT OFEMEREFECAMERZILZ, AMEFMEIE CHLBL LM AT I DWW TR B
BPADEHNKRENZENRALINE R ST, 5% PMDA Eh#EEL DO BY72 8 6% H B IZOW TR E T 5,




1. Development of a new patient registry:

We developed a procurement specification as well as vendor selection criteria for a new patient registry
that should provide a new infrastructure available for assuring the quality of patient data for the control
group in clinical trials or use for post-marketing surveillance, ensuring the compliance with regulatory
requirements, and for collecting electronic medical information such as electronic medical records. These
were developed with the aid from an external think tank knowledgeable about the development of the
Medical Information Database Network (MID-NET) at the Pharmaceuticals and Medical Devices Agency
(PMDA) for the design of a registry.

We held meetings with the relevant sections in the PMDA (Clinical Innovation Network [CIN] working
group, Office of Compliance and Standards, and Information Technology Promotion Group) regarding the
criteria for the assurance of data quality in the last December and March, and the meeting with the
PMDA will be held on an ongoing basis. In addition, our principal investigator is participating as a
collaborative investigator in the working group of Regulatory Harmonization and Evaluation of
Pharmaceuticals, etc., Research Project on "Regulatory Science for Efficient Clinical Development using
Data from Patient Registry" by the Japan Agency for Medical Research and Development (AMED), which
enabled us to promote the development while keeping a consistency with the draft criteria currently
under considerations.

At the same time, we conducted an investigation with the vendor of the current Registry of muscular
dystrophy (Remudy) for the integration of Remudy into a new system. The results of the investigation
indicated that the following issues are important for the development of a system expected to be available
for CIN: 1. making a database of registration items, 2. responding to the guidance of electronic
records/signatures, 3. system coordination/standardization (eg, Clinical Data Interchange Standards
Consortium [CDISCI], Standardized Structured Medical Information Exchange2 [SS-MIX2]), 4.

security/de-identification, and 5. operation by the administration site. 2. Construction of an operational

structure of a disease registry:

We defined and organized the business operations of a coordinating offices of individual registries and a
central support unit that can be used in common into registry management, data analysis/processing,
responding to external parties (reception and placement of data orders), and
creation/maintenance/operation of a registry, for one-stop-service function in the future. For setting up a
coordinating office for a registry, we developed a structure that includes clinical research coordinators
(CRCs), the data manager (including the CDISC Authorized Instructor), monitors, system engineers (SEs),
and clerical workers under the principal investigator and cooperates with the Data Management
Department, National Center of Neurology and Psychiatry (NCNP.) The coordinating office started the
creation of a standard operating procedure (SOP) taking into account of the Good Clinical Practice (GCP.)
We exchanged opinions with the Japan Pharmaceutical Manufacturers Association (JPMA) regarding the
maintenance/operation of disease registries. Specifically, a feasibility study by persons who use or utilize
registries, burden of a charge for use in patient recruitment, expenditure on the construction of a
consortium with pharmaceutical companies, collaborative research on natural history with
pharmaceutical companies, the possibility of funding by pharmaceutical companies for use of registries for

post-marketing surveillance were discussed. The JPMA expressed the opinion that the JPMA considers it
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is possible to pay a charge for use and to bear the cost of the collaborative research and that the JPMA
wants to continue the discussion taking into account of the future direction of a coordinating office and the
central support unit of registries.

3. Investigation of issues to be addressed for data registration in a disease registry

For the feasibility of participating a newly developed registry at collaborative research institutions, 5
institutions were investigated by questionnaire survey and the site investigation was undertaken. Three
of the 5 institutions were found to have installed SS-MIX2 Standardized Storage. In addition, dedicated
terminals were already available for the data entry through the electronic data capture (EDC) system at
all institutions. The following 3 scenarios are assumed: 1. only information directly entered by physicians
in the EDC system are registered in a system in the data center (as with the case of a commonly used
EDC system), 2. in addition to scenario 1, information stored in SS-MIX2 Standardized Storage is
registered in a system in the data center (input terminals are independent from SS-MIX2), 3. in addition
to scenario 1, information stored in SS-MIX2 Standardized Storage is registered in a system in the data
center (input terminals are linked to SS-MIX2.). In this fiscal year, the National Center of Neurology and
Psychiatry organized data items for SS-MIX2 Standardized Storage and identified items that must be
processed before a registry can be used or utilized, such as de-identification and standardization of codes
such as laboratory test codes, earlier than scheduled.

Furthermore, we investigated the burden of individuals in a clinical setting, more specifically, time
required for the registration and associated burden for physicians, CRCs, and patients, assuming the
use/utilization of a registry to describe the natural history. The investigation revealed that there is a
significant burden in individuals in a clinical setting with regard to physical examination finding, an

efficacy outcome measure, in particular.
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Hsinchu, Taiwan, 2016/5/27, [E4}.

A case of anti-HMGCR-antibody-associated necrotizing myopathy showed progressive
muscle weakness for 25 years, poster, Okayama K, Momma K, Yatabe K, Suzuki M, Tamura
T, Ogata K, Suzuki S, Uruha A, Nishino I, Nonaka I, Maeda M, Kawai M, 15th Asian and
Oceanian Myology Center Annual Scientific Meeting, Hsinchu, Taiwan, 2016/5/28, [E4}.

A 60-year-old male with occasional muscle cramp and minimal weakness, Oral, Kadoya M,
Ogata K, Suzuki M, Honma Y, Momma K, Yatabe K, Tamura T, Kaida K, Nishino I, Nonaka
I, Kawai M, 15th Asian and Oceanian Myology Center Annual Scientific Meeting, Hsinchu,
Taiwan, 2016/5/28, [El4}.

Remudy, Japanese national registry for neuromuscular diseases, poster, Kimura E,
Nakamura H, Mitsuhashi S, Mori-Yoshimura M, Takahashi PM, Takeuchi F, Wu S,
Matsumura T, Komaki H, Nishino I, Kawai M, Takeda S, 2nd Congress of The European
Academy of Neurology, Bella Center, Copenhagen, Denmark, 2016/5/28-30, [E4}.

Current status of dystrophinopathy national registry in Japan, poster, Kimura E,
Mori-Yoshimura M, Mitsuhashi S, Takeuchi F, Nakamura H, Komaki H, Nishino I, Kawai M,
Takeda S, and Remudy Muscular Dystrophy Clinical Research Groups, 14th International

Congress on Neuromuscular Diseases, Toronto, Canada, 2016/7/5-9, [E4}.

Survey on usage of telecommunication terminals in Japanese patients with neuromuscular
diseases, poster, Ogata K, Suzuki M, Yatabe K, Momma K, Tanaka Y, Nonaka I, Tamura T,
Kawai M, Takahashi T, 14th International Congress on Neuromuscular Diseases, Toronto,
Canada, 2016/7/6, [E4}.

Muscular Dystrophy Clinical Trial Nnetwork: Promoting clinical research for
neuromuscular diseases in Japan, poster, Ogata K, Takeshita E, Kimura E, Shigemori M,
Ohata M, Komaki H, 15th Asian and Oceanian Congress of Neurology, Kuala Lumpur,
Malaysia, 2016/8/20, [E4}.

Current status of dystrophinopathy national registry in Japan, poster, Kimura E,
Mori-Yoshimura M, Mitsuhashi S, Takeuchi F, Nakamura H, Komaki H, Ogata K, Nishino I,
Mitsuru K, Takeda S, 15th Asian and Oceanian Congress of Neurology, Kuala Lumpur,
Malaysia, 2016/8/20, [E4}.

Current status of dystrophinopathy national registry in Japan, poster, Kimura E,
Nakamura H, Mitsuhashi S, Mori-Yoshimura M, Takahashi PM, Takeuchi F, Wu S, Zheng Y,
Matsumura T, Komaki H, Nishino I, Kawai M, Dawkins H, Béroud C, Lochmiiller H,
Takeda S, 21st International Congress of World Muscle Society (WMS2016) , Granada,
Spain, 2016/10/4-8, [E4}.
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33.

34.

35.

36.

Current status of dystrophinopathy national registry in Japan, poster, Kimura E,
Mori-Yoshimura M, Mitsuhashi S, Takeuchi F, Nakamura H, Komaki H, Nishino I, Kawai M,
Takeda S, 21st International Congress of the World Muscle Society, Granada, Spain,
2016/10/5, [E4t.

A comparative study of care and support for young boys with Duchenne muscular dystrophy
between Japan and European countries: implications of early diagnosis, poster, Takeuchi F,
Komaki H, Rodger S, Kirschner J, Kimura E, Takeda S, Gramsch K, Vry J, Bushby K,
Lochmuller H, Wada K, Nakamura H, 21st International Congress of the World Muscle
Society, Granada, Spain, 2016/10/5, [E4}.

Life prognostic factor of patients with Duchenne muscular dystrophy, poster, Saito T, Ogata
K, Kobayashi M, Takahashi T, Kuru S, Matsumura T, Takada H, MikataT, FunatoM,
Arahata H, Fukudome T, Yonemoto N, Kimura E, 21st International Congress of the World
Muscle Society, Granada, Spain, 2016/10/5, [E4}.

Clinical Innovation Network, New strategy to improve the environment of the clinical
development, poster, H Nakamura, S Takeda, ASENT 19th Annual Meeting, 2017/3/3, [E4}.

(3) TEERE DR « Hefrdahittz ) (x4 20 A
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Mo TEBELWIREN Y A ha 7 0 —@KW, AR, TRARHE TRIA4 71z
2k z— G, 2016/5/22, EN.

Ho TBELWHMENEY X a7 o —@ ik, A, fRAMGEE &7/ MARIX Elk
i, 2016/6/11, [EWN.

BN O RTZ 7 V= e f JR_R—=a v« Ry U —7 OSLBEHEIZHOWT, iHfl—,
WNEIEDE i - EREIEEDRE NEERE - EREIKE, 2016/6/16, EW.
TUR—I DFYA a7 o —ERE - AEEE, BHRA, BMERGVA e T 0 —WHa FE
Xy o7 RS RWIRRUERT, 2016/6/18, EN.

YA Na 7 ¢ — ORI L AR TORBEE, BHTA, 5B ERNHEBRRIEER E5
AE EHTH, 2016/6/21, [EA.

HoTBELLWHRELEY A e 7 o —@fliv, AR, mERARGE (IamESEmEE Al
A, 2016/7/17, [EA.

T DR OB BRI, /) R—a 25l ER 24, R —, DHaH, % 3 [
NCNP AT 4 TE il Z ZADME 20DV FEBE 25, L, 2016/8/26, [EN.

Mo TBEIZWHREME VA a7 o —@ i, A, HERABRGE LoRkeIfF——2
(o, 2016/9/4, [EA.

Mo TEBELWHRENEY A hr 7 o —@4 iR, AR, TRAHE 4 5REREES ¥
— 4R, 2016/10/16, [EN.

TUR—I DY A a7 o —EF - ETEEN, BAA, 29 B YR bu T g —xt i
EWHES T, 2016/12/10, [EWN.
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14.

15.

16.

17.

BE/RBLYZA RN X 2 )= )= a3y U= HEEICET R, K
H—, BAREEFICER A FmERENAIHILE 7 e =7 b Rk 28 FETn Y=
MBS VR L AT —~ c BELIA LY« F—E— 2 2017/1/6, EWN.

TEHR - JEPERNC IS 1T 2 R ~PEIm AFHE, BrAEVRE, NEBHEICH T 5 2EHRA A LT
~, AR, TRARME Mo TRBELWHREES A ha 7 4 —@H R [ENIRLE
AT BORUER, 2017/01/14, [EWN.

Ho TBETWIHRENMEY A b7 0 — @B, AR, 1 RABGEE  [ESTHBTEEAT -
WAL, 2017/1/14, [EA.

PRETORBL DA N UEEORKE, REM—, 20164 FiEl MFEFEERENIALT
LA U —=27 (SCRUM-dapan) #FH L7=2 ABrBASSICE T DR BB AT L O
o) WHEEE BEik (EATAFZERE © REE0, 2017/1/27, [EN.

BGORAIMNPD MEOEBREAEL"OBE ML, T FIEH, Rare Disease Day
2017(RDD2017) 54D - HAMEIRBOR ] A< b, 2017/2/28, [EA.

FHRBEERY AT LOAEEMC LD 7 V=g ) N—v a3y hU— 7 O HRIC
B 2078, REM—, % 3 FIERKBHI R HEE S, 2017/3/22, EWN.
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