[ 58 CA ]
PSS P 5 23mk0101191h0003  1ER%, HEH RS 645 H 31 H

AAERPTERFERE  ERLERGEFRAT - M EEE
FREHmHRE
5B

I EAER
W FERJE RS
UT WU —)b R e 7 o 20 FEH FEAL T ORTE R & EERBU R 0 T oRVEREE & ENICE

% & D REEFOTES IS o5
(Investigation on the way of utilization and international harmonization of Real world evidence and

proposal for the ideal system in Japan under the pharmaceutical jurisprudence)
HFERRR LM : A 344 H 1 HLOAFf 643 H 31 H

rEBRARESE K4 - PR 1R
Harumasa Nakamura MD, Ph.D

WIFEBARAGERE FrEiRRg - 55 - 1R
E N TR B S IE N E SRR - SR ERAIEE v 2 —  JRbt  BRRIESE - BEWHERRY  BRIRIFZE SR HRE
Director of Department of Clinical Research Support,Clinical Research and Education Promotion Division,

National Center Hospital,National Center of Neurology and Psychiatry



IT AFZERAZE DEEE

Fxlx, VI LVU—L R T ADEHIC ﬁ?"C ¥#1Z ICH-E6(R3) % H.¥E %2 C® Pragmatic trials (LA
. PT) 0Kk, FEEFE N COMEMRECT T, WA RrOKE) 1281 oMt A I E 2 THRET LT,

k[E NIH Pragmatic Trials Collaboratory (NIH Health Care Systems Research Collaboratory 7> 5 ###44
DEW) LB 5EHE %217V, NIH Pragmatic Trials Collaboratory @ik 0 3256 & Z Oi5#E), Living
Textbook & FEIID PT &K D720 DY =7 EORBTEHR, ICH BIE CE, Z O BIE RO A 41T -
72. F£7-. NIH Pragmatic Trials Collaboratory Coordinating Center. & Z7>H#EI &AL 7- & GEI D HFISE
LU =T RE, A EROFA (PRIDE Study, RECOVERY trial, Pragmatica-Lung Study 72 &) % i#
CC, PT O K& & FEhi, FEFHIE T TOIEMRED FRIZOWTHAE LT,

KENZFW T, Kaiser Permanente S OFAEN Y ALA TlIW 2 H DD, 2012 412 NIH Pragmatic Trials
Collaboratory Z 3.6 EiF7- 2 b EsIcERE L, EREREZZE N— FF—& L TERMIROEm VK
Btz PT 2 3T 572 OICE % S CoRNMbZfim s L, &8 CEMZRERRRER & B #0728
TT ORI I VBRI ZEET D baeya st LTEBIF, ~VATF T VAT Ao3— hh— L D3k
WHIRDT=D DT84 7 T O, VT NVT =)L RTF—2 2R UEHETE =T v A &4, B

B O AR IR &R oM b, KRB CTRE) O WHESHI 2O FEfi DY AR — MMZH) LA T f:o 7
ODATYV—F T I N—T RIS TE Y SN R L T, TA 0 EE, TR
% ###E (Living Textbook) DOPBH¥ « AR, FHMFIC L2 EREAOFRBUICIVAHATEBY . AL
EHN2 STV 5 (httpi/rethinkingclinicaltrials.org/), ZiL 5%, PTIZBET DIAFRNEE G LHE
V=L po TN D,

F72. GCPrenovation & NIH D) 2 PT OFTNE, FEFEHIE N TOEMICET 2BEMRIIZ OV T HIE
WINEZ U7z, AFFEEERRAA M 0113 NIH (23 CIIEFEHIE COEMEFITT T A TR L TWnWenenZ &
Thole, LnLROaRgEE (BN, fEBRg. FRE) & omkie &4 U T, KEIZBWT b 3EFHIE
TTO PT IHEHIZOWTIL FDA & O S E D TEMNEA TND Z & FRTHNAFIKIZE VT FDA 12
£ U Project Pragmatica (MBASEIKIZIS T AERARRB O L E2 BHisT 7 a =7 ) BiED LA TH
Do

FEEHHNC B L 72ipfh o PT OFERFIZ A L, A KRMESE 2T 25 PRIDE study, COVID-19 (Z%f4
L DOIEANONRETHNRD T T v 87+ — LR THSH RECOVERY trial, #E1THIEIE/NRILG A B
% %502 L7 Pragmatica-Lung Study 72 & & $:fil & L C, FHEIEME O REEEOMINEREZ BIE L TW1D
H D TH - 7=, NIH Pragmatic Trials Collaboratory ¥ = 7 %4 NMIEBWTH, FDA & OFHFRO LI I v
TUW% PRAGMATICA-LUNG 72 EOfP b2 T T Y | 5% IEIEMYIC PT OIFH b HIfFS T D
HEHIE(, ICHE6(R3) Annex 2 T?D PT OALE-SIFIZOWT, AFIZEIT D PTIZOWTIL, BEIZAREN
REN TN D EEBFEITH T 22BN E T 708, "Wik&ICkiT 2287 — 2G4 L L2, N
2T, FFERKITEN IR Z — 7y bR DHDOTERWINEZZTHNSH, ICH-GCP OXRJFHITH S |
RERGE RN, BREREOBLSI) G, Fitness for purpose Zil Z L IZE 2, BO~ R A L M &ELTH
ML D B,

NIH Pragmatic Trials Collaboratory & @##EEZ 1 U T, ENIZE TS 2 b DOE K E1T 9 72 DI,
NIH Pragmatic Trials Collaboratory @ & 512, FEMRA 72 HHEREECHE Y — /L Ot HHrlE 12&@%(?5?

2



v a ORI ETHERE R E OB LD BARNR T n Y =7 FOFEREED L LENH D L bR
%, NIH Pragmatic Trials Collaboratory DFFr[D % & | Living Textbook Introduction X TNA % — K77 A
RO BAGERFF AT 215 THERR LT (BB E), £72. PCTIZ2WTOIKR, K[E NIH Pragmatic Trials
Collaboratory ®iF#E), FHHE L TOIFRHIZOWTIE, £&HTART 5,

NIH Pragmatic Trials Collaboratory DV &) & 13 A 72 BARESE T & | ARHFZEHK T# bilklryic g2 &
HZ L lipotz, PTICRE LIKEOTEBNIAMICIE N THEERERTH Y | MRy = 7 RHIC LD
TE WA, Web ¥4 MEOEHIEHMILA, Living textbook ETEHROIEME e SITEERBIREE Lo o7,

£, VP B0FE4 A 1 HLHEM24 3 H 31 HETITONZ TV TNV T =)V BT =2 EOH T =5
— 2O EOFIHEE & 2 o EESERIFRFNC S 7o RRE O A - BEPREICR T 50F%8 (H30~R2 AMED RS
FEPRIE) | OREZEE 2. LLNOMUEIC DU TE B 2 S L7z,

FERH Y « 7 — Z EE PR P DUV CiX, TConsiderations Evaluating Real World Data Quality in
the Context of Regulatory Decision Making| (2B 28 AZ L, a XX ) —EXNTE LD,

ePRO R°SENA ANV AT T ) aU—bAEKSILD RWD OFE~ R A MZOWTiE, U777 —b
K7 —% (RWD) & LTA RSN EBERET Y A (PRO) OF —% Y —ZADOFE & FHBIZ O\ T,
E~ R YA NIRRT — 2 BB OBLED HIFHRINE 2TV, ERESOZ2MESIEENIC ST 2 PRO
T =2 OFNER KRG LOBEL AL, BERWEN®RE, BELVCA MY AFEZHEIZEIT 5 ePRO I
EaVE—HMERE=FVF PHRT TV, v R_=f 77V V=X VAT 4 TERE L], %
7o, AARBETREpSERGHMIZ R SOMBARBESHICH L Ta =407 7V OB L 7 — 2 FITEH
BT 27— & EFEmR L. ENYORERRE £ LDz, RWD & LTAERIND PROT—4 & &
I AVEESTEENC WD 2 L1, BEOF ZEROFLIINESIT HEERENAO A 5 L HfFE
N5,

ICH E6(R3)KRT % OWFFEE EEEF R FE DO ENEAIZ DWW T, #F5EE FE D PCT ° DCT Z0 BARf & L
T DRERABR LA MY ) R TIREEBEEEL A MY | #EEICEb A9t 2F kL=, 7272 L. ICH
E6(R3) Annex 2 OUGET#mm (L T & W v, 2024 FEICAKEIT HTETHL Z &M EHiE, ICH O
) [ R X T A SNl B il

CDISC f5#E7e & O ERRIFEHE L Z[E L7 RWD OFIEHIZSW Tk, CDISC & H.0Z RWD Z1EH T 5 HLY
AN I FEIFITHETHTH D Z L IR LT,

A EFEROEEFE T TOIERIZONTE, Tya it —%2hLZED 5T i L2
7 — ZWEIBEERL U =7 b (JASPEHR) OWRAZ A LTz, BT OEELZRERT — &% O
INEE DR - B (LA HRY & L, HL7-FHIR #Elo B AL FE L THBY . —EDME OIEHR A 1Rit4
LRERIRTERPZ LWL R DPC 7 —# LG LT, A% OERFENNIEL 0D LEZ bz,

EWNA DKL | B ARREET 3R 2 (JPMA)  KIERFFEREE T2 2 (PhRMA) | BN SR {AE5 23 (EFPIA) |
H ARG 72 (JAPhMed) & fEMACHAAITV, ZNENOIEERILZ 4 Lz, JPMA 2B\ T, 3K
maHiiZ SO b & RWE/RWD iEHERAHIE S, 77 —~vab Yy I v R s 7 —F 4 = 22T L
DIERIIEEN SN TH Y (https'//www.jpma.or.jp/information/evaluation/results/allotment/#/) . & F Z &7
SEIZBWTEE N2 I TV 5, PhRMA 128\ TIL, Medical Affairs Committee 2800272 0 [THARIIZ
BV TIVI— NV RTFT—=2LUTNLT—L Rz T 208K, E, 5% DE2L] (Current Status,
Challenges, and Future Perspectives of Real - World Data and Real - World Evidence in Japan. Drugs -
Real World Outcomes: 8; 459-480. 2021) (Z KV ZENR2INTW5S, EFPIA 2B WL, HIfEESRF

3



https://www.jpma.or.jp/information/evaluation/results/allotment/#/

DMNZIEE), B ARIZBW COHRMZE X 72\ 0, PhRMA - EFPIA 3[F Survey (2022)(238 T RWD Dk
PRI ER L T D 2 L2 Le GERIEL, BIFACTIIRARR) . AARRIEE 2 (JAPhMed) (20
T, DB#FFEOENEIZBT ARG T — L DN H EiF, RWD/RWE OIFHIZ AT TORFE Y I F— %2 fii
BT T\, FHEE S, SEBREOTA XU ABRITINTND DD, XA NS T 7T 4 A LU
HRHREHFEGNZ LW & fHrxDTryey MEREZEDDLZ L L XA NS T 7T 4 X LD FEH &
BEDOAT A AN —TIE L ZNERFE BESETCOSHEZBRL TUI LN EDOEERFEm N Lnb,
ZD XD G EFEMEICIED BN D D,



We conducted research, primarily in the United States, to promote the use of Pragmatic Trials (PT) and
their utilization in regulatory decision making, with a focus on ICH-E6(R3). In collaboration with the NIH
Pragmatic Trials Collaboratory (formerly NIH Health Care Systems Research Collaboratory), we
investigated its origin and activities, as well as publicly available information such as the Living Textbook.
Through web conferences, we exchanged views with some experts and examined case studies such as the
PRIDE Study, RECOVERY trial, and Pragmatica-Lung Study.

In the U.S., organizations like Kaiser Permanente have been involved in PTs, and the establishment of
the NIH Pragmatic Trials Collaboratory has accelerated progress in the activity of PTs. The NIH is
enhancing the capability to conduct large-scale, cost-effective PTs in collaboration with healthcare
institutions, aiming to integrate high-quality, practical clinical trials with routine care. They have
established seven core working groups to provide expertise and are developing educational tools such as
the Living Textbook. FDA is also advancing Project Pragmatica in the oncology field, including Pragmatica-
Lung Study serve as references for regulatory integration as well as the PRIDE study, RECOVERY trial.
To promote PTs domestically, it is essential to provide proactive information dissemination and educational
tools, similar to the NIH Pragmatic Trials Collaboratory. We plan to publish a Japanese translation of the
Living Textbook and submit reports on the current status of PCTs and NIH activities. Continuous
collaboration with U.S. activities is crucial, and we aim to strengthen relationships through web
conferences and information sharing.

Based on the research conducted from April 1, 2018, to March 31, 2020, on the utilization of new data
sources such as real-world data (RWD) and international regulatory harmonization, we examined the
following issues:

Statistical and Data Management Challenges: We prepared a commentary on "Considerations Evaluating
Real World Data Quality in the Context of Regulatory Decision Making" for submission to academic
journals.

Quality Management of RWD from ePRO and Mobile Health Technology: We investigated the
identification and quality management of PRO data sources and organized their utilization in drug safety
monitoring activities. We conducted a survey on the development and data utilization of companion apps
and summarized the current situation as well.

Domestic Introduction of Investigator-Initiated Clinical Trials Post-ICH E6(R3) Revision: We conducted
studies related to the construction of "mental disorder registries" and "coagulation disorder registries,"
with full-scale implementation expected in 2024.

Utilization of RWD Considering International Standards like CDISC: Various initiatives centered around
CDISC for utilizing RWD are underway.

Utilization of Electronic Medical Information in Regulatory decision making: We investigated the status
of the JASPEHR project and considered the dissemination of HL7-FHIR-compliant clinical data collection

systems.

Information Exchange with Domestic and International Organizations
We exchanged information with JPMA, PhRMA, EFPIA, and JAPhMed, sharing the activities of each
organization. All organizations are actively considering the utilization of RWD/RWE and emphasized the

importance of creating platforms to share best practices and successful examples.
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