(&EEE (PMDA E£5@4) 1 CVIT2022 HBDAYIKR—ILEYS 3>
SCEEEFEEORMZHRIET SO K
1.HBDEEIDEN

HBD/&EID AR & Rt

Achievement and prospective
of HBD activity

202247H22H (&) 8:00-8:10

MIZITBOEAN EREMERISR SIS
Pharmaceuticals and Medical Devices Agency (PMDA)
EREREES 5P
Reviewer, Office of Medical Devices I
Xt& BB
Moe OHASHI




BARDMEAF =223V ak

Y

CVIT szmzxzs X158 5

FRICEEL, RRI NSCOIRERIZHD
N

o]
EEGEEBYFE A,



HBD(Harmonization by Doing)i&&EdDBH
What Is Harmonization by Doing(HBD)?

BB . BRDEFEESEORFEICE EARBIORAIZND 2B E LT,

FEEF D T2003FENSHIESNIT/ER)
Purpose : Stakeholders of Regulatory agency, academia and industry in Japan and the U.S. initiated
a dialogue to promote a global clinical trlal for developlng iInnovative medical devices in 2003.
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USA-Japan Device Lags for Drug Eluting Stents
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® Global Clinical trial
® US/Japan collaborative
scheme project

® HBD POC project

® US pivotal trial and Japan trial

M. Murakami et al., Circ J2017 doi: 10.1253/circj.CJ-17-0533
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Achievement of HBD Activity

20 Established HBD
FRAEEI XS M2@BEICDVWT.,. BXRHEEBRER= EE

Conducted US-Japan joint clinical trials for two drug eluting stents

- ENDEAVOR (Medtronic Japan Co., Ltd.) C o BFEHBDDMEZ /K

-XIENCE V (Guidant Japan K.K. (then) )
20 1st Think Tank in Tokyo yﬂﬁ%’gﬂéﬁé‘%ﬁﬁbﬂ

- =3 NN =] ;Eln\ \
20 Zilver PTXB:KEIRFEREE A TH BT IR LT
2014 CLIEPSHEABROEARNE X HRK broved By Doing that
conducting global clinical trials

20 Started “HBD-for-Children” activity is possible.

CLI (E%E FRYREM) 8B T /1 RI(C
B9 IEEHEEAERRT T OERZRME GEXEUTAR)

Circ J. 2018; 82: 2233-22309.

ERIAR (CH T DEBRERRERDEEN —AL

Global clinical trial is now common for medical devices.



POC (Proof of Concept) 2O0>1 2 b s
Proof of Concept (POC) Project =0

- IDE
Pre-sub Step by
Informational ste
| s il
Meetings (Info) ° P Application
® B BB AGOEEE
—_— g . YmEAE (BF) CTN o EL . HE
ThtEE (P Face-to-face web meetings e e
General - Pre-development Consultation ® Ffthiz
- - Consultation for necessity of CT + Inquiry & Response
. consultation » Protocol Consultation for CT etc.. - Face-to-face meeting

BAXERIABRAEERT SREETLELT, Fa‘ﬁ%ﬁxﬂ S COHEKDOFURR.
.*ﬁ EROIEENUBIEDIRELIC KD, BXRFAREHEEE - KRB ZHIET

______________________________________________________________________________________________________________________________________________________________

Purpose of “POC" is to promote the convergence from parallel clinical trials in the U.S. and Japan
toward single clinical trial protocol and to encourage global development.




POC (Proof of Concept) 20>1 2 b
Proof of Concept (POC) Project

<FERWREMM:0Ongoing projects>

» Transcatheter mitral valve replacement (4C Medical)

» Device for CLTI treatment (Lim Flow)

» Device for treatment of heart failure (Corvia Medical)

<c_h§'C0)ﬁ!2E Achievements>

CRM ™

Cardiovascular Revascularization Medicine

Japan-USA orbital atherectomy for calcific coronary lesions: COAST study, a
Harmonization by Doing proof-of-concept: The Japanese and US regulatory perspective

Shin Iwamoto *¢, Moe Ohashi *¢, Haruki Shirato*“, Mami Ho **, Misti Malone ", Kenneth Cavanaugh *“*

\ N
Diamondt ack 360" "Cbr’c')ﬁa‘r[ Orbital Atherectomy System (OAS)

Harmony™ Transcatheter Pulmonary Valve
(TPV)
Approved in 2021 at US and JP.



POC (Proof of Concept) 20>1 2 b
Proof of Concept (POC) Project

1. BRIEEBEROFSIEERk (GRXXILTFE)
Publication of a concept paper about US- JP joint trials
» Based on our experiences through this activity, a concept paper will be submitted.

< Overview of the concept paper>
{1 ® The basic regulatory pathway of US-Japan joint clinical trial

;{1 e lessons learned from previous global trials

u e The points to harmonize for promoting global clinical trials

2. ERaRFEEICRET SITRGIEDLLE (53 {ETFiE)

Publication of a paper comparing the latest regulation system in US and Japan

» Promotion of the use of specific programs intended to promote innovation based on points
to note and utilization example of those programs.

» This paper has been drafting with US-JP stakeholders.




€ Through the HBD experience, we recognized the importance of collaboration to promote the
development of innovative medical devices.
€ Development of pediatric medical device tends to delay both in the U.S. and Japan.

€ We had discussion to find problems and solutions for the early development of pediatric medical
devices at face-to-face meetings in conferences and teleconferences.

Collaboration among academia, industry and regulatory authority

HBD for Childreni&&dDiEEl o
Prospective of HBD-for-Children Activity

EFRHENEEROENMA Al B/ R as

« HBD for Children®POC& L THR— b,
« PMDAY°FDATOD&EET O b)) LiHAEF = EH.

. M2 ‘e
oA SRENSSnS (BB U TR PMDA-FDAD = BRI THEA )
U
NE oo e .BT/ \ﬂ/ﬁ%ﬁd)iﬁﬁb‘lﬂﬁﬁfdlzféﬁ%%ﬁ
o HAXTOERARIEDETR A _ e
EEPEZEM. BLVRE (HATORENREE. O Z2EHEBZENRELE)
(CBH9 D1&5Y - BHRAGRHIE AR I TEEHIEDEH,
- ——AmEHEUTIERE.
HBD for Children WG o VHFZTHSDORRETIC DUV TIIRSEELHA L EBFIA,
o DEBITOEPERERDERMYY, FRERBT —YFOH AR EZEST.




HBD for ChildrenjEEIDRR ()

Achievement of HBD-for-Children Activity i
1. HETHBEANDT7 > — bZ&=Elt

Questionnaire to Industries &‘
Why do you think the developing pediatric medical %
device is difficult? The most frequent answer:

The market is too small.

2. EREOHFERRESDICHIEL. ChSERXEUTHEREK

Classification of pediatric devices

1. Approved in US but not approved in Japan ‘e

2. Not approved in US and Japan but used as Off-label in US Understanding of
(or Japan)for a long time current situation and

3. Not approved and not used in US and Japan but specification of

used/approved in other countries problems
Under development

. Approved in Japan but not approved in US

o B

Circ. J. 2020, 84, 786-/91
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AMEDEZRmIFHAHIRM - HRBRDER

Report from Japanese national grant research
to promote the efficient development of pediatric medical devices

BH#Y : Purpose

INEBREBEHIOBRBIFHRE(CARDEREHRBZFICDOLT

1.
2.

Accelerating global clinical trial of pediatric medical devices
Utilization of real-world data for regulatory use of pediatric medical

devices

7375 : Methods and goals

Investigation of burdens for development of pediatric medical
devices by literature research and hearing survey from the parties

concerned
Proposal for solutions to challenges

fLEE © Results

Principal Investigator:
Dr. Kisaburo Sak_amoto |

Academia g’ BERIC E Rk

® O mumnmszA

lYl B A B EBH /I~
National Center for Child Health and Development
and Japanese pediatricians

Government 'ﬂ'ﬂdﬂ

Collaboration with HBD activities

Burdens ; Universal issues particular to children, Profitability issues for industry

Keywords for raising industry’s motivation;

Enough profit (enough insurance reimbursement), Contribution to society

https://www.amed.qgo.jp/en/index.html




HBD Think Tank Meeting
the meetings! HBD Town Hall Session

e HiY : HBDDEZILK AFKRIDIZEUT. HARZBEICHE
Meeting to share achievements of HBD Activities.

Discussion about the ongoing projects and future direction of
HBD activities among stakeholders.

Anyone can join

@ HBD East 2021

® 20050l (RR) FMENS. INFT5r11EEE
Think Tank meetings have been held more than 10 times since 2005.  pg-.| ‘ B g\
HBD East 2019 - Tokyo - December 2019 oW~
HBD West 2020 -Online - March 2021 ¥ el @ ey
HBD-East Online —Online-January 2022 T g B P

@ CNETCTOHOERINEYVD

Topics have been discussed:--

Rethinking of the New Style of Global Clinical Trial
Heart failure treatment devices, Venus stents, Paclitaxel issue, Critical limb ischemia
Development of pediatric medical devices

Review of SaMD devices

Real world evidence

DN NI NI NI



HBD&EEN CH T D FRDRAR

Challenges for the future
1. fhlEiRRBIOREHIZED UBEBE7 I TZADER

Promotion of early patient access to medical devices by using new regulation system.

2. YZIVD—-IF5>7—% (RWD)DFiEH

Mutual Utilization of the real world data including several registry data.

3. MR BOERIEORE (CRTIZEHRIER

Sharing new topics and medical devices in hew fields.

TR URD S, ERHFRIEEREMEC
> 7 7 BSRVREIEAHIDEZHDERE

\ ) D Let’s continue to discuss for the harmonization
between the US and Japan by taking a real action.

LB EERD—HYE KD EZ DEFEPEREEEHDHBDEENCSHE U T
. Conduct global clinical trial WEZE, BRRLSEOERZRS
using the one protocol in the HBD can be activated by more companies & products
5 )\ XS% US and Japan joining in the collaborative scheme. Further JP-US

regulatory harmonization is expected based on experiences

Device la
J in both sides.



Thank you for listening.
If you have any questions, please contact us.

(mail: hbd.contact@pmda.qgo.jp)
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