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The Beginning of HBD

« HBD has started in 2003. HBD(Z2003FEh B 5 F - 7=,

« At the time, Device Lag was a major issue between Japan and the U.S. (also
raised in MOSS(Market-oriented sector-selective talk)).

It is Caused by gradual development from Europe to the U.S. and to Japan.
LIFIE. BRETIETANA R Z 7 RELRME (MOSStHETH IRE)
FRRIE BN KE-BA] CEENGREICES LD

« At the time, we were hesitant to conduct clinical trials for medical device in
Japan, therefore promoting global clinical trials was much more difficult.

LEFL. EEKR CEBRERBRZED D E AN, BATRKAREZ1TH
DT EICHEEE L TLRR
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HBD Concept

Let's explore ways to tear down (harmonize) the development barriers
between Japan and the U.S. not through table discussions, but through

actual actions.
M EToFEBmTIE A <, %B?%C:ﬁ%ﬂ%@: LA n., HAMBICH 5FEFEDEE
AEYIET (N—FF A X)) FEEESD,

Let's try it By Doing !



HBD Activities

WG1: Implementation of Global Clinical Trials with a single protocol, educational activities (ongoing)
H—70 Ol 2EBRERBEROEKR., #HBEE (ii+)

WG2: Post-Market Registry MR L X MY —

> Establishment of Post-Marketing Registries such as INTERMACS, J-MACS, etc. (Activities
have been suspended since the registries were established.)

INTERMACS, J-MACSZ EDHERFBL S A MY —D#EE (LY X MY —ZBEL -7 F8KIEH)

WG3: Resolving Clinical Trial Infrastructure Issues BERA >~ 7 T OIEEMR R

> Although there are variations among facilities in Japan and the U.S., it was confirmed that
Japanese facilities are not at a low level. (The Issues was confirmed through global clinical
trials and completed.)

HXEDHEHRICEDIEODEEHEHA., BHEROHEZRNL NILABEWRTIZA W & 2HESR
(ERHERIEERIC KL W IESR LIEFRT)

WG4: Regulatory Harmonization  #R#&/EAH0
» Comparative study of GCPs in Japan, the U.S., and Europe GCP® H KD Lt #4% 5
» Japan-U.S. Comparative Evaluation of STED STEDICBEEY % B K LT
(The WG will close by publishing the results in a paper.) (&R ##msxib. 2F&F L TWGIEKT)



HBD WG1 Activities (current status)

> International Clinical Trials: Many cardiovascular POC are currently being conducted,
including two drug-eluting stents.

ERERERR | BHABHA TV F2REBAIZC®, RIE. Z < OERIERTD
POCHEEINTUWLS

(POC)
Combo Stent

CSI (atherectomy device, approved)
TVA

> HBD for Children activity since CRT2017: International harmonization on
cardiovascular devices for children with incurable diseases

HBD for ChildrenA'CRT2017 & ¥V JEE) : EEmO/NEAOEIRZE T /31 RIZDWWT,
EERFEM A B9

Pediatric devices tend to be developed late because the market is small and business is
difficult, so this is a good model case for international cooperative development.
INBTFNRARET =Ty bDVNESL, EVRIADE LW EDSRAEDENDSBTH Y.
EREHERIFERICBITA2LWET LT —XICH S,



HBD WG1 Activities (current status)

> Scientific Sessions: Discussions on hot topics at conferences, etc., to publicize HBD
activities and find out new POC.
VALV T 474y 0yiary: FRETHtG MY ZIZOWTEmEdT 52 & T
HBDEE Z AT 2 & & 612, F7-HPOCZIEY LT,

> SWG activities: Development of guidance, etc. (e.g., Concept of Clinical Trials
regarding CLI)
SWGES) : HA X REDERAEE (CLICET 2ERAABROE X 5%

> Publication of results (in the form of papers)
R DT Gmxt)



Achievements of HBD Activities
Major vascular stents approved in US & Japan (2007-15)

Prod |Cate |Applica|Approv |Applica |Approval in|Device Lag Application |Clinical data
uct gory | tionin|alinJP [tion in|US (Mo.) Lag (Mo.) submitted to
JP Us PMDA**

A CA, 2005.12 | 2007.03. | 2003.06. |2004.03.04 36 30 US study + small
DES |.22 30 19 Japanese study

B CA, 2007.03 | 2008.07. | 2004.04. |2004.09.10 46 35 Foreign®*** study
BMS |.29 04 12

C CA, 2008.03 | 2009.01. | 2006.03. |2008.10.10 3 24 Foreign study
DES |.31 28 08

D CA, 2007.05 | 2009.03. | 2006.11. [2008.02.01 13 6 Foreign study + small
DES |.09 24 20 Japanese study

E CA, |2008.05 |2010.01. [2007.06. |2008.07.02 18 11 US study + Japanese
DES |.29 08 01 study

F CA, |[2010.07 [2011.09.|2010.06. |2011.04.22 5 1 Foreign study
DES |[.14 05 17

G SFA, |2010.07 |2012.01. |2010.06. |2012.11.14 -10 1 MRCT (US, Japan,
DES |.30 24 04 Germany)

H CA, 2011.03 | 2012.02. |{2011.03. [2011.11.22 3 0 MRCT
DES |.15 08 28

| CA, 2011.08 [ 2012.09. |2011.12. (2012.06.01 3 -4 MRCT +Japanese
DES |[.18 06 05 study

J SFA, |2013.12 | 2015.01. | 2014.03. | 2015.05.22 -4 -3 MRCT (US, Japan) +
BMS |.06 14 11 Japanese study

P¢HBD related product



Actual Status of Device Lag without Global Clinical Trials

(FY2019~2022)

[ Objective ] To investigate the status of device lag in recent years.
TEDTNARZ 7T ORRERET 5

[ Methods ]

1. 2019-2022 (FY) for 4 years

2. All new medical devices approved by PMDA and also approved by FDA from
PMDA's Web site (except for partial changes without assessment reports)
PMDA®DWeb Sited V) PI\/IDA’C7¥<;. I N7-FHEERKZ CFDATY
ABIN-2HE (BE ZHRLO—ZIIK <)

3. Calculate the difference of approval dates (U.S. approval date — Japan

approval date) AT B DZE CKEAFRH-BAARH) &

[ Result )
Number of items evaluated 5 B %X

A N 7 S N 77

Without MRCT
With MRCT* 0 1 1 0

*All MRCTs are in the cardiovascular area
MRCT X I R CEIRZFT8E



Actual Status of Device Lag without Global Clinical Trials

[ Result ]

with MRCT [}

0 12 24 36 48 60 72 8 96 108 (Mo)

«  With MRCT, device lag was reduced. MRCTEMEL7=HBEICDWTIE. BBONIZT /NA X T 7 H5EHE
«  Greater variability in not conducted MRCT. MRCTIEEMZBE ICEWLTIE, 5D ETAKE L

* In without MRCT, there are products with short lags, it is believed that the PMDA consultations
were conducted before the application on what data to use and how to construct the logic.

ZUDREWRBICOWTIE, BFFHLILEDLIBT — X TEDL S ICHEBREERZ T HNICDONT
PMDAEFEREL TWz&EZEZ LoD

« While it is preferable to conduct MRCTs, even if it is difficult to conduct MRCTs, it would be useful
to consult with the regulatory authorities before proceeding.

MRCTEREMNLEE L WA, MRCTERHI’EHELZETH, RFOHICHET IR/ EMEKL TED S I EHEH
EEZD
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Achievements (FXERDF & &)

> Proof that global clinical trials can be conducted in the cardiovascular field
(successful case)

BRIFERICE VT, BEHRBRLYERTE S Z & 2R (BRhEH))

> Global Clinical Trials Ensure Reduced Device Lag.
EREHRERERICE Y T/ X7 I HREERITEAD

> Noteworthy: Not only companies that participated in HBD activities
experienced a decrease in application lag.
EFBHRA b D HBDEFNICSHI L =X THRE T VDB - T2h T TlEan

In other words, HBD has made a significant contribution to the generalization of
global clinical trials in Japan's development.

IhHbH, HBDA., BREANDOHEFKICEWT, ERIAREEEmBZ —fiktd 5 2
EICRELERL -

Important Point: To generalize, it is necessary to show best practices; HBD is
making a big difference in society by showing best practices and sharing the
information.

RKEBRA Vb —Abd 51215, BRIIEGZzRT I D wE, HBDIZEIHEA
2R EEHIT, TDFEREHLFIT LI ET, ARICKELREEZH -6 LT




Issues (FR%8)

> Subject Matter XSHRDERE
> Cardiovascular Field 7&I=z3583E!
> Mainly PMA products PMAZL G A H0
> Lack of interest from Small and Medium Enterprises
F/NESE DB L DME L
—\What is the impact on all areas?
SR ADFE(L?

> Global Clinical Trials decrease and Device Lag is not resolved.
FERERDAERITRD. TN R T ZIEBE SN TR L




Expansion into other field

The fundamental concept of HBD's activities HBD®DEEIDIRADZE X

All stakeholders from Japan and the U.S., industry, government, and academia gather to
identify and discuss frankly issues.

Set and execute a POC for the issue. PDCA cycle and make improvements.
AKX, EEFODIANTDODRXT—7HRILZ—PEN, RKEICREZHH L. FHT 5,
RIS LT, POCZHREL TEITT 5, PDCAY A 7 ZE L, HET 5,

(Response Measures)

1. Need to provide information on the concept and achievements of HBD activities
to other field.

HBDEENDZE XA, BMRICOWT, MEEICHIBEREHRT 22 LD nE

2. Consider POC if there are field of interest. (but may not need to be concerned
with incorporating into the current HBD)

BN D HEEAHNIL. POCERETT 5, (Fz72L. SDOHBDICERY AL Z & (C
CEHBZREZAEVAS LNAAEW)

This concept is not limited to the cardiovascular field.

However, individual consideration should be given since there might be different
points depending on the medical department.

CDEZFIE, BERSBEEICE-72Z & TR L,
=72l ZERHNCLY, BER281H2 282 BFE 2, BRMNCKREARE
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Impact on non-PMA

This fundamental concept is also not limited to PMA products.

Isn't there room for consideration of harmonization that includes other than clinical
trials as well?

HBDDEARM A EZ FIE. PMABLRIZIR 7= & TlI ALy,
FE R AEBLUANE SO F-N—TF A IOV TH, BETOSRHIETH D TIEARLA?

Consideration of the need for harmonization other than clinical trials.
Is there any possibility that product evaluation could be considered?

(e.g., To what extent is it necessary to evaluate safety in non-clinical studies before
conducting FIH, and if there are no model animals, is a simulation model (e.g., a
simulation model that can evaluate long-term results) necessary?)

FEARREBUANADN—FF A 2DV TOREME OB

BUREHIIC O W T HIRET TE B RIEEE ISR LA ?

(7= & z2 X, FIHEMRIIC, FEREAABRTE L e 2Tl T 2 0ENH S H. £
FTILEAEWESIEY 2L —YarvETIL (BEHRELME %I 2L —
3 VETIRLE) OHEM)
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Utilize RWD and Conduct Clinical Trials Efficiently

JAPAN

Although the PMDA's review period has been USs
significantly shortened, reimbursement prices are low.
It makes difficult for the company to do business.

The brakes are being applied to the introduction of
foreign products. Medical device development tends to R
proceed behind, especially for pediatric and intractable FDA Promotes Utilization of RWDs.

Although the U.S. market is large,
efficiency of development is an issue.

diseases. KE iﬁﬁ%—%ﬁffﬁﬁ‘kg WH DD, AED
Necessity of development in Japan — to HBD MELIIREE L TH D
PMDAD BB IZAMBICEMEL 2 DD, (RERER(E FDALiRWD@*'J/ﬁﬁHM&L

BAEL, EVRRELTHEHLWKRR
BABGOBAIZTL—FArY 22H 5

IR - MRS AR E L TERESEFHARITEND D
BATCHET 2EHME—-HBDA~ ‘

Future medical device development is a development strategy with a perspective of global expansion
SEOEERERFAE L. BRERZ BIEZ 7-FREEK

Promoting the Medical Device Development in Japan HA®D EEEZEFHFEDO{(ERE

Efficient Development (efficient clinical trials) FAFEDEhE, (BGREAEE D XHEAL)

Infrastructure to maximize the use of RWD and other resources for development

RWD7% &% s ARRBIFEICHI A T E 2L H

There are many things that can be done with HBD.



Avoiding Japan Passing, Device Loss

HBD has contributed to eliminating device lag through all stakeholders' efforts for
almost 20 years.
Currently, Japan Passing and Device Loss are issues that need to be resolved.

We expect that we will get through these issues with HBD as well.

HBDIx. ¥20FEEDEREBEOENICLY ., TNNARZ T OEBICEBIL TE 7,
IR7E. Japan Passing. Device Loss& W) BRI NEBEAE L TWL 5,
RBEICEFWNTH, HBDTEY R Z LIETE S EHEFT 5,

Harmonization by Doing
Harmonization by Data

Harmonization by Drinking
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