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Deciding whether to internationalize the
registry: Japan's academic perspective

Toho University, Ohashi Medical Center
Masato Nakamura
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Agenda

1. My experience of effectively utilizing RWD for daily practice.
« Zilver PTX (2012)

][ post-marketing surveillance
 Paclitaxel individual level meta-analysis(2018)

RWD Registry to expand the indication
or revising IFU

. ALLIANCE Registry (2023)
. ALLIANCE I Registry (2025 on going) }

2. My expectation
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Main areas of application for RWD

So called _
PMS

Single arm
study

Expansion

~ O Long-term safety and/or efficacy evaluation of high-risk implantable medical devices

O Full life cycle clinical evaluation of medical devices used to treat rare diseases

O Post-marketing surveillance studies

O Post-approval surveillance studies

_ O Post-approval device surveillance as a condition of approval.

[ O Use RWD as an external target for clinical trials

O Use RWD to set target values (OPG) for single-arm trials

_ O Support pre-market clinical evaluation of products as a supplement to existing evidence

" O Expand indications or contraindications

indication

_ O Revise product IFU based on RWD
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Main areas of application for RWD

So called
PMS n

Single arm
study

=

Expansion
indication

~ O Long-term safety and/or efficacy evaluation of high-risk implantable medical devices

O Full life cycle clinical evaluation of medical devices used to treat rare diseases
O Post-marketing surveillance studies

O Post-approval surveillance studies

_ O Post-approval device surveillance as a condition of approval.

- O Use RWD as an external target for clinical trials

O Use RWD to set target values (OPG) for single-arm trials

_ O Support pre-market clinical evaluation of products as a supplement to existing evidence
" O Expand indications or contraindications
_ O Revise product IFU based on RWD



y ﬁﬁ“w”’ﬁ

/ PMS of Zilver PTX

First approved and covered by insurance in Japan. (in January 2012)
Initially the use was limited to 95 facilities, with all cases registered.
Data collected as part of the company's PMS with the cooperation of
academic societies. Main focus was the risk of thrombotic event.

The target lesion revascularization (TLR) rate is consistent with clinical
trials)

US expanded the indication of Zilver PTX for ISR based on this sub-
analysis of this PMS

100%K

80% -
91.6%

(Randomized trial)

60% -

40% - 89.5%

(Single-arm study)

20%  91.0%

(Japan PMS)

Freedom from TLR

Zilver PTX Post-Market Surveillance Study ®
of Paclitaxel-Eluting Stents for Treating o
Femoropopliteal Artery Disease in Japan
12-Month Results
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Main areas of application for RWD

So called
PMS

Single arm
study

Expansion
indication

=

=

=

(O Long-term safety and/or efficacy evaluation of high-risk implantable medical devices
O Full life cycle clinical evaluation of medical devices used to treat rare diseases
O Post-marketing surveillance studies
O Post-approval surveillance studies
'O Use RWD as an external target for clinical trials
O Use RWD to set target values (OPG) for single-arm trials
_O Support pre-market clinical evaluation of products as a supplement to existing evidence

'O Expand indications or contraindications

_O Revise product IFU based on RWD
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An Individual-Level Meta-Analysis Using Real-World and
Pivotal Studies on Mortality From the Use of
Paclitaxel-Containing Devices in Japanese
Femoropopliteal Disease Patients

Eligible clinical trial
1. Approved device for SFA

Inclusion
criteria

2. Conducted for Japanese
3' Trial Under GCP or GPSP Masato Nakamura, MD, PhD; Munenori Takata, MDD, PhDD; Hiroyoshi Yokoi, MD:;
4. F/U >1year Takafumi Ueno, MD, PhD; Yuka Suzuki, PhD; Koji Ikeda, PhD; Takuhiro Yamaguchi, PhD
CircJ. 2021,;85:2137-2145
c 1.0
o)
)
3 15 studies of 8 companies were identified by
’é study principle investigators £ 08—
] &
© (=)
— =
Excluded & 06
1 study due to not available in market g
~ 2 studies: cooperation was not available = _ _ _
E E 424 after adjusting for confounding factors
e 6 companies contracted =
* and provided individual patient data of 12 S
& . @
g studies T 02
COOK, BIRD, Terumo, Boston scientific
Medtronic, Cordis
0.0 , |
2 ) 0 265 730 1095 1460 1825
_; % A total of 2581 patients was analyzed Time after Randomization or Index Procedure (Days)
o independently
< Paclitaxel Use Me es

Death is an indisputable hard endpoint, no difference in definitions among trials
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Main areas of application for RWD

So called
PMS

Single arm
study

Expansion
indication

=g
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O Full life cycle clinical evaluation of medical devices used to treat rare diseases
O Post-marketing surveillance studies

O Post-approval surveillance studies

O Use RWD as an external target for clinical trials

O Use RWD to set target values (OPG) for single-arm trials

O Support pre-market clinical evaluation of products as a supplement to existing evidence
O Expand indications or contraindications

O Revise product IFU based on RWD
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Protocoal of ALLIANCE Registry: Prospective multicenter all comer registry

Hypothesis : OPG 7.5% of TLF. 3.0% non-inferiority margin, power of 95%

EXC':*;;“ chitenia ALL COMER PCl with DCB 1817 cases
Enrollment to the other study
Cases not ideal for DCB
IC can not be obtained l l
Stand alone Hybrid Strategy*
‘ *Cases in which DES and DCB were overlapped
for coronary artery lesions or bifurcation lesions
SV Balloon>=3mm
Agent DCB 71.5% of TLF. 6.0% of
450 cases non-inferiority margin

Lesion length of 26 mm or more, and two or
more AGENT DCB devices used

» DCB of 40mm length

BN

Revision of
proper use of
DCB

)

V

SLLIANCE

Registry
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Consultation prior to the ALLIANCE registry

e Research Plan: PMDA Medical Device Review Division I Consultation on the
Necessity of Clinical Trials for Medical Devices (October 11, 2022)

« PMDA Medical Device Investigation and Standards Division, Reliability
Assurance Section Registry Utilization Consultation (March 29, 2023)

« AMED: Selection of clinical research and physician—initiated clinical trials
aiming to commercialize medical devices utilizing existing disease registration
systems (patient registries) (November 2023)




£ W N\l \W‘V
AL S A

JAPAN-US HBD East 2025 Think Tank Meeting

Enrollment was completed in about 6 months.

Enrolled 1824 cases within 6 months e 2

\ L "

o7 sites
Comprehensive data was obtained

g (ST STREF SN et 3mm L _E Agent

® 2024 TomTom © 2024 Zenrin

Detailed full analysis has been completed, deliverables have been provided to Boston Scientific Inc.,
and an application for expanded use was submitted to the PMDA on August 8.




Main areas of application for RWD

So called O Full life cycle clinical evaluation of medical devices used to treat rare diseases
O calle
PMS - O Post-marketing surveillance studies
O Post-approval surveillance studies
_ " O Use RWD as an external target for clinical trials

Single arm
study 71 O Use RWD to set target values (OPG) for single-arm trials

- O Support pre-market clinical evaluation of products as a supplement to existing evidence
Expansion [
indication

_ O Revise product IFU based on RWD
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Same institute as ALLIANCE registry.
Events are adjudicated by the same independent CEC as the Alliance registry.

Alliance registry (56%of HBR ; DAPT duration= 6 M)

DB 170 ceres Alliance short DAPT registry

Y v HBR patients treated by DCB
Stand alone Hybrid |
| 90043
v 1 strategy
SV DCB>=3mm DAPT duration less than 1 month

-

EXpanSion of DCB for Revision regarding
non small vessel proper use of DCB

1 year TLF+BARC 2,3.5

Investigate the safety and efficacy of short-term DAPT in matched subjects.
Verify the non-inferiority of short-term DAPT (within one month)
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We realized that RWD is useful and effective in promoting the appropriate use of
medical device.

The basic effectiveness of medical devices does not vary from country to country.
Indeed, we have a good experience

 FDA : Japanese Zilver PTX PMS to expand the indications for ISR use.

« PMDA : the US TAVI registry to expand the indications for TAV in TAV.

Further utilization of RWD promotes the appropriate use of medical devices and

enhances their value.

« RWD, which is highly reliable, has minimal bias and provides clear results, can be
applied to other countries and may be particularly useful for expanding the
indication.



7 A £ A,

JAPAN-US HBD East 2025 Think Tank Meeting

Enrollment completed in about 6 months, Enroliment has just begun.

comprehensive data was collection
This data will be presented at TCT

JAPAN-US HBD East 2025 Think Tank Meeting
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Protocoal of ALLIANCE Registry Registry
Same institute as ALLIANCE registry.
Hypothesis : OPG 7.5% of TLF, 3.0% non-inferiority margin, power of 95% Events are adjudicated by the same independent CEC as the Alliance exams.
Exclusion criteri g 0 -
S ALLCOMER  PClwith DCB 1817 cases Alliance registry (56%of HBR ; DAPT duration 6 M)
*  Enrollment to the other study . .
I DCB 1794 cases Alliance short DAPT registry
*  IC can not be obtained l l Revision of ! HER d by DCB
f ¥ - patients treated by
stand alone Hybrid Strategy® pmp[e)l;:lllgse ° Stand alone Hybrid 9004
*{Cases iin which DES al:u:l D{'_B\'\fere ulferlupp_ed L Strategy
l for coronary artery lesions or bifurcation lesions SV DCB",‘:\-:Smm DAPT duration IESS than 1 m{mth
= 3 ¥ -
Agent DCB 7.5% of TLF. 6.0% of Expansion of DCB for Revision regarding
450 cases non-inferiority margin non small vessel proper use of DCB
\ Y J 1 year TLF+BARC 2,3,5
Lesion length of 26 mm or more, and two or . DCB of 40mm length ¥
more AGENT DCB devices used Investigate the safety and efficacy of short-term DAPT in matched subjects.

Verify the non-inferiority of short-term DAPT (within one manth)

Support pre-market clinical evaluation of products as a supplement
to existing evidence in every country.
We will cooperate with PMDA to promote the use of RWD
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Further utilization of overseas RWD.
1.  Expansion of indications or OPG of single-arm study

2. Implementation and integration of registries using the same

protocol

3. Simultaneous implementation using the same protocol

4. Other

A step-by-step approach may be a realistic and practical method.

This may be a new type of HBD activity.




Thank you/Questions

Disclaimer

This document was produced by the HBD steering committee. There are no restrictions on the reproduction or use of this document; however, incorporation of
this document, in part or in whole, into another document, or its translation into languages other than English, does not convey or represent an endorsement of
any kind by the HBD steering committee.

Copyright 2025 by the HBD steering committee.
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