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Preduction and shipment value of MDs

« Preduction
- Damestic USD 13.1b (JPY 1,572b) 60.8%
- Import USD 8.4b (JPY 1,012b) 39.2%

« Shipment
- Domestic USD-17.2b (JPY 2,070b)
- Export USD 3.9b (JPY 474Db)

Ref. Statistics on Production by Pharmaceutical and Medical Device Industry
(Economic Affairs Division, MHLW) (3= T 4 EERHKEITFR)



Production values classified MDs

others
(USD 0.99b,

0,
ophthalmic and related dewces %)

(0.61b, 5%)

dlaqnostlc imaging systems
dental materials

(USD 3.06b, 23%)
(0.70b, 5%)
medical specimen testing
devices (0.79, 6%)

surqical instruments and

supplies
(2.08b, 16%)

X-ray imaging related
apparatus (0.82b, 6%)
Medical devices household use /

o
(1.23b, 9%) Bio-function substitute/assistive

devices, artificial organs
Blo-phenomena (1.41b, 11%)

monitoring/testing devices
(1.41b, 11%)

Total: USD 13.1b (JPY 1,572b)




Number of manufacturers
Py production scale

JPY 500m - 1billion/m
(USD 42m-83m)

JPY100m - 500m/m

JPY 1billion (USD 83m) ) (USD 8m — 42m)
o] § mcz)ge({;r)lonth \ / 113 (6%)
(o}
JPY 50m - 100m/m

' f—i (usgri 4(1m/ 8m)
5%

JPY 10m - 50m/m

(USD 830t,000-4m)
JPY 10m (USD 830,000 259 (15%)
or less/m
1276 (72%)

Top 3 classes contribute 90% of total domestic production
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Classification of Medical Devices

GHTE Classification

PAL classification

Category Pre-market Japanese MD
regulation Nomenclature
Class, [ extremely/ low “General MDs” Self 1,195
A\ risk (Class I) declaration
X-Ray film
Class | low risk “Controlled Third party 1,785
B MRI, digestive MDs” Certification
catheters (class 11)
Class | medium risk T
C artificial bones, “Specially Minister’s
dialyzer. Controlled Approva|
MDs”
Class | high risk (class 111 & IV) 375
D pacemaker, artificial

heart values




Japanese Medical Devices Nomenclature
(JMDN) and MD classification

« Each MD has to fall under generic nomenclature (JMDN).
JMDN is based on GMDN.

» Ministerial Notification #298 (July 20, 2004) shows lists
of JMDN and their classification. Classification rule is
based on GHTF document (SG1-N15:2006).

(see also DG-PFSB Notification #0720022, July 20, 2004)

Example:

(JMDN) lumbar puncture Kit, single use
(class) class Il *

* GHTF Classification Rule 6.
All surgically invasive devices intended for transient use are in Class B




Prerequisites to bring MDs into
the Japanese Market

] Minister's Approval (syonin & (Art.14)

[ Flicelie: or Certification (ninsyo Z8&H (Art.23-2)

[ Compan License for Marketing Authorization
PaY 1 Holder (Seizohanbai-gyo-kyoka FE RS EF A (Art.12)

) (Art. 13)

or Status as Recognized Foreign Manufacturer
(gaikoku seizo-qyosya nintel It FREFEEFE) (Art. 13-3)

[ License for Manufacturer (seizo-gyo-kyoka #&E5Fa
Plant




Authorities of MD regulation

PMDA

Approval review

PMSH ﬁ Minister MHLW

— Jurisdiction over PAL Regional
Accreditation p Bureaus
/
4
Certification /// Local Governments
Bodies //
/ —
Vi MAH’s License
Certification Approval Manufacturer’s Manufacturer’s
7 License License
% Marketing
Authorization
Product Product Holder Manufacturer
(Class 1) = (Class 1Il1,1V)*~ (MAH)
Manufacturer

(Specified Biological Product etc.)



MELCW H@rand Regionall Bureau of
Health and Welfare (RBHW)

« MHLW has 7 regional bureaus

The Minister delegates part of

his/her authority under the PAL o

to DGS, off REHW. .

For example, license for a manufacturer o %

whichi produces MD regarded as a Specified ?

Biological Products or radiological 2 .

pharmaceuticals Is issued by the DG of
RBHW



Pre-market regulation on products

Classes | Risk-based Technical Type of Review QMS
Classification Stds. for regulation
Certification
Class Il | Extremely Self- \\g
Low Risk declaration | (report to PMDA) * Saine

exception

Class |Low Risk Technical Stds.| 3rd. Party | Registered N
I Certification | Certification

Body
No Technical il
Stds. Minister’s | PMDA |z
Class | Medium Approval and a
Il Risk MHLW g

Class | High Risk
Y/




Third-party Certification system
INn Japanese MD regulation

A Certification issued by a registered certification body is
required for Class Il MD and IVDD which have technical
standards for certification before their marketing.

(1) Application Certification

Bodies registered with

On-site {Aspacldedy and/or
document review

Manufacturer ' - checking the conformity to technical

(4) Follow-up Inspection  q;.qards for certification, the

Essential Principles and quality
assurance standard (Based on I1SO

13485)
MHLW ==

(3) Certified product
report

Applicant
(MAH) (2) Certification



Registered certification body

« 14 private organizations.
http://www.jaame.or.jp/jyusho/ninjyu_eng.html

« Compliance with ISO/IEC guide 62 and guide 65
 Independent from MAH and manufacturer

¢« Scope of certification service varies from the
bodies.



Outline of Approval Review Process

uApplicatioﬂ

‘ PMDA MHLW
Conformity Check Advisory body
(GCP, GMP etc.)
+
Approval Review Consultation TlAdvice
% Minister
Outcome of
Assessment l

PMDA: Pharmaceuticals and Medical Devices Agency Approval
MHLW: Ministry of Health, Labour and Welfare

PAFSC: Pharmaceutical Affairs and Food Safety Council



What is PMDA? 1@

« Pharmaceutical and Medical Device Agency
(PMDA) was established in 2004 as an
Independent agency in Japanese administration.

« PMDA has 3 major tasks
- Reliefi system for sufferers from ADR
- Approval review and related operations

- Post-marketing safety measures in
cooperation with MHLW.




(BEYA)r Outline off Pest=MVarketing Safety Measure

I |
]
M Report from - Report from Hospital
Company - Information from RA, WHO

- Academic Journals

—

PMDA ‘ > ) MHLW

Interview with company - Grasp all information
+
Data collection, analysis, - Extract significant info.

evaluation
- Planning for safety

measure N

Report *

RA: Regulatory Authority



Clinical data

In principle, clinical data is required for
Class IV approval review

In principle, clinical data is required only

Class || In cases which listed in the Notification*

(* Notification #0216001 of Director of Office of
Medical Device Evaluation, Feb. 16, 2005)

Clinical data may be required for

Class Il approval review

Note: Even in those cases shown above, clinical data is not
required if the MD is a me too MD or a MD which has
applicable approval standards.



License and requirements for MAH

License for MAH (Art.12)

- The license for MAH is required to market MDs In
Japan according to the classification of MDs which the
company deals.

- The authority of the Minister to issue a MAH license Is
delegated to the Heads of Prefectures. (Art.81)

- Licenses are valid for 5 years, renewable.

Classification of MD Type of license needed
Highly controlled (class Ill, IV) Type 1 MAH license
Controlled (class 1) Type 2 MAH license
General (class ) Type 3 MAH license




License and reguirements for MAH
(Cont.)

Requirements for MAH ( Art.12-2 )

- To comply with the standards of guality control

of a medical device in the application. (Good Quality
Practice; GQP)

- To comply with the standards of post-marketing
safety management of a medical device in the
application. (Good Vigilance Practice; GVP)

GQP includes standards concerning GVP includes standards concerning
-Shipping control -Organization and staffs engaged in PMSM
-Supervision of manufacturer -Collection of safety information

-Handling of defective products etc. -Internal audit etc.

MAH has full responsibility for its
products placed in the market




Typical Corporate Organization of a MAH

| wman |

MAH HQ
Marketing
Responsible for Supervisor- Responsible for
quality assurance General safety measures
Quality Assurance
Management at
anufacFurer Manufacturing Site Supervisor
Supervisor
Manufacturing Quality @ @
Section Management
Section

Manufacturer MAH Branch



For companies outside Japan

Approval given to foreign company (Art.19-2)
- A foreign company, not a Japan branch, can directly
obtain the Minister’s approval to place its product in the

Japanese market. It shall appoint a MAH in Japan as a legal
representative (“Designated MAH”).

- Not the foreign company (foreign approval holder) itself
but the Designated MAH can sell the products in Japan.

- If the foreign approval holder has changed the Designated
MAH, it shall notify the Minister of the change within 30
days through the Head of the Prefecture.



icense for Manufacturer

License for Manufacturer (Art.13)

- The authority of the Minister to issue a Manufacturer
license Is delegated to the Heads of Prefectures and
the Heads of Regional Bureau of Health and Welfare.
(Art.81 and 81-4)

- Licenses are valid for 5 years, renewable.

category operation authority
“General” 1) All/Part of processes of manufacturing and
guality management for general MDs Head of Prefecture
“Biological” 2) All/Part of processes of manufacturing and
quality management for MDs designated Dby the | eycept for manufactures of
Minister (eg. Biological product) Specific Biological Products
" TR i etc. Their licenses are issued
Sterilization 3) Sterilizing process other than 1) and 2) by Head of RBHW)
“Packaging 4) Only packaging, labeling and storage
etc.”




Eor plant euitside Japan

Accreditation of Foreign Manufacturer (Art.13-3)
- The Minister can give a foreign plant the Accreditation
of Foreign Manufacturer. Four categories of the

Accreditation, same as the License for Manufacturers,
are valid for 5 years, renewable.

- Application for the Accreditation should be submitted
to the PMDA.

(PMDA website)
http://www.pmda.go.jp/english/operations/pdf/application.pdf
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Authorities of MD regulation

PMDA

Approval review

PMSH ﬁ Minister MHLW

— Jurisdiction over PAL Regional
Accreditation p Bureaus
/
4
Certification /// Local Governments
Bodies //
/ —
Vi MAH’s License
Certification Approval Manufacturer’s Manufacturer’s
7 License License
% Marketing
Authorization
Product Product Holder Manufacturer
(Class 1) = (Class 1Il1,1V)*~ (MAH)
Manufacturer

(Specified Biological Product etc.)



Ministry of Health, Labour and
Welfare (MHLW)

« Ministry of Health,
Labour and Welfare
(MHIEW) holds jurisdiction
over the Pharmaceutical
Affairs Law. The Minister Is
supported by
Pharmaceutical and Food
Safety Bureau (PFSB) of
the Ministry.




Organization Chart of MHLW and PESB

Vice-ministers

The Minister

Minister’'s Secretariat

Advisory councils

including Pharmaceutical Affairs and
Food Safety Council (PAFSC)

11 other DGs Regional
and Bureaus

Bureaus

National Institutions
including National Institute of

Infectious Disease (NIID), National

Councillor
for Pharmaceutical Affairs

Director-General

for Pharmaceutical and

Food Safety Bureau

Institution of Health Science (NIHS)

DG for Dept.
of Food Safety

General
Affairs

Safety
(Post-Marketing)

Licensing
and
Evaluation

Compliance Blood &
and Blood
Narcotics Products

— Office for ADR suffering

Office for Info. Disclosure

Office for
Chemical Safety

5 Divisions are in PFSB

Office of Medical

Device Evaluation



MHBELW and! Local Governmenits

« Along with MHLW, local governments bear a
responsibility of iImplementation of PAL.

(€g.) licensing for pharmacies, wholesalers, drug sellers or
device sellers, law enforcement and inspection.

* The Minister delegates part of his/her
authority under the PAL to the heads of local
governments.

For example, license for MAH or license for manufacturer is

Issued by the head of prefecture with some ex_ce[)tlon (eg.
License for a manufacturer of Specified Biological Product).



Ministry

(BEYADr Hierarchy of legisiation

Diet

Cabinet

Minister

DG of Bureau

Director of Division/
Office

Pharmaceutical

Law (houritsu 3:7) Affairs Law

Cabinet Ordinance (seirei H%®)

Ministerial Ordinance (syorei &%)
Ministerial Notification (kokuji &)

Notification (tsuchi & HI)

(Notification which shows an interpretation by the
Ministry of higher legislation could have compelling
force.)



Key: pharmaceutical legisiation

Law

Cabinet Ordinance

Ministerial Ordinance

Ministerial Notification

Notification

Pharmaceutical Affairs Law: (PAL, 1960)

Cabinet Ordinance on PAL, 1961
Cabinet Ordinance on PAFSC, 2000

Ministerial Ordinance on PAL, 1961

GCP for pharmaceuticals, 1997

Good Vigilance Practice (GVP), 2004
Good Quality Practice (GQP), 2004 etc.

Standards of pharmaceuticals (eg. JP)
Certification standards for class B devices
Classification of medical devices

List of orphan designation etc.

Information on application procedures
Guidelines for clinical evaluation etc.



(BEYA)r Numbenng rule of Notifications
(firom 2002)

Example:

“Notification on establishment of the Approval
Standards for Implantable Cardiac Pacemaker

etc.”
(Notification of DG-PFSB ( EEEmBEREA ) #0302004,
2"d of March, 2007)

#0302 004

M MDD #

It means that it is 4" Notification issued by the DG on March 2.
-~ Information on publication year is needed to specify the Notification.

* In this case, “etc.” means pacemaker leads, pacemaker adapter.



Thank you!

Hiroshi YAGINUMA
Office of Medical Device Evaluation,
MHLW, Japan
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