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Requirement of Regulation



Considered Requirement of Regulation
Development new product

Considered Requirement of Regulation when it start
Failed If can not satisfied the regulation requirement.
Risk to bankrupts cause of waste money.

Need to agenda to meet the regulation as marketing
strategy when it start



Both of major market has different
system

Most of company want into US and EU market.

Unfortunately both have different way of system

Risk to patient is measurement of classification.
Slightly different to consider a classification.

Evaluated the product which has guidance as their
classification.



FDA Assessment Process



FDA Classes

Class I
ass I
Class III

M)

Decide to Intended use



FDA Classes

FDA U.S. Food and Drug Administration < &%

CENTER FOR DEVICES AND RADIOLOGICAL HEALTH
FDA Home Page | CORH Home Page | Search | A-Z Index

510(k) | Registration & Listing | Adverse Events | PIMA | Classification | CLIA
CFR Title 21 | Advisory Committees | Assembler | Recalls | Guidance | Standards

Search Classification Database Help | Download Files | More About Classification
Device Product Code
Review Panel v | SubmissionType v
Regulation Number Third Party Elligible v
Sort By Device Name (A-Z) +| Device Class v
For full-text 2earch, select Go To Simple Search button
50 +|Records per Report Page [ Go to Simple Search

CORH Heme Page | CORH A-Z Index | Contact CORH | Accessibility | Disclaimer
FDA Home Page | Search FOA Site | FDA A-F Index | Contact FDA | HHS Home Page

Center for Devices and Radiological Health / CDRH



FDA classification

Class I: General controls

General controls

- Registration (FY 2009 Fee: $ 1,851)

- Listing

- Require a 21 CFR 820 or QSR

- Labeling according to 21 CFR 801 or 809
- 510(K) submission (premarket notification)




FDA Classification
Class II: General controls and special controls

Special controls

- Require an additional labeling

- Request to standard and Guidance.
- Premarket surveillance




FDA Classification

Class III: General controls and premarket
approval

Premarket approval (PMA)
-Review the document which is considered
safe and effective



Lower

ysiy Jo uondaxag

Class

FDA classification and guideline

Controls to Demonstrate
Safety & Effectiveness

5100k)?

Prior
Notifications/Certifications

FDA Response Time to
510(k)

Motes & Comments

Ceneral

Manufacturer establishment
registration (51,706 per year)
Listing of devices
Compliance with guality
system reguirements [Title 21
of the U.S. Code of Federal
Regulations (CFR), Part 820
(21 CFR 820 or QSR]]

Labeling in accordance with
21 CFR 801 or 809

Submission of premarket
notification, a 510(k)

Most exempt

MNone

N/A

Quality system must mest
requirements of QSR, but
many in this class exempt
from design control
aspects (Section 820.30)
Compliance with QSR is
self-imposed, but may be
subject to FDA inspection

General and special

General (see above)

Special

Additional labeling
requirements

Conform with mandatory or
voluntary standards or FDA

Yes

£3,404 (51,702
for “small
businesses”)

At least 90 days before
intended introduction of
device to the U.5. market

Within 90 days if approved
as received

If clarification required, 90
days begins again

510(k) submission
discount available to both
U.S. and non-U.S.
companies

FDA reviewers work with
the submitter to avoid
delays
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Higher

FDA classification and guideline

Controls to Demonstrate Prior FDA Response Time to
Class . s510(k)? . . Motes & Comments
safety & Effectiveness Notifications/Certifications 510(k)
guidance documents
+ Requirement to conduct
specified postmarket
surveillance activities
I General and premarket approval  Yes Detailed submission 180 working days from FDA may inspect
(PMA) $185,000 including provision of receipt if approved as manufacturer’s facility for
General (see Class I) (45,250 for clinical data to demonstrate  received compliance with the QSR
“small safety and effectiveness 320 days if additional prior to approval

FrA

» Detailed scientific review
process (carried out by FDA)
of data submitted by the
manufacturer

businesses”)

Fee waived for first
PM& submitted by
a company (if
turnover less than
£30 million)

Planned clinical studies need
to be carried out in
compliance with FDA-
approved protocol

information reguired

Marketing not approved
until acceptable response
to any observed
nonconformities has been
lodged with FDA
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Exemption of requirements of Class I
product

 Many Class I (75%) exempted the 510(k)

e Class [ product which is exempted 510k is
easy to into US

e No certificate and surveillance audit

e Example of exempted 510(k) and GMP

http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfpcd/315.cf
m



http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfpcd/315.cfm�
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfpcd/315.cfm�

Class II and 510(k)

« Aim of 510(k) is approved substantially
equivalent with Predicate

* No special guidance to submit a 510(k)

e Request to 510k:
- Detalls of product
- Substantially equivalent with Predicate



510(k) data

Preparation time of 510(k)

Require a data: Specification of product,
Comparison with Predicate devices, bench
test, Animal and clinical data.

Submission fee: $ 3,693 (FY2009), "small
businesses fee: $ 1,847”

FDA review date : 90 working day



Class III : Pre-market approval (PMA)

Most of Class IIl should be performed the pre-
market approval (PMA).

Reguire a data: Specification of product. IDE
and clinical data.

Submission fee: $200,725 (FY2009), "small
businesses.” $50,181

FDA review: 180 days. Additional request:
320days



FDA Classifciation

Classified as its intended use

Basic model.

Low risk

Low classification



CE/MDD Assessment process
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CE/MDD Class

« Classified by Rule
* FDA has product cord.

e (lassification of CE/MDD
Class I: Lowest risk
Class Ila: Intermediate risk

Class IIb: Higher intermediate risk
Class III: Highest risk



Rules system
 Time(Contact time with patient)
Transient ( Under 60min)
Short term ( Over 60min and less than 30day)
Long term ( Over 30days)

 Invasiveness

e Active devices



Classification Rules

NON INVASIVE DEVICES

Rule 3
Modify biological or chemical
composition of blood, body liquids,
other liguids intended for infusion

Rule 4
In contact with injured
skin (mechanical barrier -
absorb exudates)

Rule 1
Either do not touch
patient or contact
only intact skin

Rule 2
Channelling or
storing for eventual
administration

Class | Class llb Class |

or or

or or

Intended for wounds which
breach dermis and heal

Only filtration,

For use with blood. centrifugation or

May be connected to

other body fluids,
organs, tissues

an active medical
device

Class lla

Class lla

exchange of gas or heat

Class lla

S 14 .

only by secondary intent

Class llb

or

Intended to manage micro-
environment of wound +
others

Class lla
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Classification Rules

Rule &

orifice or sto
(not surgical

Invasive in body

INVASIVE DEVICES

ma
ly)

Surgically invasive
- transientuse

Rule &

ar

Class lla

Transientuse Shortter m Long term Connected to an
use use active medical
device ofClass lla
orhigher
Class Class
lla b
or or
Ifonly in oral Ifonly in oral

cavity, ear canal
ornasal cavity

cavity, ear canal
ornasal cavity

Class

Class
la

Diagnoselcontrol
- defectofheart/

central circulation system

ar

Supply energy/
ionizing radiation

Class |b

Reusable surgical
instrument

Biological effect
-mainly absorhed

Class b

System to
administer medicines

- potentially hazardous

23



Classification Rules

INVASIVE DEVICES

Rule 8
Surgically invasive
Long-term use and
implantable devices

Rule 7
Surgically invasive
Short-term use

or ar
Specifically to Supply To be Biological effect
moniter/correct energy/ placed in or mainly
defect of heart ionlizi_ng teeth absorbed
or central radiation o
circulatory & 1l
system - by e
direct contact
or
or
] ] Undergo
or Biological effect Used in direct chemical change
mainly absorbed contact with heart in body - or
or central administer
circulatory/ medicines (NOT
in teeth)

1}
nervous system

For use in direct
contact with central
nervous system or i

]
Undergo chemical change
in body - or administer
medicines (NOT in teeth)

b
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Classification Rules

ACTIVE DEVICES
ule \ Rule 10 / \
Q\Je theEipIeug'zlc devices ,mde”ce for dmgm% e 11 \

ot ter o | supply energy, for “imaging | Active devices to administer '| Rule 12
\

purpose” monitor vital | remove medicines & other All other active devices
\change energy/ wysmloglcal Procesy substances to or from the body /
lla i ‘_\
ar ar

or
Administer or Inctgrr-lwﬁi;déo When used to monitor If this is in a

exchange Special rule vital processes where potentially

energy in monttor or All devices emitting variations could result hazardous way

potentially _influence ionizing radiation and in immediate danger
hazardous way directly aclass | | " o\ oied monitors in Ilb

llb aCtNE.L medical procedure
therapeutic b
lib device

SPECIAL RULE
All devices emitting
ionizing radiation
and related
monitors in medical
procedure

Hls]
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Classification

SPECIAL RULES

Rules

body

Rule 13
Devices incorporating
integral medicinal
praduct liable to act in
ncillary way on huma

Rule 14
Devices used for
contraception or
prevention of sexually
transmitted diseases

b

If implantable or
long-term invasive

AN

Rule 15
Specific for disinfecting,

cleaning, rinsing devices -
for contact lenses

ar

Far
disinfecting
other
medical
devices
other than
by physical
action

lla

Rule 16
MNon active devices
to record X-ray
diagnostic images

Rule 17
Devices utilizing animal
tissues or derivatives (not
devices in contact only
with intact skin)

Rule 18
Blood Bags




Notified Body(NB)
» Accredited by CE members

e Review and corticated in medical device
Class I Sterile, Class I measurement, Class Ila,

Class IIb, Class III

e When CE marking, NB number(4number)
should be labeled in CE marking



Conformity assessment matrix

Device Classification

MDD Annex | Class | Cs'?ff,' Class lla Class Ilb Class Ill

Il plus Sec 4 v ar

Il minus Sec 4 v or v oor
11 v+ v+
IV v or v or v or v or
v v ar v or v or v
Vi v i v
VI e + v + v

* Sterile or Measuring




Certificate by conformity assessment

- EC Design-Examination Certificate (Annex Il section 4)
- EC Type Examination Certificate (Annex lll)

- Full Quality Assurance System Approval Certificate (Annex Il
section 3)

- EC Verification Certificate (Annex V)

- Production Quality Assurance System Approval Certificate
(Annex V)

- Product Quality Assurance System Approval Certificate (Annex VI)



FDA and CE/MDD QSR
Requirement



Laws or Standards?

_________FfA_____ CE/MDD

(93/42/EEC).

Title 21 of the Code of Federal

Regulations, Part 820 (21 CFR 820), EN ISO 13485:2003, "Medical devices
— Quality management systems —

Quality System Regulation (QSR) or Requirements for regulatory

current Good Manufacturing Practice purposes.”

(cGMP) requirements.
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Sections & Subsections

 QSR: 15 Section

« [SO 13485: 8 Section, Major part 7(Design and
development, Production, Services)

* Requirement of regulation would be optional
or not, according to classification of medical
device



QSR & ISO 13485 Sections

United States: 21 CFR 820

Europe: ENISO 13485

A General Provisions 1 Scope
B Quality System Reguirements 2 Mormative References
C  Design Controls 3 Terms and Definitions
D Document Controls 4  Quality Management System
E Purchasing Controls 3 Management responsibility
F  Identification and Traceability 6 Resource Management
G Production and Process Controls 7 Product Realization
H Acceptance Activities 8 mwepﬁfeerw;wl:t: Analysis and
| Monconforming Product
J  Corrective and Preventive Action
K. Labeling and Packaging Control
L Handling. Storage, Distribution and
Installation
M Hecords
N Servicing
0 Statistical Techniques



QSR (21 CFR 820) 1SO13485:2003

QSR (21 CFR 820)

150 13485:2003

Cwverall approach

Procedure-based, includes 36
requirements for documenting specific
procedures

Process-based, follows 150 9001:2000,

includes 17 requirements for
documenting specific procedures

Management reviews

Must ensure that the QS satisfies the 21
CFR 820 requirements, together with
the manufacturers quality policy and
ohjectives

Includes specific requirements for
management review input and output

Human resources

All personnel must be trained to
adeqguately perfomm their assigned
responsibilities

Company required to detemine
necessary competence for personnel
perfomming work affecting product
gquality {including training necessary to
achieve this competence level) and
effectiveness of the fraining must be
evaluated

Specific quality
records

Manufacturers must establish and
maintain device master record (DMR),
device histary record (DHR), design
history file (DHF)

Requirements for similar files as in the
CI5R, but different terminalogy is used

Cesign transfer

Specific requirement for procedure
documenting transfer from development
to production

Mo specific requirement
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QSR (21 CFR 820) 1SO13485:2003

QSR (21 CFR 2820)

150 13485:2003

Froduct distribution

Records of finished device shipments
must be maintained for all devices

Records of finished device shipments
required only for active implantable
devices. Extent of traceability of other
devices up to the manufacturer

Customer
requirements

Mo specific requirement to meet
anything other than regulatory
requirements

Customer reguirements o be met as
well as regulatory requirements

Risk management

Does not spedfically mention risk
management; however, effective risk
analvsis is expected by FDA as part of
the design process

The output from a risk management
process must be one of the design
inputs

Includes specific requirements related to
the recording and investigation of
complaints; refers also to regulations an

Includes specific requirement for
authorization if a complaint

Complaints : : . .
> Medical Device Reporting (21 CFR 803} | is not followed by corrective andfor
and Reports of Corrections and preventive action
Remaovals (21 CFR 806)
Labeling Includes full set of labeling requirements Mo specific labeling requirements;

covered under process control

FPackaging design and
construction

Includes specific requirements for
packaging design and construction

Mo specific requirements for packaging
design and construction; covered under
design control and process control




Design and Development

_________FfA_____ CE/MDD

Class I exempted. Class I exempted.

-Software and automatic process Options in class IIa, IIb, 1II,
-Tracheobronchial suction catheters  But, Must be included MDD Annex III
-Surgical glove EC-type examination certificate and
-Monitoring device. (ex. Cure and MDD Annex IV EC verification

Inspection or secure to patient)
-Manual radionuclide applicator syste
ms

-Radiological device
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Fulfilled with organization and
regulation

* Organization where is place on FDA and CE
market should be established the QS.

« Should be decided to add the appropriate QS
through a gap analysis, If organization has
expanded a market

e It means one of QS included ISO 13485 and
QSR



Management responsibility

* Require a "quality objective” in QSR1f ISO
13485.

* QSR is required only quality objective

« [SO 13485 is required the quality objective
which is measurable method such as quality

policy appropriatly.



Differences

 Slightly differences has between QSR and ISO
13485.

 Different point of view

« For example, FDA audtor more consider In
process validation than ISO 13485 auditor but
opposite to risk management.



Post-Market Surveillance
Requirement



post-market requirements

e Manufacturer should be performed in post-production

- Activities that appropriated management
according to use of mis-treated medical device.

- Included the prevention action.



Definition

MDR (Medical Device Report): reporting of a
qualifying adverse incident to the US Food and
Drug Administration.

Recall: Used to describe any "removal or
"correction" of devices that do not meet
regulatory requirements.

Correction: Modification, adjustment,
relabeling, destruction, or inspection (including
patient monitoring) of a product without its
physical removal to some other location.

Removal: The physical removal of a device from
its point of use to some other location for
repair, modification, adjustment, relabeling,
destruction, or inspection.

Advisory notice: Communication to customers
advising of the need for post-market action.

Medical Devices Vigilance System: The system
that applies in Europe to both adverse event
reporting and post-market corrective action.

Vigilance report: A report to a European
Competent Authority providing details of an
adverse incident.

FSCA (Field Safety Corrective Action): Any
post-market activity that concerns devices that
have already been sold, in order to reduce a
risk of death or serious deterioration in the
state of health.

FSN (Field Safety Notice): Communication to

customers in relation to a Field Safety
Corrective Action.
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FDA Requirement

e 21 CFR Part 7:
Recalls

e 21 CFR Part 803:
Medical Device Reporting

« 21 CFR Part 806: Medical Devices;
Reports of Corrections and Removals



MDRs (Medical Device Report)

« Demanded the report when it happened as death or is
serious and damages by product which is into US
market

e Submit a Form FDA 3500A

e Refer to
http://www.fda.gov/cdrh/devadvice/351.html



http://www.fda.gov/cdrh/devadvice/351.html�

Recalls

« From market management activity after incidence the medical device of
the United States Recall is simply not only physical recall of the product
in the market also regulation and the re-label ring, includes prosecuting

attorney or a disuse.

e FDA Recall Classification

O

ass
ass |
ass ||

O

O



Recalls
Major of Recall
Warning in public
Vaidation

Medical Device Recalls and Corrections and
Removals
http://www.tda.gov/cdrh/devadvice/51.html



http://www.fda.gov/cdrh/devadvice/51.html�

EU requirement

e Post-market surveillance
* Vigilance system

« MEDDEV 2.12-1 (rev. 5, updated in April 2007)



EU requirement

o List of vigilance contact points within the
National/Competent Authorities

http://ec.europa.eu/enterprise/medical devices/ca/ca vig.htm



http://ec.europa.eu/enterprise/medical_devices/ca/ca_vig.htm�

Thank you

www.aslaitc.com

1tc0432@hanmail.net

1tc0432@asialtc.com
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