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Who are subject to QSR Inspection

Manufacturer (21 CFR 807.3(d))

“Manufacturer, preparation, propagating, compounding, assembly, or
processing” of a device means the making by chemical, physical,
biological, or other procedures of any article that meets the definition'of a
device in section 201 (h) of the Act. These terms including the following
activities:
1/ Repackaging or otherwise changing the container, wrapper, or labeling of
any device packaging in furtherance of the distribution of the device from

the original place of manufacture to the person who makes final delivery of
sale to the ultimate consumer;

2/ Distribution of domestic or imported devices; or

3/ Initiating of specifications for devices that are manufactured by a second
party for subsequent commercial distribution by the person initiating
specifications.



Who are subject to QSR Inspection

Re-manufacturer (21 CFR 820.3(w))

Is any person who processes, conditions, renovates, repackages, restores, or does - |
any other act to a finished device that changes the finished device’s performance ar
safety specifications or intended use. Re-manufacturers are considered |

manufacturers.

Custom device manufacturers (FD&C Act Sectign
520(b)) |

Customer device is exempt from 510(k) and PMA, not exempt from GMP
requirements.

Contract Manufacturers

A person that manufactures a finished device under the terms of a contract with
another manufacturer. Contract manufacturer shall comply with applicable
requirements of GMP and shall register their establishment with FDA.



Who are subject to QSR Inspection

Re-packagers, Re-labelers and Specification
Developers

1. Re-packaging and re-labeling of a device and specification
development are defined as manufacturing in 21 CFR 820.3(0)
and 21 CFR Part 807, Establishment Registration and Deyice
Listing for Manufacturing of Devices.

2. Package and/or label previously manufactured finished devices ar
accessories; |

3. Receive finished devices in bulk (e.g. surgical tubing, syringes,
media, etc.) and re-packs them into individual packages and-label
them;

4. Recelve previously manufactured devices that have been packaged
and labeled by another manufacturer, and combine them into a kit
with other un-packaged devices which are received in bulk.



Who are subject to QSR Inspection

Manufacturers of Accessories

— When finished device manufacturers produce components specifically
for use in medical devices they produce, whether in the same building
or another location, such production of components is considered: part
of the device manufacturing operations, and the production should
comply with the QS regulation.

— Such as hemodialysis tubing, major diagnostic x-ray components.

Initial distributors of imported devices

— An initial imported (or initial distributor) takes first title to the/devices
Imported into the US and further distributes the product. With'regard
to GMP, this initial distributor is responsible for maintaining
compliant files and general record keeping requirements.

— Complaint files and MDR.



FDA Inspection Priorities

Priority A
Manufacturers of High Risk and Class Il Devices

1. Manufacturers that have never been inspected,

2. OALI follow-up inspections

3. Manufacturers that received their last inspection mare than
two years ago and manufacturers for which there 1s/an
outstanding routine priority assignment.

2. Any other manufacturer of high risk or Class 111 deviee

5. Establishments that are only specification developers or re-
packagers / re-labelers



FDA Inspection Priorities

Priority B
Manufacturers of Class Il and Class | Devices

i
2.
f

10.

Manufacturers of Class Il devices that have never been inspected,;
OAI follow-up inspections of manufacturers of Class or | devices;

Manufacturers of Class Il or | devices that never conducted more than 2 year
recalls in the last 12 months;

Manufacturers of Class Il or | devices that have recently experienced an
Increase in MDR reports;

Manufacturers of Class Il devices that never received 510(k) clearance
notification(s) within the last 2 years;

Any other manufacturers of Class Il devices;

Establishments that are only Class Il specification developers or re-packers /
re-labelers;

Manufacturers of Class | devices that have never been inspected,;
Manufacturers of Class | sterile devices;
Any other manufacturers of Class I devices.



FDA Inspection Policies

» QS/GMP Pre-Clearance Inspection for Class I1l PMA and Class/i1]
510(k) Pre-amendment Devices

— Level 2 QSIT
— May cover all devices made by the inspected firm

<+ Initial Inspections

— Newly registered and listed firms should receive a Level 2 QSIT
Inspection as soon as possible after manufacturing operations cammence.

— Generally, firms that manufacturers Class Il device and devices listed as
High Risk Devices should be inspected within 6 months and firms that
manufacture all other Class Il devices within 12 months;

— For a manufacturer of only Class I, QS/GMP exempt devices the
investigator will review the firm’s complaint handling systemand MDR
practices;

— Except for cause, any firms that manufactures only Class | QS/GMP
exempt devices will not be inspected.



FDA Inspection Policies

Routine Inspections

— ldeally, firms that manufacturers devices listed as High Risk Devices
and 80% of other Class Il devices manufacturers will receive an
Level 2 QSIT inspection once within 2 years;

— After the first 2 years, the non-violative manufacturers should receive
less intensive Level 1 QSIT inspections.

Class | Device Manufacturers

— All Class I devices, including those exempt from most of the QSR
requirements, must comply with the compliant file requirements as
well as reporting requirements of the MDR regulation;

— Class I manufacturers should receive lowest inspectional priority
unless addressed by a special assignment or a health hazard is
apparent.

Follow-up Inspections

— A level 3 QSIT inspection will be initiated after a warning letter is
Issued.



Investigation Trends
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FDA Compliance Program -

<« CP 7382.845 Inspection of Medical Devme | ]
Manufacturers E 3N
— PAC 82845B Baseline QS inspection

— PAC 81011 Medical Device Reporting
— PAC 81845T Medical Device Tracking 7. |
— PAC 81845R Corrections & Removals |- . 144 |
— PAC 82845S Sterilization Controls Bt A
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= Code of Federal Regulations, Title 21 (21 CFR). | |

L]

— Part 820 Quality System Regulation | :
— Part 803 Medical Device Reporting /1
— Part 806 Device Corrections and Removals. 1 |
— Part 821 Medical Device Tracking | ' \{
— Part 11 Electronic Records & Signature . f |




Investigations Operations Manual (IOI\/f) '. 1

Chapter 5 — Section 550 — Devices T 4

FDA Compliance Policy Guides (CPCB) {2

— Chapter 3 - Devices ]

E

Chapter 10 — Section 1025 - Devices /1~ /i
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- Guideline on General Principles of Process Validation, FDA May
1987 {9 f

- Global Harmonization Task Force (GHTF) Process Validatifbn
Guidance !

» General Principles of Software Validation, FDA, June 1997 (draft)

» Medical Device Quality Systems Manual; A Small Entlty
Compliance Guide, FDA, 1997

» The FDA and Worldwide Quality System Requwements
Guidebook for Medical Devices, 1997

« Do It By Design: An Introduction to Human Factors in I\/Iedlcal
Devices, FDA, 1996

|
]
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= FDA recognized Standards (1SO, IEC, j “1 [
AAMI, ANSI, ASTM, IEEE, AOAC, eté) i 1

— www.fda.gov/cdrh/databases.html H /’f
: [l _‘y‘ |

f | 4 }
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http://www.fda.gov/cdrh/databases.html
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= Know the reason for the assignment (Compliance|
Program, Complaints / MDR’s, Special Requeg’ts) L)

+ Review the firm’s previous Establishment
Inspection Reports

+ Study the previous FDA-483

» Review correspondence, including the firm’s|
response to the last inspection or Warning Letter

+ Make plans to verify any promised corrective
action

1 |

|
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+ Review FDA databases _
— MDR’s j?ﬁ

e WWW.accessdata.fda. qov/scrlpts/cdrh/cfdocs/cfmdr/searclzf cfm l

— PMA’s w H-

e Www.accessdata.fda. qov/scrlpts/cdrh/cfdocs/cfpma/pmé efm / u
| f
— 510(K)’s ] |
e Www.accessdata.fda. qov/scrlpts/cdrh/cfdocs/cfpmn/pmn bfm

— Device Classification (product code) ;’ | /|
e Www.accessdata.fda. qov/scrlpts/cdrh/cfdocs/cfpcd/claSS|f|cation

— Registration
o www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfrl/reqgistration

| 4/


http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfmdr/search.cfm
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfpma/pma.cfm
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfpmn/pmn.cfm
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfpcd/classification
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfrl/registration
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+ Class Il Devices (highest risk)

« Class Il Devices

+ Class | Devices (lowest risk)

<+ Sterile or Non-Sterile

+» Automated Processes (validation)
+» What was covered last inspection?
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+ Telephone the firm to confirm the inspection date
and time

+ Request copies of the firm’s Quality Policy, high
level Quality Systems Procedure, Quality Manual
and Quality Plan (the firm iIs not required to
supply these documents) for review before the
Inspection

+ Also ask for labeling and any other publicly
available literature about their medical devices
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<+ Follow CP 7382.845 Inspection of Medical
Device Manufacturers. Use the “top-down”
approach. Review the 4 major sub-systems

— Management Control

— Corrective and Preventive Actions (CAPA)
« Medical Device Reporting
 Corrections and Removals
e Medical Device Tracking

— Design Controls
— Production and Process Controls (P&PC)
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« Basic Forms: FDA-483. FDA-484 il

<« Compliance Programs, notebook, the Cqﬁie ‘hf \
of Federal Regulations, camera, guidange kY

o

documents, etc. /] fﬁ

Lo
<« Anything that Is necessary to help com'p(l|e§é I [ 4
the assignment (flashlight, ruler, staplelf, ] \{ !

/ \
\

post-its, sampling plan, etc.) 27 3

|
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+ FDA Inspection of Medical Device Manufacturers
(Investigation Operation Manual 7382.845)

Types of Operation

Programs

» Foreign inspection

» Domestic Inspection

» Domestic Investigation
» Field examination/Test
» Sample analysis

» Sample collection

Quality system inspection
For cause inspection s
Medical Device Rep J o &
Tracking 143
Corrections and Rema ab
Sterilization inspection £

s
=

**. For cause investigation are generally more in-depth than the QSIT approach. These nispectipns-. ":' ‘
should be directed toward finding the quality problem, tracking the root cause and assuring, **
that appropriate corrective and preventive actions are initiated. For cause inspections are most .

often initiated as a result of a serious health risk, which was brought to the attention of FDA. s,



FDA Quality System Inspection Technique

(QSIT)

Reports of Corrections
and Removals

Medical Device
Reporting Corrective and Preventive
Actions (CAPA)

Medical Device
Tracking

Production & : N
Process Controls - fob
k

¥

Sterilization Process

Management
Controls

Design Controls Controls

Material Controls Facility and :
Equipment Controls {
Record / Document /

Change Controls




FDA Quality System Inspection Technique

(QSIT)

Inspection level Reason for Inspection QSIT Subsystems Inspectéd
1 Abbreviated CAPA plus one subsystem |
2 Baseline (Comprehensive) Management Controls, Design

Controls, Facility and Equipment / |
Controls, CAPA

3 Compliance Follow-up After Warning Letter ' | :

Foreign Inspections should cover registration and listing
requirements



subsystems have been implemented
effectively.

)
fo\
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QSIT 2/ 72m% l/(

<+ Focus on evaluating whether the QS and

b l
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+ Top down approach vs. bottomup &/} /|
— Top down: System / ~. .%! y i\fff-ﬂ
— Bottom up: Nonconforming Event ‘ 13 )



+ Quality System Regulation

N 1. Corrective and Preventive Actions
|

1— 2. Design Controls

|
— 3. Production and Process Controls

— 5. Records/Document/Change Controls
— 6. Material Controls, and

— 7. Facility and Equipment Controls
+ Medical Device Report Regulation




Design Controls 21 CFR 820.30

« General:

1. Each manufacturer of any class Il or Il device, and the class | |
devices listed in paragraph (a)(2) of this section, shall establish and
maintain procedures to control the design of the device in order to *_ g’
ensure that specified design requirements are met. /1 || 4

2. The following class | devices are subject to design controls: | \f

i.  Devices automated with computer software; and .- I
il.  The devices listed in the following chart. '

Section Device

868.6810 W —-mmmmmmmmmmeeeeeee Catheter, Tracheobronchial Suction,
878.4460 @ ------mmemeemeeeeeeee- Glove, Surgeon’s

880.6760 W ~mmmemmmmmmmeeeeeeeeo Restraint, Protective

892.5650 @ —--memmmmemmeeeeeeeeee System, Applicator, Radionuclide, Manual

892.5740 - Source, Radionuclide Teletherapy,
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Obtaining information on GMP requirements;

Determining the appropriate quality system needed to control the deS|gn

production and distribution of the proposed device;
Designing products and processes;

Training employees;

Purchasing and installing processing equipments;

Drafting the device master records;

Procuring components and materials;

Producing devices;

Evaluating finished devices;

Packaging devices;

Distributing devices;

Processing complaints and analyzing service and repair data;
Servicing devices;

Auditing and correcting deficiencies in the quality system; and
Preparing for an FDA inspection.

[
J
J




Prepare for FDA Inspection

« 3R FDA #&) 1840, ffahd) m2En] (Type or Level ) - &
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« oI RERE SR B, 1l 852 Level 1, QSIT &) [

CAPA + 1 subsystem

o CHTHETENHR) R, IEAEHE PMA/BL0(K), EALERE SRR

Fi ] e =252 Level 2 QSIT 5§ Follow-up 7] : CAPA + Design
Controls + Management Controls+Product and Process Controls. /

» FDA &) A\ K # W £& Medical Device Reporting (MDR)

data (MAUDE), Registration and Listing data, 5109k) and PMA
summary data (OSCAR) & N #E TR, HI4ESRF R iFfR 22,

« T3t FDA & RANE, FD&C Act FLE 2 HAE—IRE) Al

f1% U5 —2F (David Feigal, CDRH). [t FDA Hifl474) 4
2114 cherry picking.



« {5 PR HE T T A
« A HE
% %j?nn)ﬁ"iiﬁi
« BRR L]




s LT

« B PTA R 5l sk Establish and Maintain = Establish + Define

+ Document + Complete + Implement

o M ORAF ML N SR T35 SOP (or QSP)

- SRR ERAE R — 5 P, (HE A R, Bl Rt
SRR R AL S NG, DMEE) 1ENIRA ZE4T

— Device master records

— Standard operation procedures

— Medical device reports

— Donor screening (if applicable)

— Design history files

— Process Validation

— CAPA

— Device history records
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« [ EHE EHRE
» TEZHPRE Form 483 Notice of

Inspectional Observations

- NAI: No action indicated
- VAI: Violative action indicated
- OAI: Official action indicated
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Thank you very much !!
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