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IMPLEMENTATIONPRIVATE 

A.
OBJECTIVES

QUALITY SYSTEM/GMP REGULATION

1. 
To identify domestic and foreign manufacturers who are not in compliance with the Quality System regulation. To bring such manufacturers into compliance through voluntary, administrative and/or regulatory means, as appropriate.

MEDICAL DEVICE REPORTING REGULATION


2.
To identify manufacturers and importers who are not reporting information to FDA in compliance with the Medical Device Reporting (MDR) regulation.  To bring such firms into compliance through voluntary, administrative and/or regulatory means, as appropriate.
MEDICAL DEVICE TRACKING REGULATION

3. To identify manufacturers and importers who are not in compliance with the Medical Device Tracking regulation. To bring such firms into compliance through voluntary, administrative and/or regulatory means, as appropriate.

CORRECTIONS AND REMOVALS REGULATION

4. To identify manufacturers and distributors who are not in compliance with the Corrections and Removals (CAR) regulation.  To bring such firms into compliance through voluntary, administrative and/or regulatory means, as appropriate.

 REGISTRATION AND LISTING REGULATION

5. To identify firms who are not in compliance with the Registration and Listing regulation. To bring such firms into compliance through voluntary, administrative and/or regulatory means, as appropriate. 

B.
PROGRAM MANAGEMENT INSTRUCTIONS
1.
The following guidelines are suggested for implementing this compliance program

a. This compliance program is to be used to conduct Compliance Status Information System (COMSTAT) inspections of devices when directed by HFC-240.  This program is in accordance with the current COMSTAT Manual and to obtain data for COMSTAT profiles and/or updates during regularly scheduled QS/GMP inspections.

b. Many large firms have several manufacturing facilities located in more than one district. These firms often have a research and development (R&D) center or corporate design facility, which services several manufacturing facilities.  Upon completing an inspection of an R&D center or corporate design facility, districts should send copies of the inspection report to the home districts of the firms' manufacturing facilities.  Unless additional information must be obtained from the manufacturing facility, the home district of the manufacturing facility will not need to conduct a routine design control assessment if an inspection of the R&D center or corporate design facility was conducted within the previous two years. If an inspection of the R&D center or corporate design facility has not been conducted within the previous two years, the home district of the manufacturing facility should issue an assignment to the home district of the R&D center or corporate design facility requesting a design control inspection.  The above guidance is NOT applicable to Pre-Approval inspections.

Many large firms also have design facilities located in sites that were previously not required to register.  Such establishments should be advised of their registration obligation by the district and assigned a Firm Establishment Identifier (FEI) number.

c.
Sterilization of medical devices, a process formerly covered under separate compliance programs (7382.830A and 7382.830B) to the QS/GMP compliance program is no longer covered under separate circulars.  Sterilization is now covered as a part of the QSIT inspection under this compliance program.  Guidance provided in the QSIT Guide is to be followed when inspecting sterilization processes for the following types of facilities:


- 
device manufacturers that sterilize their own product;


-
device manufacturers that use contract sterilizers; and,


-
contract sterilizers.

d. Medical Devices related to AIDS diagnosis and screening, blood banking, blood screening and/or human blood processing will be inspected under this compliance program.  For guidance, see the Intercenter Agreement between the Center for Biologics Evaluation and Research, and the Center for Devices and Radiological Health, dated October 31, 1991.  The Biologics and Devices Intercenter Agreement can be found at the following web site:
http://www.fda.gov/oc/ombudsman/bio-dev.htm.

2.
Scheduling Inspections of Medical Device Manufacturers


a. Priorities for QS/GMP Inspections
The Field Workplan for Inspection of Medical Device Manufacturers provides for inspection of half of each inventory of high risk devices and 40 percent of manufacturers of Class III devices.  Most of the districts also have resources planned for inspections of Class II and I devices.

NOTE: High Risk Devices are Class III and Class II devices that are life-sustaining/life-supporting devices or significant risk devices, as defined by 21 CFR 812.3(m) for Investigational Devices Exemptions. See Attachments B and B-1 for listings of High Risk Devices.

Important Note: Quality Systems/GMP inspections should be conducted using the Quality System Inspection Technique  (QSIT).  The guidance for "how to" perform the inspections are provided in the Guide to Inspections of Quality Systems, also called the QSIT Guide.  The QSIT tool can be scaled to meet the needs of each particular inspection.  QSIT consists of three inspection levels.  Level 1 inspections are considered Abbreviated Inspections.  Level 2 inspections are considered Baseline (Comprehensive) Inspections.  Level 3 inspections are considered Compliance Follow-up Inspections.  See Part III for additional information concerning the QSIT Guide, specifically the inspection levels.
During FY 2000 and 2001, district management should schedule inspections of device establishments according to the following priorities:

Priority A
Manufacturers of High Risk and Class III Devices.  

Note: Please schedule inspections of establishments that actually manufacture devices before those that are only specification developers or repackers/relabelers.   Specification developers that are part of firms that actually manufacture a device(s) should be scheduled for concurrent inspections whenever possible.

1. Manufacturers that have never been inspected.  

2. OAI follow-up inspections. 

3. Manufacturers that received their last inspection more than two years ago and manufacturers for which there is an outstanding routine priority assignment.

4. Any other manufacturer of high risk or Class III device.

5. Establishments that are only specification developers or repackers/relabelers.

Priority B
Manufacturers of Class II and I Devices. 

Note: Please schedule inspections of establishments that actually manufacture devices before those that are independent specification developers or repackers/relabelers.   Specification developers that are part of firms that actually manufacturer a device(s) should be scheduled for concurrent inspections whenever possible.

1. Manufacturers of Class II devices that have never been inspected.

2. OAI follow-up inspections of manufacturers of Class II or I devices.

3. Manufacturers of Class II or I devices that have conducted more than two recalls in the last 12 months.

4. Manufacturers of Class II or I devices that have recently experienced an increase in MDR reports.

5. Manufacturers of Class II devices that have received 510(k) clearance notification(s) within the last two years.

6. Any other manufacturers of Class II devices.

7. Establishments that are only Class II specification developers or repackers/relabelers.

8. Manufacturers of Class I devices that have never been inspected.

            9.          Manufacturers of Class I sterile devices.

          10.          Any other manufacturers of Class I devices.

Note:
Inspections of manufacturers of devices with a pending PMA approval will be assigned under the PMA Compliance Program (7383.001). 




Note:
Inspections of manufacturers that have submitted 510(k)s for preamendment Class III devices will be assigned under Compliance Program 7383.003.  (See B.2.b. below for additional information relating to this program.)



b.
QS/GMP Pre-Clearance Inspection Program for Class III 510(k)



Pre-amendment Devices (CP 7383.003)


Assignments conducted to support this program should be conducted using a Level 2 QSIT inspection approach in addition to any specific guidance in the program and/or the assignment. The district may count the inspection as a QS/GMP inspection when the inspection covers all profile classes (except those associated exclusively with certain Class I devices).  NOTE:  If all profile classes are not directly covered during an inspection, but are covered indirectly under CAPA, then all profile classes associated with devices made by this firm can be listed as part of the Profile Data in FACTS and thus the district may count the inspection as a  QS/GMP inspection.


c.
Initial Inspections



Newly registered and listed firms should receive a Level 2 inspection per the QSIT Guide as soon as possible after manufacturing operations commence. Generally, firms that manufacture Class III devices and devices listed in Attachments B and B-1 should be inspected within 6 months and firms that manufacture all other Class II devices within 12 months. If the device(s) classification is not known in advance and cannot be determined otherwise, i.e., phone contact, catalog review, etc., the district should schedule the inspection and determine the appropriate inspectional approach after identifying which device(s) are manufactured. For guidance in determining if an establishment should be subject to the Quality System regulation, refer to Exhibit 550 of the IOM. 



If inspecting a manufacturer of only Class I, QS/GMP exempt devices, the investigator should review the firm's complaint handling system and MDR practices, then terminate the inspection.  The District should report the time against PAC 82R800 (District Initiated Assignment) even if the inspection was originally planned against PAC 82845 (the inspection found that the firm no longer makes Class I, QS/GMP non-exempt, Class II or Class III devices). Do not inspect (except for cause) any firm that manufactures only Class I QS/GMP exempt devices.



d.
Routine Inspections



Ideally the goal is to conduct Baseline (Comprehensive) Level 2 Quality System Inspection Technique (QSIT) inspections of all manufacturers of high risk devices as identified in Attachments B, B-1 and of 80 percent of the manufacturers of other Class III devices once within two years.  After the first two years, the non-violative manufacturers should receive less intensive Level 1 QSIT inspections, thereby resulting in future resource savings that would be available in subsequent years for more initial Level 2 inspections at Class II and I device manufacturers.



e.
Statutory Coverage List 



Any registered firm that manufactures Class II or III devices and has not had a inspection during the previous 24 months will appear on the district's Statutory Coverage List.


The Statutory Coverage List will be based on the date of the last inspection (i.e., the last QS/GMP, inspection under PAC's 82830 L, C, or F, 83001, 83003, or 42830 C, or L) up to MM/DD/YYYY.  After the effective date of this compliance program the following PACs will also be eligible: 82845 A, B, C, or G.



f.
Class I Device Manufacturers



All Class I devices, including those exempted from most of the Quality System regulation requirements, must comply with the complaint 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.  See Attachment A for those Class I devices that are exempt from most QS/GMP requirements.



g.
Follow‑up Inspections



A Warning Letter to a manufacturer alerts the manufacturer of its responsibility for reviewing all manufacturing and quality assurance systems. All follow-up inspections should be Level 3 QSIT inspections as explained in Part III.

Follow-up inspections conducted to determine if violations have been corrected should be reported against PAC 82845C.

3.
Pre-notification of  Inspections


Evaluation of the pilot phase of the Medical Device Industry Initiatives (MDII) for pre-notification of inspections, annotated FDA-483s and Post Inspectional Notification Letters identified benefits to both industry and FDA.  Consequently, the elements of that program have been made permanent.  Refer to Guide to Inspections of Quality Systems, August 1999, and IOM 510, Pre-Inspectional Activities, 512.3, Annotations of FDA 483s, and 529, Post-Inspection Notification Letters, for specific guidance. 

4.
Resource Instructions

When possible, Electro-Optical Specialists (EOS) should be used for inspection of laser devices, whose time is reported under PAC 86001.  If QSIT trained, EOSs should also conduct the QS/GMP portion of this program. 

Experienced investigators with specialized knowledge should conduct inspections of establishments that manufacture high risk devices.  Contact DEIO (HFC-133) should the need for expertise, not otherwise available in the Region, become apparent (Refer to FMD No. 142).

Where possible, inspections of sterilization processes should be performed only by those investigators who have the necessary training or experience to evaluate a sterilization process.  Attendance at the Industrial Sterilization for Drugs and Medical Devices training course is highly recommended for investigators that perform inspections under this program. 
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