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Preface 

The document herein was produced by the Global Harmonization Task Force, a. voluntary group 
of representatives from medical device regulatory agencies and the regulated industry. The 
guideline is intended to provide norm -binding guidance for use in the regulation of medical 
devices, and has been subject to consultation throughout its development. 

There are no restrictions on the reproduction, distribution or use oft&s guideline; however, 
incorporation of this guideline, in, part or in whole, into any other document, or its translation 
into languages other than English; does not co nvey or represent an ~do~ement.of any kind by 
the Global Harmonization Task Force. 

1.0 htroduction 

This document gives guidanke to regulators and auditing organizations conducting audits 
of quality management systems of medical device manufadtu~ers based on the process 
approach to quality management system requirements (e.g, , IS-0 13485:2003 and 2 1 CFR 
Part 820). 

Note: For the purpose of these guidelines, “audit” means a regulatory audit. 

Potential benefits for the regulators and auditing organizations include: 

5 imm;d auditing, leading to improved quality management systems and product 

5 achievement of greater sonsistency in audits both among auditors within an auditing 
organization and between auditing organizations 

5 promotion of greater collaboration between regulators @  regard to audits 
5 increased confidence inaudits performed by an auditing organization and acceptance 

of those audits by other regulators 
k more efficient use of auditing resources 
5 guidance, for countries intending to establish a strategy for auditing quality 

management systems 

Potential benefits for the manufacturer of medical devices include: 

6, improved auditing, leading to improved quality management sy stems and product 
quality 

6, achievement of greater consistency in audits and providing feedback on the 
manufacturer’s quality management system 

8, saving resources through easier preparations for audits 
c, reducing the number of times a singXe manufacturer undergoes audits by different 

regulatory bodies ’ 
5, increased confidence in and acceptance of audits by different regulators 
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Beneficiaries also include patients and users of medical devices, who will have a higher 
degree of assurance that medical d evices placed on the market are safe and effective. 

This guideline has been prepared by GH TF Study Group 4 “Regulatory Auditing”. 
Comments or questions about the use of this guideline shouId’be directed either to the 
Chair of SG 4 or to the Secretariat of SC 4 whose contact. details may be~found on the 
GHTF web page (www.ghtf,org}. 

2.0 Scope 

This guideline is intended’to be used by regulators and. auditing organizations conducting 
quality management system audits of medical device manufacturers based on the process 
approach to quality management system requirements (e.g. , IS0 13485:2003 and 2 1 CFR 
Part 820). 

A regulatory audit may include other regulatory requirements, such as conformity 
assessment, post market, etc. This guideline will,only,cover requirements of quality 
management systems for regulatory purposes. In addition the auditor will als o need to 
consider region or country specific~regulatory requirqents and guidance, depending on 
the regulatory autharities who will receive and use the audit report. 

This guideline applies to initial and surveillance audits and can a pply to other audits as 
they are defined in “Guidelines for Regulatory Auditing of Qua&y ,Systems of Medical 
Device Manufacturers - Part 1: General Requirements” fSG4/N28) - in&ding the 
supplements - developed by GHTF Study Group 4 as a guide for auditing organizations. 
The purpose of the other awdits will determine the subsystem el ements selected for the 
audit. 

3.0 Rationale 

This guideline wilf provide basic information about audit strategy to regulators, auditing 
organizations and to auditors for conducting medical devic e quality management systems 
audits based on the processapproach to quality management of ISQ- 134W2003 and 2 1 
CFR Part 820. 

The main aim ofthe guidance is to promote consistency in conducting audits - a 
necessity for harmonization and mutualrecognition of audit results. 

4.0 References 

CHTF/SG4/N28: Guidelines for Regulatory Auditing of Quality Systems of Medical 
Device Manufacturers - Part I : General Requirements 

GHTF SG 1 N 29 R 16:2005 : Information Document Concerning the Defmition of the 
Term “Medical Device” 
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GHTF-SG3/N 15 R8: 2005 Implementation of Risk Management Principles and 
Activities within a Quality l$anagement System 

Guide to Inspections of Quality Systems (QSIT); US Food and’Drug Administration 
(FDA) 

IS0 13485:2003: Medical devices - Quality management systems - Requirements for 
regulatory purposes 

IS0 190 11:2002: Guidelines for quality andror environmental management systems 
auditing 

ISO/TR 14969:2004: Medical devices I Quahty management systems - Guidance on the 
application of IS0 13485:201)3 

ISO/IEC Guide 62: 1996(E) : General requirements for bodies operating assessment and 
certification/registration of quality sy stems. 

IS0 14971:2000: Medical devices - application of risk management to medical devices 

IS0 9000:2000: Quality management systems - Fundamentals and vocabulary 

IAF Guidance on Application of ISO/IEC Guide 62, Issue 3 (November 2003) 

5.0 Definitions 

Audit: 
Systematic independent and documented process for obtaining audit evidence and 
evaluating it objectively to determine the extent to whichthe audit criteria are fulfilled. 
IS0 19011:2002 

Regulatory audit : 
The audit of a quality management system to demonstrate conformity with a quality 
management system standard for regulatory purposes. 

Note: For the purpose of these guidelines, “audit” means a regubtory audit. 

A,udit criteria: 
Set of policies, procedures or requirements. 
I!30 19011:2002 

lltudit evidence: 
Records, statements of fact or other’information, which are relevant to th e audit criteria and 
verifiable. IS0 190 II:2002 

Note: Audit evidence may~be qualitative and/or quantitative and is used to 
substantiate audit observations 
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Auditing organization: 
See document SG4M28: “Guidelines for Regulatory Auditing of Quality S ystems of 
Medical Device Manufacturers - Part 1: General Requirements’“. 

Establish: 
Establish means define, document (in writing or electronically), and implement 

Medical device: 
As defined in the document GHTF SC 1 N 29 R 16:2005 “Information Docu ment 
Concerning the Definition of the Term “Medical Device”, 

Process: 
Set of interrelated or interacting activities which transform inputs into outputs 
IS0 9000:2000 

Residual risk: 
Risk remaining after protective measures have been taken 
ISO/IEC Guide 51: 1999, definition 3.9 

Risk management: 
Systematic application of m+ragement policies, procedures, and practices to the task of 
analyzing, evaluating and contro&ng risk 
IS0 14971:2000, definition 2.18 

Product design documentation : 
This documentation is the’5nal design output for a particular product resulting from a 
design and development process whether or not the d esign and development process is 
regulated or under the scope of the quality management sy stem. 

6.0 General Remarks on Regulatory Au diting Strategy 

An audit of a medical device manufacturer wil1 assess the quality management system for 
compliance with quality management system and regufat,ory requirements and the 
procedures established by the manufacturer. The quality ma&gement system may be 
based on appropriate quality management system. standards (e.g. , IS0 1348.5) or 
regulations or a combination of standards and~regulations (see Appcndiar 3). 

The audit is process-oriented and the audit should preferably follow the work-flow 
processes of the medical device manufa cturer. 

The audit is risk-based with a focus on key processes ofthe quality management system 
necessary to manufacture the medical devices covered by the audit. The auditor should 
concentrate on factors that are most likely to affect safety of the medical devices while at 
the same time ensuring adequate coverage of all classes of medical devices within the 
scope of the audit. 
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6.1 Objectives 

The audit should be planned and conducted in such a way that the following object ives 
are achieved: 

E, the effectiveness ofthe manufacturer’s quality management system - including the 
ftrlfilment ofregulatory requirements - is measured and monitored in a systematic 
and effective manner within a reasonable time 

5 the results of the audit process are consistent regardIess of which auditing 
organization or individual auditors conduct the audit. The ultimate.goal is for 
harmonization and gutual recognition of audit results 

5 the audit determines how problems associated with a medica device or the quahty 
management system are recognized and addressed 

5 the audit is transparent to the auditee 

6.2 Auditing Quality Management Systems-and Subsystems 

Rather than focusing on the individual requirements ofthe standard, an audit should 
focus on the overall effectiveness of the quality management system. Subsystems or 
activities have been identified to break the audit into more manageable parts. 

The subsystems or activities and associated clauses of ISO 13485:2003 are: 

Subsystem or Activity 

1. Management 

2. Design and development 

3. Product design documentation 

4. Production and process controls 
(including sterilization, where 
applicable) 

5. Corrective and preventive actions 

6. Purchasing controls 

7. Documentation and records 

8. Customer related processes 

1 
Clauses andsubclauses (finks)~ofISO 
13485:2003 

4,5,6, 7,8 t 

4,% 6,7,8 I 
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Table 1: Subsystems or activities and associated clauses, 
Lore references to clauses and subclauses of IS0 13485:2003 we given in section 7.0: 
Auditing Subsysterix For detailed references to other jurisdictions see appendix 3. 

The main subsystems are ident$ied as 1 to 5 in Table 1. These should receive the primary 
focus of the audit. It may be appropriate to treat the other subsystems as main subsystems 
in some situations. For exampfe puxxha sing controls should be a main subsystem when 
auditing the following types of manufactu rem: 

5 a manufacturer who purqhases the finished medical device, or 
5 who outsources critical processes, or services such as design-and development, 

production, sterilization, etc., or 
5 who purchases critical :eomponents and subassemblies 

6.3 Auditing Approaches 
There are different approaches to conducting an audit. Pour examples are given: 
“top-down”, “bottom-up”, “combination”, and “product.” 

Depending on the purpose and trigger of an audit, an appropriate approach should be 
selected. If there are no specjal events to be covered during the audit, the.top -down 
approach is preferred. An initial audit will normally foflow a top-down approach. Audits 
which include a potential significant safety issue wiB norm&lXy follow a bottom -up 
approach. For surveillance audits ascombination auditing a pproach might be appropriate. 
A product audit allows assessment of the interactions b etween subsystems. 

5 The “top-down” approach for conducting an audit begins with an evahr ation of the 
structure of the quality management system and its subsystems: ma nagement, design 
and development, product design documentation, production and process controls, 
and corrective and preventive actions. Selected subsystems are reviewed to d etermine 
whether the manufacturer has addressed the basic requir ements by defining, 
documenting and implementing appropriate. procedures., It is important to check that a 
process approach is applied both in the quality management system and in each 
subsystem, e.g., by using a PDCA (plan do-check-act) cycle (see Section 6,4). With 
the “top-down” approach, the-auditor will first conf@m that the manufacturer has 
established appropriate procedures and pohcies. Then the auditor will review 
evidence including records to verify whether the manufacturer has implemented the 
procedures and polici@ effectively and the quality management system is in 
conformity with regulatory r equirements. 

This is a uniform approach for a systematic and tran sparent audit process - for the 
regulators, auditing organizations, and the manufa ctnrer. ‘Nowever, this approach 
does not facilitate focusing on the assessment of a specific: pro duct. 

5 The “bottom-up” approach fbr 0 audit can have as a starting point a quality 
problem; e.g., a medical device report of an adverse event or nonconforming product. 
Thus, the auditor starts at the bottom and works his way through the manufacturer’s 
quality management system up to the mana’gement responsibi.lity. 
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This approach gives a quick insight on the effectiveness of the selected subsystems 
and processes that have been affetited by the sp ecific quality problem and the cause(s) 
of the quality problem. Using this approach is more difficult for the auditor to 
determine how effectively the complete qua lity management system works. 

5 A third alternative 2~ a “~o~b~~~tio~” of these two approaches. The auditor starts by 
reviewing the top layer of the quality management system (top-down); then audits 
some aspects of the impXementation of the system (e.g., the production process) and 
finally the auditor verif%s that the relevant procedures are being~used ttom -up). 
The combination approach is ofien more efficient than using either the top-down or 
bottom-up approach. It also of&m more R exibility in identifying the cause(s) of 
specific problems while assessing the effectiveness of the quality management 
system. 

5 In the “product” approach the auditor selects a single medical device, batch, or lot 
and follows the history of this sample through the various pro eesses.of the quality 
management system (planning, design and development, purcha sing, production, 
packaging, distribution, etc.) This can be”done either forward f?om planning, or 
backwards %om di~trl~~tio*. Add itionaliy, by selecting a sample with a known 
problem, the auditor can also include the CAPA subsystem into his andit trail. 

6.4 Process Based Auditing 

Any effective quality management system works as a co r&ml process which has the 
ability to detect deviatians including nonconforming pro ducts-and identify potential 
causes. An effective quality management system should then assure that corrective or 
preventive action measures are identified, impleinented,and are effective. The auditor 
should evaluate whether appl ic&bble subsystems and processes of the quality 
management system are structured as self -regulating control processes and are 
effective. For example ISO 13485:2003 facilitates g eneric questions that can be asked 
throughout the audit. 

Plan 
Has the manufacturer estabhshed the objectives and processes to enable the 
quality management system to deliver results in accordance with regulatory 
requirements? 
DO 
Is the manufacturer fo1lowing the quality management system? 
Check 
Does the manufact+ner regularly evaluate quality management sy stem processes 
and measurement rest&s against-objectives and regulatory requirements? Does 
the manufacturer evaluate the effectiveness of the quality ~~~ag~~nt system at 
pIanned intervals through internal- audits, management reviews, etc? 
Act 
Has the manufacturer implemented effective corrective and preventive a ctions for 
providing high quality medical devices and for conforming to applicable laws and 
regulations? 
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6.5 Sampling 

Auditors may select sa~p1e.s based on factors which are inost likely to affect the 
safety. In planning quality management system audits (see alsti sect&n 6.6 Audit 
Planning), auditors net-$ to considermany factors ( e.g., the scope of the audit, the 
classification of the medical device(s), the comfifexity of the medical device(s), the 
intended use, applicable regulatory requirements, results ofprior audits, etc.}. Rather 
than auditing every aspect of a k’s quality managem@ system and reviewing 
every record, the subsystem approach focuses on those elements that are most 
important in meeting -the requirements of quality’m~agement system standards or 
reguIati0n.s. Within each’of t&es@ subsystems, samplifig may need to occur in order to 
evaluate the effective impleme$ation of the park&r subsystem (and related 
subsystems). Tables 1 &d/or 2 ‘depicted in Appendi% li may be used in determining 
appropriate statistical sample sizes. 

6.6 Audit Planning 

In addition to the requkements given in the Section I I of GHTF Guidelines for 
Regulatory Auditing of Quality Systems of Medic&I Device Manuf&turers - Part 1: 
General Requirements fSG4/N28), further consideration should be given to the 
following points: 
5 information Tom the manufacturer 
5 estimation of audit duration, frequency and target@ on-site auditing time 

Additional points to consider are given in Section 7. 

A) Information required fr@ m  the manufacturer 

In the planning phase, ‘the following information stiould be requested from the 
manufacturer to estim&e the audit duration and to’prepare the audit plan as described 
in GHTF Guidelines fCIr h&hxy Auditing of Quality Systems of Medical Device 
Manufacturers - Part 1: General RequiremCnts, Section I 1. I .2 (SG4N28) 

4 
b) 
4 
4 

e) 

0 
g) 
h> 
9 

manufactur#s name, address 
contact name, telephone, fax numbers and e-mail addresses 
total number of efiployees (dl shifts) co vered by, the scope of the audit 
product range and ~9~s of qedical devices bei~g,~n~~~t~ed (The class of a 
medical device may differ from one regulatory authority to.anotherj 
types of medical devices sold and/or planned to be sold in the countries and/or 
regions for ‘which t,he regulatory requirements will be assessed; including a 
complete list of authorizatiops (e.g., licenses) issued for those medical devices 
(where applicable) 
location and ftmctipn-of each site to be i&tided in the audit 
a list of activities performed at each site 
any special manufac@ring processes, e.g., software, sterilization, etc. 
a list of the activities performed by suppliers arld their locations, incIuding the 
type of con@01 that is exercised over those outsourced opemkions 
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j) if permitted, any existing audit results from other auditing organizations e.g., from 
USA, Australia, Europe, Canada, Japan 

k) is installation or servicing of the medical devices applicable 
1) description of any changes since the last audit, if applicabks 

B) Estimation of audit duratiocm, frequency and t argeted ,on-site auditing time 

Audit frequency 

The audit frequency is dependent on the factors mentioned in Section 8 (types of 
audits) of GHTF Guidelines for Regulatory Auditing of Quality Systems of Medical 
Device Manufacturers - Part 1; General Requirements ( SGNN28), the regulatory 
requirements and history of the manufacturer. 

Audit duration 

The audit duration has a significant effect on both regulatory agencies and industry in 
terms of resources used and depth and thoroughness of audit achieved. 

It is dependemon factors such as the audit scope and specific regulatory requirements 
to be assessed, as we&on the range, class and corn plexityof medical devices, and the 
size and complexity otthe manufacturer, 

If not specifically mentioned, the considerations in this section are applicable to 
initial, and surveillance audits. 

Relation between audit frequency and audit durat+m. 

Audit duration depends on the audit tiquency. AnnuaI audit frequency is the 
baseline as referenced in IAF (International Accreditation Forum) Guidance on the 
Application of ISO/IEC Guide 62. For more or less f&quent audits, audit duration 
should be adjusted accordingly. 

Method of estimating audit drlration 

When auditing organi&ions are planning audits, sufficient time should.be allowed 
for the audit team to establish the conformity status of a medical device and the 
manufacturer’s quality management system with respect to the relevant regulatory 
requirements. Any additional time required to as.sess,nat.ional or regional regulatory 
requirements must be juhied. 

The table Tom the IA): Guidance on the Application ‘of ISO/IEG Guide 62 may be 
used in order to’establish a baseline initial audit duration for IS0 9OCKl -series, 
measured in auditor-days. As.this table is not intended for the special needs of 
medical device audits, additional time should be acIded for the requirements of IS0 
13485:2003 and for regulatory requirements. This document also provides guidance 
for other types of activities, such as surveillance audits. 
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The extended baseline includes time to prepare for the audit, preview the quality 
management system documentation and write the report. It d oes not’consider the time 
required for design dossier reviews, type examinations, pm -market approvals and 
other similar activities, but does include the assessment ofproduct design 
documentations on a sample basis during the audit. The &tend@l baseline for initial 
audits should be adjusted to take into account the other types of audits and the factors 
listed in Appendix 2 which may increase or decrease:the.estimaied audit dur ation, but 
only if these factors are required by the applicable regulations. 

Approximate percenta of on &te auditing time 

The approximate percentage of on-site time assigne,d to diff~ent subiystems can be 
estimated using Table 2: 

Remarks 

manufacturer is 

‘Table 2: Approximate percentage of on -site audit&g time 

The approximate percentage of on-site audit time for,each subsystem will vary 
depending on factors Such as: 
- the audit scope 
- schedule changes 
- the need to gather information from remote locations 

6.7 Guidance for Log&i& .during an Audit 

The following points should help the auditor in performing the audit in the most 
appropriate way: 

< changes by the manufacturer other than those previously subm~ted to the auditing 
organization (e.g., ,organization, quality managemqnt’system, facilities, processes, 
products) tfiat are presented at the opening me‘eting 
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5 time spent with Executive Management should be reasona ble 
and be flexible about when to audit Management Responsibility 

5 follow-up non-conformance(s) from last audit as soon as possible, to determine 
whether the manufacturer has effeetiitely im$emented corrective actions 

5 auditing the warehouse at the beginning of an audif,allows for the selection of 
examples that can be followed up later on ( e.g., nonconforming material, batch 
records, etc.) 

5 auditing traceability at an early stage of the audit allows the traceability path to be 
followed either forward (e.g., simulated recall) or backwards, and gives the 
manufacturer sufficient time to access relevant information 

5 surveillance audits may focus on either design or production and their related 
activities also taking into account factors like range ofproducts and/or scope of 
certificate(s) 

5 internal audits, complaints, CAF’A and management reviews hoald be covered at 
every audit 

Note: FDA’s policy is to review procedures and schedules for internal audits and 
management reviews but not to review the manufaclture r’s reports of these 
activities during routine inspections. 

5 auditing documentation and training at the end of an audit allows for better 
follow-up of the examples picked-up during the audit 

5 evaluating the internal audit system towards the end of the audit avoids biasing 
the audit team 

5 the local situation may influence the sequence of audit and should be c onsidered 
to avoid wasting time 

Consideration to the points above should be given, but the audit team is fi-ee to audit 
the subsystems in any appropriate sequence. 
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6.8 Links 

Figure 1’: Examples of Subsystem Links wEthin a QuaWy Management System 

Documentation 

7.4 
Production and 

Prehcess Controls 

Product Realization Process es, or ~~~$~s~e~s 

Supporting Processes or Subsystems. 

Note: Figure 1 shows the main links. There are many other links (eg., feedback in the product 
realization processes and links between each process in the supportingprocess es. 

Although most of the auditor’s time will be spent on examining processes within the 
subsystems, it is important to remember that links‘exist between the subsystems and 
between different processes. 

Examples 

Corrective and preventive actions and management: Disseminating CAPA 
information to management for management review. 

Design and development controls and purchasing controls: Design output used 
in evaluating potentialJsuppliers of components and assemblies and 
communicating specified purchase requirement to that supplier. 

Within a process, the steps will normally be linked because the output from one step 
will be the input to the next. 
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There are also some obvious lurks between processes, e.g., the output from design 
will be an input to production. These links need to be the eked during both parts of the 
audit (e.g., design and production) to verify that the link is working and the quality 
management system is working-as a coherent whole. 

There are other links which may be less obvious, but which‘still need to be audited, 
e.g., if nonconforming product is seen in finished goods, did this probIem originate in 
stores, production, final inspection or design? 

There also are links between subsystems, e.g,, if faulty components arrive on the 
production floor, was this caused by the supplier, receiving inspection, incorrect data 
to the supplier or by design? In such instances, does the system require the 
manufacturer to always make a,CAPA report? 

7.0 Auditing Subsystems 

There is a specific goal in auditing each subsystem. The plan for auditing each 
subsystem should be process based ( Section 6.4) and should enable the goal to be 
reached. This should include verifying conformance with the requirements which 
affect each subsystem; For logistics see also Section 6.7. 

For the purposes of regulatory auditing, risk management pr&ipie s apply throughout 
the product realisation process ofa medical device and should be used to identify and 
address safety issues. Risk management activities sheuld be audited concurrently with 
the relevant subsystems. (For additional ‘guidance see G~~-S~3~15 I@: 2005 
Implementation of Risk Management Principles and Activ ities within a Quality 
Management System.) 

The purpose of auditing the risk management process is to ensure that an adequate 
and effective risk ma~~ment has been established and maintained throughout the 
product realization process. 

Note 1: Certain nationaI-and regional regulations have risk managemeut requirements 
applicable to all stages of the medical device life cycle. 

Note 2: Numbers beneath each section below refer to ISQ 1348.5:2003 I 

Note 3: Subsystems below marked with* are main subsystems and should receive a 
main focus of the audit, if this is a regulatory requirement. See also Section 6.2. 

7.1 Management * 

GOAL: The purpose ofthe management subsystem audit is to,evaluate whether top 
management ensures that an adequate and effective quality management system has 
been established and m+intained. 
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Major Steps: The folkwing major steps serve as a guide in the audit ofthe 
Management subsystem: 

I. Verify that a quality manual, management review and quality audit procedures, 
quality plan, and quality management system procedures and instructions have 
been defined and documented. 
IS0 13485:2003: 4.&, 4.2 

2. Verify that a quality policy and uhjectives have been defmed.and documented and 
steps taken to achie‘ve them. 
IS0 13485:2003: S&5.4 

3. Verify that the product reahsation process incorporat& risk m~~gement 
planning, and ong&g review ofthe effectiveness ofrisk management activiti es 
ensuring that policies, procedures and. practices are established for analyzing, 
evaluating and contro%ng risk. 
IS0 23485:2003: 7.1 

4. Review the manufacturer‘s estabhshed organization&I structure to verify that it 
includes provisions for responsibiliti es, authorities (e.g., management 
representative), resources, competencies and training. 
IS0 13485:2003: 5:,1,5.5.1,5.5.2,6.1,6.2 

5. Verify that management reviews, including a review ofthe suitability and 
effectiveness of the ‘quality management system, are being conducted. 
IS0 13485:2003: 5.6 

6. Verifj~ that internal zu.$its of the quality management s&tern are being conducted 
including verification of corrective and preventive action% 
IS0 13485:2003: 82.2 

7. The audit commenc+s and ends with the manageme nt subsystem, however 
between the opening and. closing of management sitbs@tem the other subsystems 
are audited. 

At the conclusion ofthe audit a decision should be made as to whether top 
management has taken the apRropriate actions to ensure a suitable an d. effective 
quality management system is in place. 

7.2 Design and Development * 

GOAL: The purpose of auditing the design and developmerrt subsystem is to 
determine whether the design and”development process is controlled to ensure that 
medical devices meet.aser needs, intendedxuses and specified requirements. 
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Major Steps: The following major steps serve as a guide in the audit of the D esign 
and Development subsystem: 

1. Verify if products :are subject to design and development procedures i ncluding 
risk management (e.g., hazard identification, risk evaluation and risk control). 
IS0 13485:2003: 7.1 

2 Select design documentation for suEcient product(s) to cover the manufa cturer’s 
product range. Focus on individual products rather than&m ilies. 

Criteria for selection: 
5 product risk 
5 complaints or known probIems 
5 age of design @refer most recent) 

3. Review the design plan for the selected project to understand the layout of the 
design and development activities, including assigned responsibilities and 
interfaces. 
IS0 134852003: 7.3.fI 

4. For the design project(s) selected, verify that design and development procedures 
have been established and applied. 
IS0 13485:2003: 7.3. I 

5. Verify that design inputs were established and address customer fimctional, 
performance and safety requirements, intended use,, applicable regul atory 
requirements, and other requirements essential for design and development. 
IS0 13485:2003: 7.2. I, 7.3.2 

6. Review medical device specifIcatio.ns to con&m that design and development 
outputs meet design input re@irements. Verify that the design outputs essential 
for the proper functioning of the medical device have been i@entified. 
IS0 13485:2003: 73.3 

7. Verify that risk management activities are defmed and ~plem$~t~ and that r isk 
acceptability criteria :&.e established and met throughout the design and 
development process. Verify that any r esidual riskiS evamated and, where 
appropriate, communicated to the customer (e.g. J labelling, service documents, 
advisory notices, etc). 
IS0 13485:2003: 7.1, 7.3.2 

Note: It may be necessary to audit other subsystems to yerify that risk 
acceptability criteria are met and residual risk is ~o~u~icat~d if necessary. 

8. Verify that design validation data show that the approved design meets the 
requirements for the specitied apphcation or intended use(s). 
IS0 1348X2003: 1.36 : 
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9. Verify that clinical evaluatians and/or evaluation of the medical device safety and 
performance were pefformed ifrequired by national or regional regulations. 
IS0 13485:2003: 7.3.6 

Note: FDA ‘reviews and monitors clinical studies during special inspections 
specifically for this purpose,, not dtiring audits of quality management systems. 

I O.If the medical device includes software, verify that the so&are was part of the 
medical device’s d$gn and development validation. 
IS0 13485:2003: 7,3.1, 7.3.6 

11 .Verify that design changes were controlled and verified.or where appropriate 
validated and that cjesign changes have been addressed. 
IS0 13485:2003: 71’1, 7.3‘5,7.3.7 

12.Verifjr that design Feviews were conducted. 
IS0 13485:2003: 7.3.1,7.3.4 

I 3. Verify that design changes have been reviewed for the ef%ct on components for 
products previously made and delivered, and that records of review results are 
maintained. 
IS0 13485:2003: 7.3.7 

14. Determine if the design was correctly transferred to production, 
IS0 13485:2003: 7.3.1 

Evaluate the Design and Development subsystem for adeqgacy based on findings. 

7.3 Product Design Doc~~~ntati~~~ 

GOAL: The purpose of auditing the Product Design Documentation is to confirm 
that the manufacturer’s documentation is complete to ensure that J&ducts meet 
customer and regulatory requirements. 

Major Steps: The following major steps serve as a guide in the.audit oft he Product 
Design Documentation $ubs~stem~ 

1. Veri@ if there are documents needed by the organization to ensure: planning, 
operation and control of its processes. 
IS0 13485:2003: 4.2.ld 

2. Select Product Desi~~Docume~tatio~ for sufficient pr&duct(s) to cov er the 
manufacturer’s product range. 
IS0 13485:2003: 7.1,7.2,7.3,3 

Criteria for selection: 
5 product risk 
5 complaints or known problems 

September 15,2005 Page 18 of 35 



Guadelines for Regulatory Auditiitgof Quality Management System of Me&ca 1 Device Manuhturers 
Part 2: Regulatory Auditing Stiategy 

GHTFISG4(PD)&3OR 16:2005 - Study Gmp 4 - Proposed Ihcument -- 

5 age of design (prefer most recent) 

3. For the product(s) selected verify that documentation includes: 
5 evidence of conformity, including standards used 
5 medical,device description including instruction for use, mat&& and 

specification 
5 summary of design verification and validation documents incfuding clinical 

evidence 
5 labelling 
5 risk management documents 
5 manufacturing intirmation including major suppliers 

Note: This does not prevent the auditor from assessing additional documentation . 

Evaluate the Product Design Documentation subsystem for ad equacy based on 
findings. 

7.4 Production and PmcBs Co&rob * 

GOAL: The purpose of auditing the production process (In&ding testing, 
infrastructure, facilitiesand equipment) is to con&m that the production process is 
able to ensure that the products @ II meet specifications. 

Major Steps: The follo*g major steps serve as a guide in the audit of the 
Production Process subsystem: 

1. Verify that the product realization processes are planned - including any 
necessary controls and controlled conditions. 
IS0 13485:2003: 7.J 3 7.5.1 

2. Verify that the planning ofproduct realization is consistent with the requirements 
of the other processes of the quality management system. 
IS0 13485:2003: 7.i 

3. Review production processes considering the following criteria. SeIeet one or 
more production processes to audit. 

Criteria for selectiorx 
5 CAPA indicators ofprocess problems 
5 use of production process for higher risk products 
5 new production processes or new technologies 
5 use of the process in ma~~fact~g.rnu~tipl~ products 
5 processes not covered during previous audits 

Note: For auditing a steriljzation process see Appendix 4 
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4. 

5. 

6. 

7. 

8. 

9. 

10. 

11. 

12. 

13. 

14. 

15. 

Verify that the processes have been validated if the ,resx& af the process cannot 
be verified. Veri& that the validation demonstrates the ability of the processes 
to achieve planned result, 
IS0 13485:2003: 7.5.2 

Verify that the equipment used in production and procesb control has been 
adjusted, calibrated and maintained. 
IS0 13485:2003: 7.5 

Verig that the processes are con&olle$ and monitored and operating within 
specified lim its. In addition, verify that risk control-measures identified by the 
manufacturer in production processes are controlled, monitored and evaluated. 
IS0 13485:2003.7.5 

Verify that risk control meaiures are applied to delivery, installation and 
servicing, where applicable. 
IS0 13485:2003::7.5.1.1,7..5.1.2.2 and 7.5.1.2.3 

Determine the l inks to other processes. 
IS0 13485:2003: 4.I, 4.2 

Verify that personnel are appropriately qualified and/or trained to 
implement/maintain the processes. 
IS0 13485:2003: 6.2.2 

Verify that the in&astruotnre and the work environment are adequate. 
IS0 13485:2003: 6.3,6.4 

Verify that identification and traceability for processes and products are in place 
and are adequate. 
IS0 13485:2003: 7.5.3,7..5.3.1,7.5.3.2 

If the process is sof%vare cointrolled, verify that the sohare is validated for its 
intended use. 
IS0 13485:2003: ‘7.5.2.1 

Verify that the contrr>l of the monitoring and”measnring devices is ad equate. 
IS0 13485:2003: 7.6 

Veri@ that the system for monitoring and measuring ofprudticts is ad equate. 
Ensure that..any,identified risk cantroll measures are i~~Iemented. 
IS0 13485:2003: 7.6, 8.2.4 

Verify that acceptance activities assure conformance with specification and are 
documented. 
IS0 13485:2003: $2.4,8.2.4.1, 8.2.4.2 
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16. Verify that the arrangement for control of non -conforming praduets is adequate. 
IS0 13485:2003: 8.3 

Evaluate the Production Processes subsystem for adequacy based on fidings. 

7.5 Corrective and Preventive Actions - CAPA* 

GOAL: The purpose of auditing the CAPA subsystem {includi ng reporting/tracking) 
is to confirm that information is collected and analyzed to identify actual and 
potential product and quality problems, that these are investigated, and ippropriate 
and effective corrective and preventive actions are ,&ken. 

Major Steps: The following major stepsserve as a guide in the audit of the 
Corrective and Preventive Actions - CAPA subsystem: 

1. Verify that CAPA system procedure(s) which address the requirements of the 
quality management system have been established . 
IS0 13485:2003: 4.1,4.2,X5 

2. Verify that necessary information is anaIysed for input into the CAPA system and 
that the information is, accurate and that corrective and preventive actions were 
effective. 
IS0 13485:2003: 8.k 8.5 

3. When a CAPA results in a design change, verify that the hazard(s) and any new 
risks are evaluated under the risk management process. 
IS0 13485:2003: 7.j 

4. Determine if all apprcspriate sources of CAPA data have been identified and are 
being monitored to determine action when indicated, Confirm that data from these 
sources are analyzed, using valid star;istical methods wheie appropriate, to identify 
existing product and quality problems that may require corrective action. 
IS0 13485:2003: 8. !, 8.2.3, 8.4 

5. Determine if failure investigations are conducted to-identify the cadges of non - 
conformities, where posssble, 
IS0 13485:2003: 85.2 

6. Verify that controls are in place to prevent distribution of non -conforming 
products. 
ISO 13485:2003: 8.3 

7. Confirm that corrective and preventive actions were ~plem~ted, effective, 
documented and did not-adversely affect finished devices. 
IS0 13485:2003: 8,203 8.5.2,8.5.3 

8. Determine if relevant information regarding nonconforming product and quality 
problem and corrective,and preventive actions has been su pplied to management 
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for management review. 
IS0 13485:2003: 5.6.3 

9. Verify that medical device reporting is done according to the applicable 
regulatory requirements. 
IS0 13485:2003: 8.5.1 

IO. Confirm that the manufacturer has made effective arrangements f&r gaining 
experience f.?om the post production phase, handling complamts (see also 7.8.3), 
and investigating the cause of non-conformance related to advisory notices/recalls 
with provision for feed back into the corrective and preventive action subsystem. 
IS0 13485:2003: 7.2.3,8.2.1 

11. Confirm that the manarfacturer has made effective arrangements for the issue and 
implementation of advisory notices/recalIs. 
IS0 13485:2003: S.S;I 

Evaluate the Corrective&d Preventive Actions subsystem for adequacy based on 
fmdings. 

7.6 Purchasing controb 

This subsystem should be considered a main subsystem for those manufacturers who 
outsource essential activities such as design and development and/or production to 
one or more suppliers. 

GOAL: The purpose of auditing the purchasing control activities is to ensure that 
products, components,jmateriaIs and services provided by suppliers, (including 
contractors and consultants) are in conformity. This is p.~icu~~Iy important when the 
finished product or service cannot be verified by inspection &.g., sterilisation 
services). 

Major Steps: The foIlowing major steps serve as a guide in the audit of the 
Purchasing controls Subsystem: 

1. Verify that procedures for conducting supplier evaluations have been established . 
IS0 13485:2003: 7.4.1 

2. Verify that the marmfacturer evaluates and maintains ef%ctive controls over 
suppliers, so that specified requirements are met. 
ISQ I3485:2003: 7.41 

3. Verify that the manufacturer assures the adequacy of specifications for products 
and services that suppliers are to provide, and defines risk management 
responsibilities and any necessaryrisk control measures. 
IS0 134852003: 7;4,2 
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4. Verify that records of supplier evahrations are maintained. 
IS0 13485:2003: 7.4.1 

5. Determine that the verification of purchased products and services is adequate. 
IS0 13485:2003: j.4.3 

Evaluate the Purchasing Controls subsystem for adequacy based on findings. 

7.7 Documentation and Records 

GOAL: The purpose of auditing the documentation and records is to ensure that the 
relevant documents are contr&ed within the m~ufa~~, and critical suppliers 
covered by the scope of this audit, and that the relevant records are available. 

Major Steps: ‘Ihe following major steps serve as a guide in the audit of the 
Documentation and Records subsystem: 

1. Veri@ that procedures have been established for the identification, storage, 
protection, retrievaf, retention time and disposition of documents and records. 
(including change @ontroI). 
IS0 13485:2003:4.2.3,4.2;4 

2. Confirm that documents and changes are approved prior to use. 
IS0 13485:2003: 4.23 

3. Confirm that current documents are available where they are used and that 
obsolete documents are no longer in use. 
IS0 13485:2003:4.2,3 

4. Verify that required $ocuments and records are being retained for the required 
length of time. 
IS0 13485:2003: 4.2.1,4,2.4 

Evaluate the Documentation and Records subsystem fox adequacy based on fin dings. 

7.8 Customer Related Prooess 

GOAL: The purpose ofauditing customer related processe s is to ensure that 
customer requirements including reguhtory requirements are met. 

Major Steps: The following major steps serve as a guide in the audit of the Customer 
’ related processes subsystem. 

1. Review product requirements to veri@ that they addres s,the intended use as well 
as customer and regulatory requirements. 
IS0 13485:2003: 7.2.2 
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2. Confirm that incoming orders and related information are reviewed to assure that 
any conflicting information is resolved and the mant&cturer can fUi1 the 
customer’s requirements. 
IS0 13485:2003: 7.2.2 

3. Confirm that the manufacturer has made effective arrangementsfor handling 
communications x&h customers including d~cume~t~g customq .%edback to 
identify quality problems and provide input into’ the corre&ve and preventive 
action subsystem. 
IS0 13485:2003: 7.23, 8.2. I 

4. Confirm that customer feedback is analyzed in the product ma&&on process and 
used to re-evaluate the risk assessment and, wherenecessary, adjust the risk 
management activities, 
IS0 13485f2003: 7.23 

Evaluate the Customer related processes subsystem for adequacy based on fmdings. 
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Append ices 

Appendix II : Binomial Staged Sampling Plans 
(Taken from the Quai@ System Inspection Technique, QSIT (1.999) 

Table 1: Confidence Limit 95% 
Table 2: Confidence Limit 99% 

Table 1 
Binomial Staged Samplhg PWs 

~i~~i~i Confidence Levels 

‘Fable 2 
Binomial Staged S~rnp~g.P~~~~ 

~~u~~al Confidence Leveh 

*ucl = Upper Confidence Level 

CRC Handbook of Probabihtv and’gtatistics: Second Edition 
Binomial Sampling may bcused when trying to make a-decjsion about an en$point that 
only has two potential outcomes (e:g., therecord is compliant or the ret or-d is non- 
compliant). 
Factors to consider when selecting a sampling table and sam&ing s&may include the 
risk of the medical device or risk of-the process and the records being sampled and the 
time the auditor has allocated to this part of the audit. 

For the review of records regarding a low risk medical device, Table 1 is recommended 
(95% Confidence), for the review of records regarding a high risk medics1 device TabIe 2 
is recommended (99% Confidence). Two examples are given: 
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Example 1: 

The auditor plans to determine whether the sterilization process is monitored and 
controlled by reviewing sterilization records. The sterilization process is\a high risk 
process, so the auditor uses sampling Table 2 in Appendix 1,. The auditor selects a 
random sample of 24 sterilization-batch records to review. All 24 records shaw that 
sterilization process was monitored and controlI&d and conducted at validated operating 
parameters. Based on Table 2; the auditor can be 99% confident that no more than 20% 
o,f the total population of sterilization records wiI1 show that the sterilization process was 
not conducted at the vafidated operating parameters. 

Example 2: 

The auditor is reviewing training records to determine whether employees have received 
training on recent revisions of the complaint handling procedures.’ The manufacturer 
makes computed tomogral$hy. Using Table 1, the auditor selects a random sample 
consisting of training records for 17 employees. The auditor finds that oyne employee has 
not received training in the revised procedure. Using Table 1) the auditor can be 95% 
certain that not more than 30% of the employees have not received train&g in the newly 
revised procedure. 
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Appendix 2: Factors us@ to detcrrmine the audit duration 

iit) 

iii) 

iv) 
VI 

W 

i> 
ii) 

iii} 

iv) 
4 

Factors which mqy increase the audit duration 

Manufacturers using suppliers to supply proces~s or parts that are critical to the 
function of the medical device and/or the safety ofthe user or finished products, 
including own IabeL products. When the manufacturer cannot provide s ufficient 
evidence of complrance, then additionai time should be allowed for each supplier 
to be audited. 
(Note: Component supphers are exempt from the FDA Quality System Regulation 
and are not inspected routtiely by FDA.) 
Manufacturers who kninstall produc t on customer-3 premises. 
Note: At least one~customer,site should be visited to ivudit the installation process 
or review a, sampI of the installation completion records 
Audits conducted ma foreign language (see GHTF Guidelines for Regulatory 
Auditing of Quality Systems of Medical Device Manufacturers - General 
Requirements, Pa+ 1, Supplement I : Audit Language R~u~ements) 
Multipurpose audigs required by the manufacturer 
Poor regulatory compIianee by the manufacturer 

Factors that may ‘reduce the audit d m-at-ion 

Low and medium risk medical devices 
Any evidence of satisfactory audits from other third party or auditing 
organizations of suppliers 
The result of previous audits conducted by the auditing organisation show 
compliance with regulatory requirements,, i.e. regulatory compliance by the 
manufacturer 
Reduction of the manufacturer product range since last audit 
Reduction of the design/or production process since Last audit 

Multiple site ~n~~a~~rer~ 

When multiple sites are involved, the manufacturer should defme the activities that take 
place on each site. 

When the sites operate different quality management systems, fur the purposes of 
estimating the audit duration each site shouid be regarded as a separate entity. 

For manufacturers who have two or more manufac~~~sit~,prov~di~g similar products 
or services in difkrent locations, which are covered by a singk quality management 
system,. the audit duration:may be estimated inthree steps: 

9 Estimate the audit duration for each site separate-ly, then tot@ the auditor-days 
ii) Add together the total number of staff for all sites, and then apply the LAF 

Guidelines to establishthe’base line 
iii) Average these two(results 
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d) Other types of audits 

There are a number of types of audits where the dura tion is less than that required for a 
full initial audit. 
(See GHTF Guidelines for lf.egu1atm-y Auditing of Quality Systems ofMedical Device 
Manufacturers Part 1- general requirements, SG4/N28, section 8). 

The factors listed in this appendix should be cons idered when estimating audit duration 
for those other types of audits. 

For partial audits, the duration should be calculated according to the-number of quality 
subsystems that are to be examined. This could apply, for example, to re -audits conducted 
to verify corrective actions taken as a result of the initial audit, or to situations where the 
regulations only require a partial audit, e.g. , Class 1 measuring’devices in the EU. 

In cases where significant changes have occurred to a manufacturer (seeeHTF 
Guidelines for Regulatory Auditing of Quality Systems of Medical Device Manufacturers 
Part 1 - General Re&iremants, sect&r 8.3) additional time may be required* 
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Appendix 3 : Country specific Qu.atity Marggement System requirements for section 7 

Subsystem: 7.1 Management 

-Step 13485:2003 21 CFR 820 

--I-- i 4.1,4.2 820.2@(c), 820.20(d), 820,20(e), 
820~22 

2 
3 
4 

5 
6~ 

5.3,5.4 1 820,20(a) 
7.1 82@3O(g), 820.30(i) 
5.1,5.5.1, 5.5.2, 

1 6.1,6.2, 
82O.~O(b), 82&2O(b)( l), 
820~2b@)(2), ~20.2~b)~3)~i) and 
(ii), 820.25 

5.6 820.5,820.2;8 (6) 
8.2.2 820.22 

Subsystem: 7.2 Design and D evelqment 

&ticle 26 I 
ArticlelO, 1516,21-23 

l---l-- 3 Step IS0 7.1 13485:2003 21 820:30(a) CFk 820 “kticle Japanese Chapter 26,30--1 2” QMS Regulation, 

I Article 35 

1 Article 36 J 
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Subsystem: 7.3 Design Output Dbcurnentation 

I 7 1,7.2,7.3.3 1 82O$U, 820.50,820.75 I 

Clauses and subclauses of 
IS0 1348.5:2003 
4,6,7,8 

Subsystem: 7.4 Production and Process Controls 

Sectio$3 of 
21 CFR Parts~820. 
82O.SO,820.60, 
820.65, S20,7$ 
820.72,820.75, 
820.80,820.90, 
820.20,820.25, 
820.30,820:40, 
820.1OO,820,180, 
820.X@, 820,150, 
820.184,820.‘181, 
820.@ 

Sections and Articles of Japanese QMS 
Regulation 
Chapter 2, Sectiorl4 
Chapter 2, Sedtion 5 
Chapter 2, Section 6 
Chapter 4, Article 67,68, 71-72, 73-79* 
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Subsystem: 7.5 Corrective and Preventive Actions *- CA?A 

Clauses a 
IS0 1348 
4,5,6,7, 

f Sections and, Akcles of Japanese QMS 
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Subsystem: 7.6 Purchasing controls 

subclauses of Sections of Sections and Articles ofjapanese QMS 

lStep 13485:2003 Japanese QMS Regu -lation, 

Subsystem: 7.7 Document ation and Records 
-- --- 

Clauses and subclauses of Sections of 
IS0 13485:2003 21 CFR Parts 820 

-~- 
4 82(X40,820.65, 

820.180,820. x00, 
820.1~1,820.184, 
820.1:86, 820.198, 
82OBO 

Sections and ArticIes of Japanese QMS 
Regulation 

Chapter 2, Section2 
Chapter 4, Article 64, 71,72,74*, 77-79* 

I  -  

1-0 13485:2003 / 21 CFR 820 1 Japanese QMS Regu-Iation, 

Subsystem: 7.8 Customer related proce ss 

Chapter 4, Article 6671-72, 74-79* 
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Appendix 4: Sterilization @m?ess 

GOAL: The purpose of auditing the sterilization process (including testing, 
in6astructure, facilities and ‘e~uiprn~~t~ is to confm that the prwesses are appropriate to 
produce sterile products. : 

Major Steps: The following major steps serve as a guide in the audit of sterilization 
processes under the Production Process subsystem: 

I. 

2. 

3. 

4. 

5. 

6. 

7. 

8. 

9. 

Determine that the steri&ation processes are planned - including the controlled 
conditions. 
IS0 13485:2003:7.1, 7S.1.3 
Determine that the piarm i~g of product sterilization is consistent with the 
requirements of the other processes of the quality management system. 
IS0 134$?5:2003: 7.1. 7i5.J.3 
Determine that records ofprocess parameters for the sterilization process for each 
sterilization batch are r&ntained and are traceable to each production batch. 
IS0 13485:2003: 7.5.1.3 

Select a sterilization prbcess(es},for review. If there, is more than one sterilization 
process use the following criteria: 
5 degree of difIicufty;to sterilize a medical device 
5 process used for the largest number of medical devices 
5 process that is most difficukto control 

Determine that the sterilization process has been validated and review, the validation 
for adequacy. Validation includes‘quahfication of the sterihzer. Che ck that validation 
is up-to-date. 
IS0 13485:2003: 7.5.2.1 

Determine that biological indicators ‘are handled appropriately and validated. 
IS0 13485:2063: 8.2,3 
Determine that the process is controlled and monitored including product bio burden. 
Verify that configuration of loads comply with validated co~~~~t~~~s. 
IS0 13485:2OQ3: 7.5.1.3 

Determine that the process is operating within specified lim its. 
IS0 13485:2003: 7.5.1.3 

If data indicates that t&process does not always meet process pamr$eters, determ ine 
that non-conforman& are handled appropriate& and investigated and appropriate 
corrections and corre&ive actions are taken to address non -conformances. 
IS0 13485:2003: 8.1,8.2.3, 8.3;8.4,8.5.2 

10. If the sterilization process is software cant rolled, determ ine that the software is 
validated. 
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IS0 13485:2003: 7.5.2.1 ’ 

I 1. Determine that the equipment used has been adjusted, calibrated and maintained. 
IS0 13485:2003: 7.5, 7.6 

12. Determine that personngl. are appropriately qualified and trained to valid ate, 
implement and maintain the procsss. 
IS0 13485:2003: 6.2 

Evaluate the sterilization process for adequacy as part of the ev$uation ofthe Production 
Processes subsystkm. 
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