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1.  Introduction 1 

 A Quality Assurance (QA) Programme is a cornerstone in the OECD Good 2 

Laboratory Practice (GLP) Principles within a test facility. Indeed, QA constitutes an 3 

internal mechanism of continuous monitoring for assuring test facility management (TFM) 4 

on the GLP compliance of the test facility and of the studies conducted therein.  5 

 This document clarifies the requirements as stated in the GLP Principles that can 6 

be found in Section II, chapters 1.1.2.f, 1.2.2.b, 2, 8.1.1, 9.2.4 of OECD Document No. 1 7 

OECD Principles on Good Laboratory Practice (OECD, 1997[1]). 8 

 This document is a revision of OECD Consensus Document No.4 on Quality 9 

Assurance (QA) (OECD, 1999[2]). It has integrated the risk-based approach to manage GLP 10 

QA programmes (based on the documents Good laboratory practice (GLP) facilities: risk-11 

based quality assurance (Medicines and Healthcare products Regulatory Agency (MHRA, 12 

2015[3]) and Guidance for GLP facilities on the implementation and maintenance of a risk-13 

based Quality Assurance programme (European Commission, 2017[4]). It has also 14 

incorporated all the relevant QA topics present in the questions and answers published in 15 

OECD FAQs, in the archived technical issues that reached a consensus during discussions 16 

in the OECD GLP working group meetings and in the OECD documents of the GLP series 17 

issued after document No. 4 including: 18 

 Documents No. 7 on The Application of the GLP Principles to Short Term Studies 19 

(OECD, 1999[5]) 20 

 Document No. 8 on The Role and Responsibilities of the Study Director in GLP 21 

Studies (OECD, 1999[6])  22 

 Document No. 13 on The Application of the OECD Principles of GLP to the 23 

Organisation and Management of Multi-Site Studies (OECD, 2002[7])  24 

 Document No. 14 on The Application of the Principles of GLP to in vitro Studies 25 

(OECD, 2004[8]) 26 

 Document No. 15 on Establishment and Control of Archives that Operate in 27 

Compliance with the Principles of GLP (OECD, 2007[9]) 28 

 Document No. 17 on Application of GLP Principles to Computerised Systems 29 

(OECD, 2014[10]) 30 

 Document No. 20 on  Guidance for Receiving Authorities on the Review of the 31 

GLP Status of Non-Clinical Safety Studies (OECD, 2019[11]) 32 

 33 

2.  Scope 34 

 This document applies to QA of GLP test facilities or test sites. Where appropriate, 35 

the terms of “test facility”, “study director” and “study” include respectively “test site”, 36 

“principal investigator” and “study phase”. 37 

 38 
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3.  Definitions and terms in the context of GLP 39 

  Quality Assurance Programme (QAP): a defined system, including personnel, 40 

which is independent of the direction and the conduct of studies, and is designed to assure 41 

TFM of compliance with the Principles of GLP. A QAP constitutes a set of actions of 42 

verification, including inspections, implemented to verify the GLP compliance of the 43 

studies and the test facility; the QAP is independently carried out by designated QA 44 

personnel, directly responsible to TFM. 45 

 Quality Assurance (QA): resources and organisation in charge of implementing 46 

and maintaining the QAP.  47 

Note: The remit of QA in GLP does not include, among others, the management of the 48 

quality system documentation (although some test facilities may assign this function), 49 

the approval of deviations, the approval of the adequacy of the resources or the 50 

management of tools for improvements of organisational processes. It is recognised 51 

that other quality standards (e.g. ISO 9000 series, current Good Manufacturing 52 

Practices, ISO 17025) use the term "quality assurance" in a different meaning. 53 

 Verification: comparison carried out to detect discrepancies between a defined 54 

standard (e.g. GLP Principles, study plans or SOPs) and the way actions are actually 55 

performed. 56 

 Inspection or audit: an organised verification of facilities, activities and 57 

documentation for which the outcomes are reported promptly.  58 

Note: for some GLP compliance monitoring authorities, the term “audit” is used 59 

rather than “inspection” for the internal QA inspection activities and “inspection” 60 

is restricted to the verification conducted by the compliance monitoring authority. 61 

In the rest of the document, only the term “inspection” is used as previously used 62 

in the GLP Principles. 63 

 Study-based inspections: these are scheduled according to the chronology of a 64 

given study, usually by first identifying the critical phases of the study. 65 

 Facility-based inspections: these are not based upon specific studies, but cover the 66 

general facilities and activities within a test facility (installations, support services, 67 

computer system, training, environmental monitoring, maintenance, calibration, etc.). 68 

 Process-based inspections: again these are performed independently of specific 69 

studies. They are conducted to monitor procedures or processes of a repetitive nature and 70 

are generally performed on a random basis or on a representative study according to an 71 

approved schedule. These inspections take place when a process is undertaken very 72 

frequently within a test facility and it is therefore considered inefficient or impractical to 73 

undertake study-based inspections. It is recognised that performance of process-based 74 

inspections covering phases which occur with a very high frequency may result in some 75 

studies not being inspected on an individual basis during their experimental phases. 76 

Note: some monitoring authorities require every study to be inspected on an individual 77 

basis. Performing process based inspections in lieu of study specific inspections is not 78 

compliant in some monitoring programmes. 79 

 Critical phase: individual, defined procedures or activities within a study which are 80 

critical to the study’s quality, validity and reliability. 81 

Note: studies can contain more than one critical phase. 82 
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 83 

4.  Position of QA in the test facility 84 

  Due to the nature of their role, and their interactions with all GLP functions within 85 

the test facility, QA personnel are often involved in the broader aspects of the organisation 86 

and operations and often play a central role in communication within the test facility. 87 

Furthermore, QA independence must be kept in mind in the context of interactions of the 88 

QA personnel with other GLP functions, as are required by the GLP Principles. 89 

4.1. The QA-test facility management interaction 90 

 TFM has the ultimate responsibility for ensuring that the test facility as a whole 91 

operates in compliance with the GLP Principles. Management may delegate designated 92 

control activities via line management organisation, but always retains overall 93 

responsibility. Therefore, TFM should ensure that there is a QAP with designated personnel 94 

performed in compliance with the GLP Principles. 95 

 An essential TFM responsibility is the appointment and effective organisation of 96 

an adequate number of appropriately qualified and experienced personnel throughout the 97 

test facility including those specifically required to perform QA functions. Therefore, when 98 

assessing the workload involved in implementing and maintaining the QAP, TFM should 99 

ensure that appropriate and sufficient resources are allocated to QA.  100 

 Those appointed to be responsible for QA must have access to the different levels 101 

of management of the test facility. 102 

 Delegation to QA of tasks which are attributed to other functions in the GLP 103 

Principles must not compromise the independence of the QA operation, and must not entail 104 

any involvement of QA personnel in the direction and the conduct of the study other than 105 

in a monitoring role (see chapter about independence of QA). 106 

 Reports of all facility-based, process-based and study-based inspections should be 107 

promptly transmitted in writing to TFM.   108 

 It is recommended to implement a periodic schedule of the QAP (e.g. annually) to 109 

be approved by TFM; a summary of the achievements at the end of the defined period can 110 

be sent to TFM. 111 

4.2. The QA-study director interaction 112 

 The GLP Principles require that the study director ensures that the QA personnel 113 

have a copy of the study plan and any amendments in a timely manner and that the study 114 

director communicates effectively with the QA personnel during the conduct of the study. 115 

 Any planning of the studies (e.g. by using the up-to-date version of the master 116 

schedule) should be available for QA to schedule the study-specific inspections and ensure 117 

adequate inspections are in place. The identification of the critical phases of the studies 118 

should be under the responsibility of QA. Nevertheless, it is recommended to discuss the 119 

identification of the study-specific critical phases with the study directors who can provide 120 

technical input due to their experience. This can lead to a common understanding of the 121 

critical phases. 122 
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 The active involvement of the QA personnel is necessary at all stages of the study, 123 

for example, verification of study plans in a timely manner, review of final reports, 124 

performing inspections to confirm that all information is available for the study personnel. 125 

Attendance of QA personnel at study initiation meetings, if any, can facilitate coordination 126 

with the study director. 127 

 If deviations from the GLP Principles, study plans or SOPs are detected by QA 128 

personnel when carrying out inspections, it is expected that the QA personnel document 129 

the observations and communicate them promptly and directly to the concerned study 130 

directors. 131 

 A study director should receive all inspection reports related to the study under 132 

her/his responsibility. The study director should respond to inspections reports promptly, 133 

indicating corrections and, if necessary, liaising with QA personnel. 134 

4.3. The QA-study personnel interaction 135 

 Although the GLP Principles do not require any specific interaction between the 136 

study personnel and QA, QA personnel may be consulted to answer questions regarding 137 

GLP compliance that could arise during the execution of the study tasks, including 138 

questions from the study directors. 139 

4.4. Independence of QA  140 

 The QAP should be carried out by individuals designated by and directly 141 

responsible to TFM. To avoid any potential conflict of interest, QA personnel should not 142 

be involved in any aspect of the direction and the conduct of a study. The independence of 143 

QA in relation to the studies is a crucial cornerstone, as it is recognised that inspecting 144 

one’s own tasks compromises the objectivity of the examination, and thus jeopardises the 145 

value and the credibility of the outcomes. Identification of risks to impartiality, 146 

independence and influence in the activities carried out by QA personnel and their 147 

relationships with other roles involved in GLP studies need to be considered. 148 

 To ensure independence of QA personnel, they should be under the direct 149 

responsibility of TFM and should not assume any role in the studies submitted to their 150 

inspections (i.e. study director, study personnel or TFM).  151 

 If QA personnel assume additional responsibilities than the QAP (like management 152 

of the SOPs, metrology or any other activities except those linked to the direction and the 153 

conduct of the studies), these activities should be inspected by independent QA individuals 154 

not involved in these activities and reporting directly to TFM.  155 

 For small sized test facilities or in test facilities in which GLP activity is low, TFM 156 

must dedicate at least one individual, even if part-time, with the responsibility for 157 

coordination of the QA function. It is acceptable for individuals involved in the conduct of 158 

studies to perform the QA function for GLP studies conducted in other departments if there 159 

is no link to their own studies within the test facility and there is a clear reporting line direct 160 

to TFM. The studies where such personnel is involved should be inspected by other 161 

independent QA personnel. TFM should always ensure that independence of such 162 

individuals can be ensured and demonstrated at all times. 163 
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 The conduct of independent inspections excludes any hierarchical link, ascending 164 

or descending, between the auditor and the auditee, except inspections involving TFM as 165 

auditee. 166 

5.  Qualifications of QA personnel 167 

 QA personnel should have a thorough understanding of the GLP Principles. 168 

 QA personnel should have the training, expertise and experience necessary to fulfil 169 

their responsibilities.  170 

 Individuals appointed to QA functions should have the ability to understand the 171 

basic concepts of the activities being monitored. They must be familiar with the test 172 

procedures, standards and systems operated at or on behalf of the test facility. The 173 

proofreading by the QA personnel of the relevant study plans or SOPs before the conduct 174 

of the inspections are essential. In case of lack of specialised knowledge, or the need for a 175 

second opinion, it is recommended that the QA personnel asks for specialist support. 176 

 It is important for QA personnel to have training in methods and tools to conduct 177 

inspections, in which communication skills for questioning, conflict handling and social 178 

relationships are important. Knowledge in risk-assessment tools may be useful if the QAP 179 

is risk-based (see chapter on risk based QAP). 180 

 The understanding of the QA roles and the level of training provided to QA 181 

personnel are the responsibility of TFM. Therefore, TFM should ensure that there is a 182 

documented training programme encompassing all aspects of QA activities. Training 183 

should, where possible, include on-the-job experience under the supervision of trained 184 

staff. Attendance at in-house and external seminars and courses may also be relevant. 185 

Training should be continuous and subject to periodic review (the frequency of these 186 

reviews should be based on the identified risks of loss of performance in the QA activities 187 

due to lack of competence). 188 

 The training of QA personnel must be documented. These records should be kept 189 

up-to-date and archived. 190 

 191 

6.  Quality assurance programme (QAP)1 192 

6.1. General 193 

 Test facilities should have a documented QAP to assure that studies performed are 194 

in compliance with the Principles of GLP. The QAP comprises the verification of study 195 

plans to ensure that they contain all information required for GLP compliance and the 196 

conduct of inspections by trained independent QA personnel following processes described 197 

                                                      
1 Sections of this text, in particular 6.2 and 6.5.1 and components of 6.4.1 and 6.5.2, are inspired to 

a large extent from the following documents Good laboratory practice (GLP) facilities: Risk-based 

quality assurance (Medicines and Healthcare products Regulatory Agency (MHRA, 2015) and 

Guidance for GLP facilities on the implementation and maintenance of a risk-based Quality 

Assurance programme (European Commission, 2017). 
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in SOPs. The GLP Principles define three types of inspections: study-based inspections, 198 

facility-based inspections, and process-based inspections.  199 

 The QAP should be implemented to provide the verification of the application of 200 

all GLP requirements and especially their implementation in study plans, study plan 201 

amendments and SOPs. 202 

 QA should maintain SOPs for the planning, performance, documentation and 203 

reporting of inspections. A list of studies planned and in progress should be kept. QA 204 

should have access to an up-to-date copy of the master schedule. Such a list is necessary 205 

for planning QA activities and assessing the QA workload within the test facility. 206 

6.2. Risk-based QA programme 207 

 The definition of the scope and the frequencies of QA inspections should be 208 

justified and fully documented. It is recommended to implement a risk-based approach. 209 

 QA inspection programmes will often cover a broad range of activities but the risk 210 

associated with each activity may not be considered and/or reflected in the frequency and 211 

scope of the inspection. The adoption of a risk-based inspection programme can allow the 212 

QA personnel to determine the type of inspection to be carried out, when to carry it out, 213 

and to focus their resources in a more effective and proactive manner commensurate with 214 

the risk that an activity has on the GLP compliance status of the studies, facilities and 215 

systems.  216 

6.2.1. Risk  217 

 Risk may be defined as the combination of the probability of issues or problems 218 

occurring (within a test facility, quality system or study), the impact these may have on the 219 

integrity and quality of the data and on the overall GLP compliance of the test facility, 220 

quality systems or study.  221 

 If the QAP is based on a risk-based approach, risks that may affect GLP compliance 222 

should be identified.  This will require knowledge of the types of activities undertaken, the 223 

processes, systems and ways of working that are already in place. A risk assessment can be 224 

undertaken to identify what might go wrong and the impact these issues may have on GLP 225 

compliance. Once any risks have been identified, a QAP which provides an acceptable state 226 

of control should be designed and implemented, with information from the risk assessment 227 

used to dictate and justify the frequency and scope of QA inspections for each activity. Any 228 

risk based approach is a dynamic system and should be designed to consider any changes 229 

to the test facility or processes that may require updates to risk assessments and subsequent 230 

inspection approaches. The risk assessment process and output should be documented and 231 

controlled.  232 

6.2.2. Risk management  233 

 A test facility that adopts a risk-based inspection programme will need to have 234 

documented risk assessments. These will identify the issues that might compromise GLP 235 

compliance and evaluate the risks associated with exposure to those issues.  236 

 It is the responsibility of TFM to conduct the risk assessment. 237 

 When conducting a risk assessment the following should be considered (this list is 238 

not exhaustive):  239 
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- What are the risks to GLP compliance?  240 

- What might go wrong? 241 

- What is the likelihood it will go wrong? (probability) 242 

- What are the consequences to the GLP studies, facilities and systems? (impact)  243 

 To identify the risks, the history of the test facility can give useful information 244 

when relevantly analysed (not exhaustive list): 245 

- Findings detected on previous QA inspections; 246 

- Information on weaknesses associated with a given activity detected by quality 247 

control activities; 248 

- Deviations; 249 

- Root cause analyses of those events, corrective and preventive actions plan, when 250 

implemented. 251 

 Once the risks to GLP compliance have been identified, TFM determines what 252 

controls they have in place that mitigate these risks from occurring and would detect them 253 

if they were to occur. These could include quality control activities such as data verification 254 

and data checking or the use of validated computerised systems. Such controls may reduce 255 

the risk of compromising GLP compliance and support a reduced frequency or different 256 

scope of QA monitoring. The reduced risk is referred hereafter as “residual risk”. 257 

  For example, where a manual transcription process is in place, the introduction of 258 

a QC check at the time of transcription increases the detectability of any errors and reduces 259 

the risk of incorrect data being used in a calculation. In this specific case, the use of a 260 

validated computerised system would further reduce the residual risk, where direct transfer 261 

of data from one system to another may be performed without the need for additional QC 262 

checks.  263 

 The risk assessment process will provide the test facility with information that 264 

identifies the areas of highest residual risk and these areas are likely to be subject to the 265 

most frequent QA inspections. Areas deemed to be of lower risk have still to be inspected, 266 

however the frequency and/or depth of the inspections may be reduced.  267 

 Risk management is an ongoing process and a mechanism to periodically review 268 

risks should be implemented. Reviews include assessing the effectiveness of the quality 269 

systems using controlled and robust processes that capture, measure and identify trends in 270 

various indicators of quality: for example, metrics such as number, type and frequency of 271 

deviations, inspection findings and errors in general. The assessment process can take 272 

account of significant changes within the test facility such as increased volume of work, 273 

the introduction of new technologies or techniques and changes to key personnel. New 274 

regulations and guidance documents can also influence the QAP. The conclusions drawn 275 

from the periodic review process can be used to update and strengthen the risk-based QA 276 

monitoring programme.  277 

 For some larger test facilities, it might be appropriate to consider the risks on a 278 

departmental or specific area basis as this would allow for differences in approach at a local 279 

operational level. 280 

 281 

 282 
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6.2.3. Risk assessment lifecycle  283 

Figure 1. Life-cycle of a risk-based quality assurance programme  284 

 285 
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 307 

 The diagram above illustrates the cyclic nature of the risk management process. 308 

Information from various sources feeds into the original risk assessment as follows:  309 

 the inspection universe should be identified; which is the scope of what needs to be 310 

inspected, i.e. the areas, systems and activities used in performing or supporting 311 

GLP studies; 312 

 information gained from experience (i.e. information gained from previous 313 

inspections and other sources such as, for example, quality indicators and quality 314 

metrics), results of regulatory inspections (i.e. deficiencies observed by the GLP 315 

Monitoring Authority), may also be considered; 316 

 the output of this risk assessment is a QAP designed with more focus on areas of 317 

higher risk; 318 

 inspections are conducted and over time generate a variety of findings. These 319 

findings together with other sources of information such as quality metrics, 320 

information from external sources etc. should be fed back into the risk assessment 321 

cycle at the risk review stage. This may result in changes to the inspection 322 

programme based on the updated risk profile.  323 

 A risk-based QA inspection programme should add value to a GLP quality system, 324 

by targeting resources to areas that present the greatest potential for non-compliance. It 325 

Definition of the QAP 
(planning, SOPs) 

Risk assessment 

Inspection universe Past experience 
Changes in 
regulation  

Conduct of inspections 

Results of inspections 
(and other metrics) 

Evaluation of inspection results 
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should also enhance the identification and prevention of poor compliance by ensuring 326 

processes are in place that assess risk and consider the impact of errors on studies, systems 327 

or the test facility as a whole. 328 

6.3. Verification of the study plan 329 

 The goal of this verification is to ensure that all information required for 330 

compliance with the GLP Principles are present in the study plan. The clarity and 331 

consistency of the study plan is assessed through this verification. The verification of the 332 

study plan should be defined in an SOP and the results should be documented. It could be 333 

documented by an inspection report (in case the verification of the study plan is regarded 334 

as a QA inspection, it may also be included in the QA statement, see also chapter on QA 335 

statement), or by any other appropriate documentation or mark, as defined in SOPs. 336 

 It is recommended that the verification of the study plan occurs before the 337 

beginning of the study, at least before the experimental starting date of the study. 338 

 Amendments to the study plan, as part of the study plan, are verified in the same 339 

manner as the study plan. 340 

 The study plan may also be used to plan the study-based inspections from the 341 

proposed schedule of the study to ensure the availability of QA personnel. Especially, the 342 

critical experimental phases of the study to be inspected should be identified, preferably in 343 

cooperation with study directors, and their inspections planned. 344 

 QA should retain, at least until the completion of the study, a copy of the approved 345 

study plan and any amendments. In addition, QA should maintain copies or have access to 346 

all relevant SOPs in effect at the time of the study. 347 

 Where general study plans are in use for short-term studies, it may be considered 348 

to review such study plans periodically based on a risk-based approach, and not 349 

systematically for each study. Study specific supplements to such plans (e.g. with details 350 

on test item and the conditions of its administration or application to the test systems, 351 

nomination of the study director, identity of sponsor(s), study calendar) should then be 352 

issued as a supplementary document requiring only the dated signature of the designated 353 

study director. These study-specific supplements should be verified by QA. The 354 

combination of the general plan and supplements form the unique study plan. 355 

6.4. Study-based inspections 356 

 Inspections through the duration of the entire study should be conducted by QA 357 

personnel, so that each GLP study is subject to an appropriate level of QA oversight.  358 

 The schedule of such verifications depends on the chronology of the study and the 359 

associated risks. 360 

6.4.1. Inspections of experimental phases 361 

 The selection of the experimental phases that should be subjected to an inspection 362 

is made by the QA personnel after consultation with the study director. The focus of the 363 

inspection should be placed on activities which present the greatest risk for the integrity of 364 

the study. Scientific techniques used to perform GLP studies may be complex in nature. 365 

Consequently it is essential that phases to be inspected are identified in cooperation with 366 
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the study director or another technical expert that have an in-depth understanding of the 367 

used methodology.  368 

 If not all the experimental phases are inspected in each study, the consolidated 369 

planning of the inspected phases should be arranged in a way that all the types of 370 

experimental phases are inspected in a defined period. 371 

 What constitutes an appropriate level of oversight of QA on the studies can be very 372 

subjective and will vary from study to study depending on the length and complexity. 373 

Emphasis should always be placed on inspecting the activities that are associated with the 374 

highest risk, whilst the inspection of activities that are deemed to be routine may be subject 375 

to a less stringent regime (see chapter on periodic inspections). 376 

 GLP studies may be multifaceted and performed over a number of days, weeks or 377 

even months. In this case, deciding on the number of different activities that will be 378 

inspected, and the frequency of the inspections over the course of the study, will require 379 

careful consideration. One consideration that should not be overlooked is the risk 380 

associated with each activity. This is not necessarily obvious; for example, if an activity is 381 

new to the facility or performed very infrequently, even if it is fairly simple it would usually 382 

be appropriate to inspect it on a study specific basis. Alternatively if a study activity is 383 

complex in nature, it does not necessarily follow that it should be inspected at a high 384 

frequency throughout the course of the study. It would be appropriate to make an 385 

assessment of whether the activity has been problematic in the past or if it has always been 386 

conducted with very few issues. In the latter case, it may be acceptable to inspect the 387 

activity at a very low frequency during the course of the study or include it as part of a 388 

process-based inspection programme. 389 

 Critical experimental phases are required to be inspected. The term “critical phase” 390 

is often used to indicate the activities that are deemed to be essential to maintaining the 391 

integrity of the study. Identifying critical study phases is fundamental to developing an 392 

effective inspection programme. In addition to the study-specific activities described in the 393 

study plan, a critical phase could also include overarching procedures used to conduct and 394 

manage the study, for example, an inspection of study set up.  395 

 To identify critical phases, the following points should be considered together. 396 

 The phase that must be correctly executed to ensure the study’s quality, validity 397 

and reliability should be inspected for each study. 398 

 Unusual or new technical procedures: novel or infrequent activities should be 399 

inspected for each study (and not process-based) until at least they are considered 400 

routine and repetitive and confidence has been gained in the compliant conduct of 401 

that activity.  402 

 Unusual test item (by its nature, state). 403 

 Not all critical phases are equal with respect to risk. Some activities will be 404 

identified as critical phases but may be fairly routine and straight forward. Others will be 405 

technically complex and specialised. The nature of the critical phase is important when 406 

considering the frequency of QA inspections.  407 

 Specific attention should be paid to ensure QA personnel have suitable knowledge 408 

and training before inspecting critical phases (see also chapter on qualification of QA 409 

personnel). 410 
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 To ensure effective witnessing and communication with auditees, physical 411 

presence of QA personnel is essential at the location where the inspected activity is 412 

conducted. The use of other technologies such as video calls as an alternative to physical 413 

presence may be considered only for exceptional situations (e.g. business continuity plan 414 

or health and safety reasons). The use of remote observation methods should be fully risk-415 

assessed to ensure that they provide a similar level of oversight as a physical inspection. 416 

Enough detail within the study or QA records should be available to reconstruct all 417 

activities, so that QA could be able to demonstrate that any technique used during 418 

inspections is adequate.  419 

 The inspections of experimental phases include the following verifications: 420 

 the study plan, its amendments and relevant SOPs have been made available to 421 

study personnel in the location where the phase is conducted; 422 

 the instructions in the study plan, its amendments and SOPs are followed by the 423 

study personnel; 424 

 Inspections of the experimental phases are opportunities to check the way raw data 425 

are recorded by study personnel. 426 

 The conformity of the resources implemented in the experimental phase could also 427 

be inspected (e.g. relevant qualification of study personnel, conformity of equipment or 428 

facilities or test systems etc.). 429 

6.4.2. Inspections of study reports 430 

 All final study reports for which GLP compliance is claimed should be reviewed 431 

by the QA personnel.  432 

 The goal of the inspection of the final study report should be to determine whether: 433 

- the study was carried out in accordance with the study plan, its amendments and SOPs; 434 

any detected discrepancies from the GLP Principles, the study plan, its amendments, 435 

SOPs are deviations from these instructions that should be documented and 436 

communicated directly to the study director;  437 

- the study has been accurately and completely reported; 438 

- the final study report contains all the elements required by the GLP Principles and 439 

requested in the study plan and its amendments; 440 

- the final study report is internally consistent; 441 

- the raw data are complete and in compliance with the GLP Principles; 442 

- especially the reported events are all documented by accurate and available raw data. 443 

 444 

 To achieve the objective of the inspection, raw data, other study materials and all 445 

documentation about the study environment and resources should be available to QA 446 

personnel upon request.  447 

  448 

 It is recommended to carry out the inspection of the study report just before its 449 

completion, when all raw data have been gathered, no more major changes are intended 450 

and the comments of the sponsor, if any, have been integrated by the study director. 451 
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Procedures must be established so that QA is made aware of all additions or changes made 452 

to the report after the inspection.  453 

 If parts of the final study report are issued by contributing scientists within the test 454 

facility (e.g. histopathological report, bioanalysis report), they may be subject to dedicated 455 

inspections at the last stage of their finalisation. 456 

 Amendments to the study report should be reviewed in the same way as the study 457 

report.  458 

 For short-term studies, as it may be appropriate to prepare a single general study 459 

report, containing the majority of generic information required in such a report and 460 

approved in advance by the study director(s) responsible for the conduct of such studies, 461 

such general study report should be periodically reviewed by QA. The period between each 462 

verification should be defined using a risk-based approach. 463 

 Study-specific supplements to such general reports (e.g. with details on test item 464 

and the conditions of its administration or application to the test systems, identities of the 465 

study director and the sponsor(s), study results, GLP compliance statement and QA 466 

statement) should then be issued as a supplementary document. These study-specific 467 

supplements should be inspected by QA personnel. The combined document - the general 468 

study report and the study-specific supplement - is the unique study report.  469 

 QA procedures for reviewing raw data should be defined in SOP. The review of 470 

raw data may be conducted at different steps of the study; it may be started during the study 471 

conduct, e.g. the records may be examined by QA during experimental phases of the study 472 

or during process inspections.  The final review of the raw data should be conducted at the 473 

final draft stage, when all raw data have been gathered and no more major changes are 474 

intended. The quality, integrity and completeness of the raw data should be verified by 475 

taking into account the following: 476 

 all raw data should be generated conform to the requirements of the GLP Principles;  477 

 the format of the raw data recording is retainable;  478 

 in case of a high quantity of raw data, procedures should be in place to define the 479 

minimum percentage of raw data to be verified in a study. These procedures should 480 

include rules of the selection of the samples of selected raw data (random or not) 481 

and instructions in case errors are detected;  482 

 modifications to raw data should be correctly signed, dated and justified; attention 483 

should be paid to justifications of changes, especially those that were not done 484 

immediately after the original data input or capture; for electronic raw data, it is 485 

expected that the review of the audit trail is included. The access rights used for 486 

modifications of raw data may also be checked. As a prerequisite, completeness 487 

and suitability of the audit trail functions and settings should involve QA personnel; 488 

 the extent of the review of raw data should take into account any quality control 489 

activities, including trends detected by the analyse of it 490 

 The extent of the review of raw data may be based on a risk-based approach and 491 

may depend on the nature and properties of the systems used to capture, generate, analyse, 492 

transfer and store raw data. 493 
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 The review of the raw data may be formalised by stamps (marks with a specific 494 

QA colour pen for example) on the raw data themselves. Such marks should not cover nor 495 

modify the original raw data.  496 

 QA should not correct or modify the study raw data. 497 

6.5. Periodic inspections 498 

 Periodic inspections are carried out independently of specific studies. The purpose 499 

of periodic inspections is to verify if procedures or systems relevant to studies are compliant 500 

with GLP and applicable SOPs. Two types of inspections are defined in the GLP Principles: 501 

process-based and facility-based inspections. 502 

6.5.1. Process-based inspections 503 

 Process-based inspections are designed to monitor activities that are performed on 504 

a regular basis and do not differ significantly each time they are performed. Process-based 505 

inspections allow QA oversight of activities undertaken for a number of studies whilst 506 

minimising QA resources. Process-based inspections should ensure that what is observed 507 

is representative of what occurs on a routine basis. The types of activities that may fall 508 

within the scope of a process-based inspection programme are open to interpretation. QA 509 

personnel in collaboration with study directors or other test facility personnel must 510 

determine which activities could be covered by process-based inspections. Examples of 511 

processes that may be covered by this type of inspections are depending on the frequency 512 

of their occurrence and may include, test item administrations to defined species of animals 513 

by a defined route, collection of specimens, inoculation of cell lines and sample preparation 514 

procedures.  515 

 QA must decide how often the activity will be inspected. Decisions on how 516 

frequently a process is to be inspected should take into account the implications for 517 

compliance if the process failed. Each process should be assessed on a case-by-case basis 518 

and the justification for the frequency of inspection should be documented.  519 

 A number of factors may be used to establish an appropriate inspection frequency. 520 

These will include the risks associated with the inspected activity, the past compliance 521 

history, quality control procedures and the criticality of the activity to the study outcome 522 

or to a test facility’s operations.  523 

 For a process-based inspection programme to work effectively, it must take several 524 

different factors into account. The frequency and complexity of an activity is an important 525 

determining factor, other considerations may include the number of operators that perform 526 

the activity and their respective experience. The risk associated with an inexperienced 527 

operator performing a task may be greater than those associated with an experienced 528 

operator performing the same task. One of the key challenges for a process-based 529 

inspection programme is to ensure that what is observed is representative of what occurs 530 

on a day-to-day basis.  531 

 Combining study-specific inspections and process-based inspections is acceptable 532 

practice and provides QA with the ability to focus resource so that the highest risk activities 533 

associated with a study are inspected at a high frequency, whereas activities considered to 534 

be lower risk may be subject to periodic review.  535 

 Consideration should be given to commonality between activities performed for 536 

different studies. For example, if sample preparation for one study is very similar to the 537 



16        
 

      
      

preparation of a sample for a different study then it may be appropriate to perform a 538 

process-based inspection that assesses sample preparation but does not distinguish between 539 

study types. The same may be true for many routine activities that are common to several 540 

different types of study. This is particularly useful for test facilities that perform a high 541 

volume of short-term studies which vary in type. 542 

6.5.2. Facility-based inspections 543 

 Facility-based inspections cover the general facilities and activities within a test 544 

facility. 545 

 Facility-based inspections are conducted to ensure that the facilities are suitable for 546 

their intended purpose and are maintained to a satisfactory standard. In addition, facility-547 

based inspections may also include general non study-specific activities. For example, 548 

preventive maintenance and periodic calibration of equipment may be included in facility-549 

based inspections.  550 

 The scope of facility-based inspections may include and is not limited to the review 551 

of:  552 

 the management of the test facility, the organisational structure, 553 

 the training and the management of personnel, 554 

 the process of management of the studies and the roles of the study directors and of 555 

the study personnel, 556 

 the general process to conduct the studies, the lifecycle of the raw data, 557 

 the installation and maintenance of adequate facilities, 558 

 the adequacy, maintenance and calibration of equipment, 559 

 the validation, the use and the maintenance of computerised systems, 560 

 the management of the test systems, 561 

 the management, the life cycle and the characterisation of test and reference items, 562 

 the management of reagents and other materials, 563 

 the management of SOPs, 564 

 archiving,  565 

 subcontractors, providers of services and suppliers and relevant service level 566 

agreements. 567 

 The frequency, nature and extent of facility-based inspections should be driven by 568 

a documented risk assessment; for example, it would be reasonable to assign an activity as 569 

low risk if no compliance issues have been identified over the course of a number of 570 

inspection cycles. Conversely, high risk activities may be associated with high and/or more 571 

in-depth types of facility-based inspections.  572 

 When assessing risk, consideration should be given to how independently different 573 

GLP areas operate within the same test facility. If two areas follow different procedures to 574 

complete the same task, or the level of criticality within a given area for the same task is 575 

different, then the risk associated with the task performed in one area cannot be used to 576 

guide the risk assessment in another area. 577 
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6.5.3. Verification of the management of the QAP 578 

 As is the case for any other operative procedures covered by the GLP Principles 579 

and as the QAP is an essential cornerstone in the system to ensure the GLP compliance in 580 

the test facility, the functioning of the QAP should be subject to TFM verification. This can 581 

be achieved for example via review of inspection activities against the inspection schedule 582 

and trend analysis of QA findings. 583 

 To verify the QAP, inspection of QA activities could be performed. If a periodic 584 

inspection of the QAP is scheduled by TFM, it should be conducted by an individual 585 

suitably trained and independent of QA. 586 

 In all cases both QA personnel and TFM should be able to justify the methods used 587 

for the conduct and oversight of the inspection programme. 588 

6.6. Required material for the conduct of the inspections 589 

 The following material should be available upon request to QA personnel for the 590 

scheduling and the conduct of the inspections (non-exhaustive list): 591 

 the up-to-date version of the master schedule; 592 

 the study plans and their amendments if any; 593 

 all relevant applicable SOPs; 594 

 all the generated study materials (e.g. raw data, specimens, retained test item 595 

sample); 596 

 access to raw data  generated with computerised systems; 597 

 documentation about the study environment and used resources, validation records 598 

of computerised systems (including spreadsheets). 599 

6.7. QA inspection reports 600 

6.7.1. The inspection report 601 

 The inspection report should contain the inspection results: 602 

 details about the scope of the inspection; 603 

 standards (e.g. GLP Principles and/or study plan and its amendments and/or SOPs); 604 

 dates of the inspection; 605 

 details about the nature of the inspected areas and/or activities. The used of check-606 

lists of points to be verified to be filled in by the auditor can be useful tools but 607 

should not prevent the auditor to have a global and expanded vision of the area 608 

under inspection; 609 

 results of the inspection: detected findings should be clearly described so that they 610 

are understood by the auditees; 611 

 name, function, signature of the auditor(s) and the date the inspection report is 612 

issued. 613 
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 The level of details of the inspection report can be defined to enable the conditions 614 

of the inspection to be reconstructed, so that it could constitute an accurate record of the 615 

inspection to be retained.  616 

6.7.2. Communication of the inspection report 617 

 QA should promptly report inspection results in writing to TFM and to the study 618 

director. There might be some occasions where the simultaneous transmission to all 619 

recipients is not possible, but any delay should be kept to a minimum, justified and 620 

documented. 621 

 Facility-based inspection results may be reported first to TFM. Nevertheless, all 622 

study directors within the organisation should be informed in a timely manner of the 623 

outcomes of each inspection to assess the potential impact on the compliance of their 624 

studies. 625 

 Process-based inspection results should be reported to TFM and all relevant study 626 

directors. Inspections reports should be sent not only to the study director responsible for 627 

the inspected study, but to all study directors responsible for studies that include the same 628 

process as the one covered by the QA inspection. 629 

 The effective date of transmission to the study director(s) and to TFM of each 630 

inspection report should be recorded and those records retained. 631 

 In case of detection of findings that could jeopardise the GLP compliance of the 632 

studies or the test facility, it is highly recommended that such findings are immediately 633 

communicated even before a formal inspection report is issued. 634 

6.7.3. Responses to the inspection report 635 

 The study director should address the findings identified during a study-based or 636 

relevant process-based inspection. For facility inspections, TFM is generally most suitable 637 

to address inspection findings. A deadline for responses may be defined within an SOP to 638 

ensure timely submission. 639 

 For study-related inspections (study-based or relevant process-based), the study 640 

director is expected to: 641 

 answer to QA comments, 642 

 decide corrections to the findings and propose a schedule to implement them; 643 

 assess the impact of the QA comments on the validity of the study(ies). 644 

 Corrective and preventive actions could be proposed in answer to an inspection 645 

report to avoid the finding to occur again. 646 

 If relevant, TFM should approve the corrective actions proposed by the study 647 

director, in case TFM’s involvement is required (e.g. implementation of new resources, 648 

modification in the SOPs).  649 

 Responses to the inspections reports should be transmitted back to QA so that: 650 

 QA can verify that all the outcomes of the inspection are addressed, 651 

 QA can evaluate the proposed solutions for compliance with GLP Principles, 652 

 QA can verify that the solutions are implemented. 653 
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 A formal process should exist for the arbitration, facilitated by TFM, of inspection 654 

findings and subsequent responses in the event of a disagreement between the auditee and 655 

QA. Documentation about the resolution of such disagreements should be retained. 656 

 For the inspection of the final report, procedures must be established so that QA is 657 

made aware of all additions or changes made to the study data and report during the 658 

inspection phase. QA should ensure that all issues raised in the QA inspection have been 659 

appropriately addressed in the final report, that all agreed actions have been completed, and 660 

that no changes to the report have been made which would require a complementary 661 

inspection. 662 

 Any corrections to findings which can jeopardise the GLP compliance of the study 663 

must be implemented before the issuance of the QA statement in the final report.  664 

6.8. QA statement 665 

 The GLP Principles require that a signed quality assurance statement be included 666 

in the final report, which specifies types of inspections and their dates, including the 667 

phase(s) of study inspected, and the dates inspection results were reported to TFM and the 668 

study director and the principal investigator(s), if applicable. Procedures to ensure that this 669 

statement reflects QA’s acceptance of the study director’s GLP compliance statement and 670 

is relevant to the final study report as issued are the responsibility of management.  671 

 This statement would also serve to confirm that the final report reflects the raw 672 

data and accurately describes the methods and standard operating procedures of the study. 673 

 Before signing the QA statement, QA should ensure that all issues raised in the QA 674 

inspections have been appropriately addressed in the final report, that all agreed actions 675 

have been completed, and that no changes to the report have been made which would 676 

require a further inspection. 677 

 The assurance of the presence of the QA statement in the final report of the study 678 

is under the responsibility of the study director. 679 

 Any correction of or addition to a completed final report (e.g. amendment to the 680 

final report) must be inspected by QA. A revised or additional QA statement would then 681 

need to be provided, listing at least the inspection of the amendment. 682 

 The format of the QA statement will be specific to the nature of the report. The QA 683 

statement should include: 684 

 full study identification ; 685 

 the types of inspections and their date; 686 

 the phase of the study inspected; 687 

 the date(s) of reporting the inspection results to the study director and TFM; 688 

 a statement that confirms the final report reflects the raw data; 689 

 the date and signature of the QA statement and the identity and function of the 690 

signatory. 691 

 The QA statement should demonstrate that adequate QA coverage has occurred for 692 

a study. 693 
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 Some GLP compliance monitoring authorities require the QA statement to include 694 

confirmation by a general statement that facility-based and process-based inspections are 695 

periodically performed in the test facility. Where individual study-based inspections for 696 

experimental phase did not take place, the QA statement must clearly describe which types 697 

of inspections (e.g. process based) were performed and when. 698 

 Some GLP monitoring authorities require details (e.g. scope and dates) of the 699 

relevant periodic inspections to be reported. Where this occurs the relevant process-based 700 

inspections may be included to illustrate adequate coverage of the study conduct by QA 701 

inspections. 702 

 The study plan and, if applicable, any amendments to the study plan, should be 703 

reviewed by QA personnel. This verification may also be included in the QA statement. If 704 

the study plan and its amendments, if any, are inspected, this should be reported in the QA 705 

statement.  706 

 It is recommended that the QA statement is only signed if the study director’s claim 707 

to GLP compliance can be supported. It remains the study director’s responsibility to ensure 708 

that any areas of non-compliance with the GLP Principles are identified in the final report. 709 

 The QA statement should be signed and dated. The GLP principles do not restrict 710 

this responsibility to specific QA employees, for example, the manager of a QA department 711 

or the auditor of the final report. It is expected that the person who signs the statement has 712 

the qualifications to conduct the inspections reported in the statement. Some GLP 713 

compliance monitoring authorities recommend the QA statement to be signed by the QA 714 

person who reviewed the final report to fully ensure and assume that the final report reflects 715 

the raw data. The procedures for compiling the statement and the responsibility for signing 716 

the statement should be described in QA SOPs. 717 

 If the QA statement is signed and dated electronically, TFM should ensure that the 718 

electronic signature is equivalent to the handwritten signature and its authenticity is 719 

undisputable. To be considered as an electronic signature in legal terms, the associated level 720 

of control required is defined, where relevant, by local regulation. 721 

 The purpose of the QA statement is to demonstrate adequate coverage of QA 722 

activities. Consequently an incomplete QA statement could lead to the rejection of the study 723 

by Receiving Authorities when submitted for regulatory decisions. 724 

7.  QA in multi-site studies 725 

 The QA activity of multi-site studies needs to be carefully planned and organised 726 

to ensure that the overall GLP compliance of the study is assured. Because there is more 727 

than one site, issues may arise with multiple management organisations and QA 728 

programmes. 729 

 For a multi-site study, TFM should ensure that clear allocation of responsibilities 730 

exists and effective communication among all parties involved in the conduct of the study 731 

established. This will include the sponsor, QA, the study director, and from each test site 732 

the management, the principal investigator(s), relevant study phase personnel and test site 733 

QA. Communications between the study director and/or the principal investigator with 734 

participating QAP personnel are critical to ensure appropriate QA coverage of study 735 

activities. 736 
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 TFM should consider the design of the multi-site study to ensure adequate QA 737 

arrangements. Those provisions for an appropriate QAP should be described in the study 738 

plan or its amendments. 739 

7.1. Lead QA 740 

 TFM must have a firm understanding and working agreement with the test site 741 

management as to how and by whom the QAP will be carried out. TFM should designate 742 

a lead QA that has the overall responsibility for quality assurance of the entire study and 743 

should inform all test sites QA units of the location of the lead QA. 744 

 The Lead QA is usually the QA of the test facility. 745 

 The Lead QA, like the study director, should have knowledge of the GLP 746 

compliance status of each test site. 747 

 The Lead QA should liaise with test sites QA to ensure adequate quality assurance 748 

inspection coverage throughout the study. Particular attention should be paid to the 749 

operation and documentation relating to communication among sites. Responsibilities for 750 

QA activities at the various sites should be established before experimental work 751 

commences at those sites. 752 

 The Lead QA will ensure that the study plan is verified and that the final report is 753 

inspected for compliance with the GLP Principles. QA inspections of the final report should 754 

include verification that the principal investigator(s) contributions (including evidence of 755 

quality assurance at the test site) have been properly incorporated. The Lead QA will ensure 756 

that a QA statement is prepared relating to the work undertaken by the test facility including 757 

or referencing QA statements from all test sites. 758 

7.2. QA on test sites 759 

 TFM should also ensure that appropriate quality assurance monitoring of each test 760 

site is arranged. The responsibility for this could be by the test site’s own QA or by the 761 

Lead QA. 762 

 If a test site QA exists, each test site management is responsible for ensuring that 763 

there is appropriate quality assurance for the part of the study conducted at their site. The 764 

QA at each test site should review sections of the study plan relating to operations to be 765 

conducted at their site. They should maintain a copy of the approved study plan and study 766 

plan amendments until the completion of the study phase. 767 

 The QA at the test site should inspect study-related work at their site according to 768 

their own SOPs, unless required to do otherwise by the Lead QA, and report any inspection 769 

results promptly in writing to the principal investigator, test site management, the study 770 

director, TFM and Lead QA.  771 

 Thereby, all study phase-specific inspection results conducted by the test site QA 772 

should be transmitted to the study director. The inspection reports of periodic inspections 773 

carried out by the test site do not have to be transmitted to the study director, unless their 774 

outcomes compromise the GLP compliance of the study phase. The study director and Lead 775 

QA may also seek information about periodic inspections to assure that there has been 776 

adequate QA coverage at the test site. 777 
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 QA at the test site should inspect the principal investigator’s contribution to the 778 

study according to their own test site SOPs and provide a statement relating to the QA 779 

activities at the test site. 780 

 The study director should liaise with principal investigators about test site QA 781 

findings as necessary. All communication between the study director and principal 782 

investigators and test site QA in relation to these findings should be documented. 783 

7.3. Sharing of QA tasks 784 

 If the QAP is shared between the Lead QA and the test site QA then as a minimum 785 

the following areas should be agreed upon and documented: 786 

 the study plan and its amendments are verified by the Lead QA; 787 

 the sections of the study plan and its amendments that describe the study phase are 788 

verified by the test site QA; 789 

 the experimental phases of the study phase are inspected by the test site QA; 790 

 raw data of the study phase and phase report, if any, is inspected by the test site 791 

QA; 792 

 report of the raw data of the study phase in the final report, if no phase report is 793 

issued, is inspected by the Lead QA; 794 

 raw data of the part of the study executed in the test facility and the final report and 795 

its eventual amendments are inspected by the Lead QA; 796 

 The organisation of the QAP should be described in the study plan. The level of 797 

expected details should be commensurate with the specificities in the sharing of QA tasks, 798 

especially if the plan as described above is not followed. 799 

 When a phase report is issued by the principal investigator and inspected by the 800 

test site QA, Lead QA may determine if an additional inspection would be required to also 801 

inspect the phase report and the level of depth of this inspection. Lead QA may consider 802 

that the inspection of the important parts of the phase report could be part of the assessment 803 

of the GLP compliance of the test site by the test facility. 804 

7.4. QA statement in the context of multi-site studies 805 

 The QA statement of a multi-site study’s final report should report all the relevant 806 

QA inspections conducted at the test facility and test sites. The content of the QA statement 807 

in the context of multi-site study follows the same rules as described in the chapter about 808 

QA statement. 809 

 Different options are available to include QA statement(s) in the final report of a 810 

multi-site study: 811 

 the inspections at the test site are reported in a study-phase specific QA statement 812 

issued by test site QA in the contributing phase report that will be annexed to the 813 

final report; the test site QA statement should follow the same rules as the QA 814 

statement of a single study; the QA statement in the final report established by the 815 

Lead QA can refer to the phase-specific QA statement(s); 816 
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 the inspections at the test site are reported in a study-phase specific QA statement 817 

issued by test site QA, supplied to the Lead QA to be reported in a general QA 818 

statement in the study final report issued by the Lead QA. 819 

8.  QA SOPs 820 

 The planning, scheduling, performing, documenting and reporting activities as part 821 

of the QAP should be described in SOPs. SOPs may specify: 822 

 a definition of the different types of inspections: study-based, process-based and 823 

facility-based inspections; 824 

 the requirement that each study must be inspected and which study parts, as a 825 

minimum, should be inspected for each study; 826 

 the scopes of the inspections and, if necessary, an exhaustive list of them; 827 

 for each inspection, a detailed description of the area(s) to be covered and the depth 828 

of investigation and verification; 829 

 the planning and scheduling of the inspections in which should appear: 830 

o the availability of the up-to-date master schedule of the studies;  831 

o the selection criteria of the experimental phases to be inspected in a study; 832 

o the definition of a critical phase; 833 

o the definition of a short-term study (if used to define which experimental phase 834 

can be inspected process-based); 835 

o the frequencies of the periodic inspections and the way of determination of 836 

these frequencies and, if any, the risk-based approach parameters; 837 

o the available tools to ensure the schedule and to follow the realisation of the 838 

programme, including provisions to ensure that all processes are inspected on 839 

regular basis; 840 

o the available tools to assess the workload of QA; 841 

 the performance of the inspection: the different steps of the inspection from 842 

preparation to issuance of the inspection report should be described; depending on 843 

its scope, the particular topics to be examined during an inspection can be 844 

described;  845 

 the documentation and reporting of the outcomes of the inspection: a maximum 846 

time between the end of the inspection and the issuance of the inspection report 847 

may be defined; a template to be filled-in of an inspection report can also be 848 

supplied; 849 

 the mechanism for transfer of inspections reports to TFM and the study director, 850 

timelines for response and closure; 851 

 the procedure to deal with the disagreements between QA and auditees; 852 

 the process to verify the corrections due to inspection outcomes; 853 

 the rules of issuance of the QA statements to be included in the study reports. 854 
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 the way of reporting to TFM the capability of the QAP to ensure its role in the GLP 855 

compliance of the studies and of the test facility and the means of verification of 856 

the QAP by TFM; 857 

 the competences, training or qualifications required for QA personnel; 858 

 the archiving of QA documentation; 859 

 the rules or way of communication between QA and the other GLP functions; 860 

 if applicable, the management of QA in multi-site studies, as Lead QA and/or test 861 

site QA. 862 

 863 

9.  QA documentation and archives 864 

 The material that documents the activities of the QAP, especially records of all 865 

inspections, should be stored under the responsibility of the archivist: 866 

 documentation of the verification of the study plans and their amendments; 867 

 inspection reports and any other documentation related to the inspection outcomes; 868 

 schedules, analyses, summaries and tools of reporting of the QAP; 869 

 expired QA SOPs; 870 

 training files of QA personnel; 871 

 validation of computerised system used by QA when applicable. 872 

 QA notes are not considered to be raw data. However, they may have to be retained 873 

if no other sufficient information is available to allow QA activities to be reconstructed.  874 

 For confidentiality reasons, the QA file specific to a study may be archived 875 

separately from the study file to avoid its transfer from the test facility archives to the 876 

sponsor at the end of the retention period, especially when the test facility and the sponsor 877 

do not belong to the same organisation. 878 

 The QA statements are retained with the study reports.  879 

 880 

10.  Other roles of QA personnel in the test facility 881 

 QA personnel may be involved in tasks other than those associated with the QAP. 882 

Attention should be paid to the independence of QA when performing other tasks than the 883 

QAP. QA can be involved in any activity except any aspect of the direction and the conduct 884 

of a study (see chapter on independence of QA). If QA is involved in any other activity 885 

than QAP, an independent employee assigned to this QA task by TFM and not involved in 886 

those activities should conduct QA inspections on those activities. 887 
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10.1. QA involvement in developing SOPs 888 

 TFM is responsible for ensuring that SOPs are produced, issued, distributed and 889 

retained. Part of the associated tasks can be entrusted to individuals, including QA 890 

personnel except where this compromises QA independence.  891 

 To avoid any potential conflict of interest, QA should not be involved in drafting 892 

SOPs, except QA SOPs. It should be noted that the verification or review of the SOPs by 893 

QA is not a GLP requirement. However, due to the knowledge held by QA personnel, it is 894 

recommended that they review SOPs before use in order to assess their clarity, their 895 

consistency with the other SOPs and their compliance with the GLP Principles.  896 

10.2. QA involvement in method validations  897 

 Unless stipulated in national regulations, there is no requirement to perform 898 

method validation in compliance with GLP. Since parameters of the validated method are 899 

used in the GLP study, data should be accurately recorded and stored in a manner that 900 

protects its integrity. Validation data may be required for study reconstruction and, 901 

consequently, it should be retained for an appropriate period of time. 902 

 Due to these requirements, in case a method validation is carried out in a similar 903 

way as a GLP study, QA is expected to cover such a study with QA inspections to verify 904 

at least GLP compliant data handling and data integrity. 905 

10.3. QA involvement in validation, operation and maintenance of computerised 906 

systems 907 

 Suitability of computerised systems is the responsibility of TFM. Like any other 908 

activity in a GLP environment, QA should verify the GLP compliant use of computerised 909 

systems. Therefore, tasks and responsibilities of QA regarding the use of computerised 910 

systems should be defined and described. 911 

 To validate a system and to operate a validated system, there should be close 912 

cooperation between all relevant personnel if possible such as TFM, the study directors, 913 

QA personnel, IT personnel and validation personnel. All personnel including QA should 914 

have appropriate qualifications and be provided with appropriate levels of access and 915 

defined responsibilities to carry out their assigned duties. 916 

 QA personnel should be aware of GLP-relevant computerised systems at their test 917 

facility. QA personnel should be able to verify the valid use of computerised systems. The 918 

QAP should include procedures and practices that verify if established standards are met 919 

for all phases of a system's life cycle. Tasks to verify standards in validation, operation and 920 

maintenance of computerised systems may be delegated to experts or specialist auditors 921 

(e.g. system administrators, system owners, external experts etc.). QA personnel should be 922 

provided with an appropriate level of access to allow them to inspect specific computer 923 

processes if needed (audit trail reviewing, data analysis techniques, etc.). During 924 

inspections of studies, QA personnel should have direct read-only access to the data. 925 

  The study director should ensure that all computerised systems used in the study 926 

are validated and used appropriately. During the daily operation of the system, records 927 

should be maintained of any problems or inconsistencies detected and any remedial action 928 

taken. The QA personnel should be informed about incidents requiring remedial action. 929 
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 The QAP should include procedures and practices that verify if established 930 

standards are met for all phases of a computerised system’s life cycle. In that objective, the 931 

documentation about the life cycle of the computerised systems, including the validation 932 

file, is usually verified by QA. 933 

 If QA uses or maintains computerised systems for QA activities, QA inspection 934 

roles should remain independent. If QA involvement is unavoidable in such systems (e.g., 935 

in the implementation of QA-related processes and documents), an independent review 936 

should be conducted. If QA plays the role of system administrator of such computerised 937 

systems by delegation of TFM, the use of QA external personnel independent of QA should 938 

be required for inspection of this activity. 939 

10.4. QA involvement in deviations 940 

 Deviations from study plans, SOPs or the GLP Principles should be reported to the 941 

study director for impact assessment. When detecting deviations by carrying out QA 942 

activities, QA personnel should always directly inform the concerned study directors. 943 

 Corrections, corrective actions and preventive actions are decided and followed by 944 

study directors and, when relevant, TFM. The corrective measures may be evaluated by 945 

QA. However, QA should not be involved in the realisation of corrective measures to avoid 946 

a potential conflict of interest.   947 

10.5. QA involvement in quality control 948 

 Quality control comprises routine independent checking, measuring and testing 949 

procedures to ensure the accuracy of data.  950 

 Most test facilities do include QC activities within their processes and procedures 951 

to confirm the accuracy of data. 952 

 Any data generated in a GLP test facility may be subject under the responsibility 953 

of the study director to routine checking, measuring and testing procedures to ensure it 954 

meets predefined requirements. 955 

 If the test facility includes QC activities within their processes and procedures to 956 

confirm the accuracy of data, QA may adapt the inspection programme to take this into 957 

account.  958 

 QC is not the responsibility of QA personnel.  959 

 QA personnel performing the role of QC is a conflict of interest. 960 

 As all other study activities, QC should be inspected by QA. 961 

10.6. QA involvement in archives 962 

 Archives and the archivist are under the responsibility of TFM, but QA may be 963 

involved in specific circumstances affecting archives: 964 

 archive facilities and processes should be subject to periodic QA inspections (see 965 

chapter on facility-based inspections); 966 

 when archived records and materials are transferred, the transfer process may be 967 

considered as critical  and monitored by QA inspections; 968 
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 if applicable, contract archive facilities should be subject to periodic QA 969 

inspections.  970 

10.7 QA involvement in choice of subcontractors or suppliers or providers of services 971 

 The adequacy of the subcontractors, suppliers or providers of services involved in 972 

GLP studies should be ensured by TFM. 973 

 Choice and assessment of subcontractors can nevertheless involve QA personnel 974 

for their expertise in the verification of adequacy (e.g. acceptable documented quality 975 

systems, compliant or not with the GLP Principles). 976 

 Procedures should be implemented to define the provisions to assess the 977 

subcontractors, suppliers or providers of services and the input of QA. 978 

10.8. QA involvement in training 979 

 QA may provide the training on the GLP Principles to the test facility personnel. 980 

This training could be undertaken periodically based on the documents about the GLP 981 

Principles and include organisational changes in the test facility and lessons learnt from 982 

recent inspections. 983 

 984 

11.  Specific QA  985 

11.1. QA responsible for several standards 986 

 The test facility may conduct non-regulatory activities (studies conducted in the 987 

same area which are not intended for submission to regulatory authorities), with no defined 988 

standard. Non-regulatory studies that are not conducted in accordance with GLP may have 989 

a negative impact on the GLP compliance status of regulatory studies. TFM should ensure 990 

that any non-regulatory activities do not have this negative impact on the compliance of 991 

the GLP studies. 992 

 The implementation of other standards within a test facility (cGMP, GCP, 993 

ISO9001, ISO17025, etc.) should not preclude the application of the GLP Principles within 994 

that test facility. Other quality standards contain requirements which are compatible with 995 

the GLP Principles. Regardless of other quality systems, TFM should always ensure full 996 

adherence to the GLP principles. 997 

 QA may be responsible for the implementation and maintenance of any other 998 

quality systems at the test facility. However, to avoid any conflict of interest, the 999 

independence of QA should always be assured. Consideration should be made to the QA 1000 

tasks related to other quality systems which could interfere with GLP activities or 1001 

responsibilities. For example: 1002 

 QA may be in charge of the approval of the adequacy of the resources in the 1003 

requirements of some other standards, which is under the full responsibility of TFM 1004 

in GLP; 1005 

 SOPs management may be allocated to QA in some other standards without 1006 

expectation of inspection by an independent auditor; 1007 
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 treatment of deviations or non-conformities may be approved by QA in some other 1008 

standards. 1009 

 The requirements of the other standards should be taken into account in the 1010 

workload of QA activities. Lists of studies kept by QA should identify both GLP, non-1011 

regulatory studies and other standards activities to allow a proper assessment of workload, 1012 

availability of facilities and possible interferences. 1013 

 Risk assessment can be implemented by TFM to assess the impact of all the other 1014 

activities on the GLP compliance of regulatory studies and adapt the resources for QA. 1015 

11.2. QA outsourcing or external QA 1016 

 It is acceptable for personnel from outside the test facility to undertake QA 1017 

functions if the necessary effectiveness required to comply the GLP principles can be 1018 

ensured. Therefore, QA activities may be entrusted to external QA personnel which is hired 1019 

by TFM for this specific task. This may be due to resource issues impacting QA activities 1020 

or because the test facility is too small to maintain internal personnel dedicated solely to 1021 

QA or necessary to inspect the activities for which QA is not independent. 1022 

 When QA activities are undertaken in the test facility, such external QA personnel 1023 

should be considered the same as internal QA personnel and all requirements apply (e.g. 1024 

relevant and adequate training to conduct the entrusted QA activities, definition of the role, 1025 

responsibilities and functions in the test facility). Their training files should be retained by 1026 

the test facility. A statement on undertaking of impartiality, confidentiality and conflict of 1027 

interest may also be included. 1028 

 As for a QAP managed by internal personnel, TFM is responsible for a mechanism 1029 

to verify the effectiveness of the external quality assurance function. 1030 

 There should be a detailed service level agreement or other appropriate 1031 

documentation that clearly identifies the services to be provided, and defines the 1032 

responsibilities of the two parties (e.g. external QA and test facility). Frequency and nature 1033 

of site visits may be defined and should be in accordance with QA SOPs. A contingency 1034 

plan should be included to cover absences of the appointed contractor. 1035 

 If the test facility’s SOPs are used, there needs to be a mechanism to ensure that 1036 

the contractors receive any revised or new SOPs that are applicable to the services they 1037 

provide. If the QA SOPs are produced and maintained by the external QA personnel, such 1038 

SOPs should be authorised by TFM. TFM should hold copies of SOPs used by contractors. 1039 

In any case, the relevant QA SOPs should be specified. Traceability of all QA system 1040 

relevant SOPs should be ensured. This should be specified in the service level agreement 1041 

that is signed by TFM. 1042 

 The affiliation of study-specific external QA should be clearly identified in the 1043 

study plan and the corresponding final report. 1044 

11.3. QA and assessment by third parties  1045 

 The test facility can be subject to inspections or assessment procedures requested 1046 

by a third party. It could be mandated by the sponsors or by the local regulations. 1047 

 Answers to assessment questionnaires may be undertaken by QA. 1048 
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 For external inspections, QA may be the main contact of the third parties auditors 1049 

and ensures the organisation of the inspections and the follow-up activities.  1050 

 The outcomes of external inspections when considering the GLP compliance of the 1051 

test facility should not be considered as part of the internal QAP. 1052 

 The compliance status of any test facility is the responsibility of TFM. Inspections 1053 

conducted by the GLP compliance monitoring authorities should not be considered as 1054 

internal inspections (e.g. they cannot replace the facility-based inspections), even if they 1055 

should usually cause corrections, a corrective and preventive action plan and its 1056 

implementation. 1057 

 1058 

  1059 
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