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III.A. Introduction 45 

This Module contains guidance on the planning, conduct, reporting and follow-up of pharmacovigilance 46 
inspections in the EU and outlines the role of the different parties involved. General guidance is 47 
provided under III.B., while III.C. covers the overall operation of pharmacovigilance inspections in the 48 
EU. 49 

In order to determine that marketing authorisation holders comply with pharmacovigilance obligations 50 
established within the EU, and to facilitate compliance, competent authorities of the Member States 51 
concerned shall conduct, in cooperation with the Agency, pharmacovigilance inspections of marketing 52 
authorisation holders or any relevant third parties employed to fulfil a marketing authorisation holder’s 53 
pharmacovigilance obligations. Such inspections shall be carried out by inspectors appointed by the 54 
national competent authorities and empowered to inspect the premises, records, documents and 55 
pharmacovigilance system master file (PSMF) of the marketing authorisation holder or any firms 56 
employed by the marketing authorisation holder to perform the activities described in Title IX of 57 
Directive 2001/83/EC [DIR Art 111(1), Art 111(1)(d)]. In particular, marketing authorisation holders 58 
are required to provide, on request, a description of the pharmacovigilance system in a master file, 59 
which will be used to inform inspection conduct [DIR Art 23(4) and REG Art 16(4)] (see Module II). 60 

The objectives of pharmacovigilance inspections are:  61 

• to determine that the marketing authorisation holder has personnel, systems and facilities in place 62 
to meet their pharmacovigilance obligations; 63 

• to identify, record and address non-compliance which may pose a risk to public health; 64 

• to use the inspection results as a basis for enforcement action, where considered necessary. 65 

For marketing authorisation holders of centrally authorised products, it is the responsibility of the 66 
supervisory authority for pharmacovigilance to verify, on behalf of the EU, that the marketing 67 
authorisation holder for the medicinal product satisfies the pharmacovigilance requirements laid down 68 
in Directive 2001/83/EC [REG Art 19]. The supervisory authority for pharmacovigilance shall be the 69 
competent authority of the Member State in which the pharmacovigilance system master file is located 70 
[REG Art 18(3)] either at the site in the Union where the main pharmacovigilance activities of the 71 
marketing authorisation holder are performed or at the site in the Union where the qualified person 72 
responsible for pharmacovigilance operates [IR Art 7(1)]. The supervisory authority may conduct pre-73 
authorisation inspections to verify the accuracy and successful implementation of the existing or 74 
proposed pharmacovigilance system [REG Art 18(3)]. 75 

For marketing authorisation holders of non-centrally authorised products (i.e. nationally authorised 76 
products, including those authorised through the mutual recognition or the decentralised procedure), it 77 
is the responsibility of the competent authority of the Member State concerned, in cooperation with the 78 
Agency, to ensure by means of inspection that the legal requirements governing medicinal products 79 
are complied with. This cooperation shall consist of the sharing of information between national 80 
competent authorities and the Agency concerning inspections that are planned and those that have 81 
been conducted [DIR Art 111(1)]. 82 

Pharmacovigilance inspection programmes will be implemented, which will include routine inspections 83 
scheduled according to a risk-based approach and will also incorporate “for cause” inspections, which 84 
have been triggered to examine suspected non-compliance or potential risks, usually with impact on a 85 
specific product(s). 86 
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There shall be cooperation between national competent authorities and the Agency to minimise 87 
duplication and maximise the use of available resources. National competent authorities and the 88 
Agency will make use of the shared information on planned and conducted inspections to facilitate this 89 
and to adapt the scope and/or timing of their inspections. 90 

The results of an inspection will be routinely provided to the inspected entity [DIR Art 111(3) and 91 
111(8)], who will be given the opportunity to comment on any non-compliance identified [DIR Art 92 
111(8)]. Any non-compliance should also be rectified by the marketing authorisation holder in a timely 93 
manner through the implementation of a corrective and preventative action plan. 94 

If the outcome of the inspection is that the marketing authorisation holder does not comply with the 95 
pharmacovigilance obligations, the Member State concerned shall inform the other Member States, the 96 
Agency and the Commission [DIR Art 111(8)]. 97 

Sharing of information and communication between inspectors and assessors from the 98 
Pharmacovigilance Risk Assessment Committee (PRAC) and from the Committee for Medicinal Products 99 
for Human Use (CHMP) or the Coordination Group for Mutual Recognition and Decentralised Procedures 100 
- Human (CMDh), is very important in relation to issues of community interest and, where considered 101 
appropriate, for the proper follow-up of inspections and the provision of recommendations on actions 102 
to be taken. 103 

Where appropriate, the Member State concerned shall take the necessary measures to ensure that a 104 
marketing authorisation holder is subject to effective, proportionate and dissuasive penalties [DIR Art 105 
111(8)]. Regulation (EC) No 658/2007 also empowers the Commission to impose financial penalties on 106 
marketing authorisations holders to ensure the enforcement of certain obligations connected with 107 
marketing authorisations for medicinal products granted in accordance with Regulation (EC) No 108 
726/2004. 109 

Information on the conduct and outcome of pharmacovigilance inspections and the follow-up and 110 
evaluation of the consequences may be made publicly available as part of the overall transparency of 111 
pharmacovigilance activities. 112 

 113 

III.B. Structures and processes 114 

III.B.1. Inspection types 115 

III.B.1.1. System and product-related inspections 116 

Pharmacovigilance system inspections are designed to review the procedures, systems, personnel, and 117 
facilities in place and determine their compliance with regulatory pharmacovigilance obligations. As 118 
part of this review, product specific examples may be used to demonstrate the operation of the 119 
pharmacovigilance system. 120 

Product-related pharmacovigilance inspections are primarily focused on product-related 121 
pharmacovigilance issues, including product-specific activities and documentation, rather than a 122 
general system review. Some aspects of the general system may still be examined as part of a 123 
product-related inspection (e.g. the system used for that product). 124 
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III.B.1.2. Routine and “for cause” pharmacovigilance inspections 125 

Routine pharmacovigilance inspections are inspections scheduled in advance as part of inspection 126 
programmes. There is no specific trigger to initiate these inspections, although a risk-based approach 127 
to optimize supervisory activities should be implemented. These inspections are usually system 128 
inspections but one or more specific products may be selected as examples to verify the 129 
implementation of the system and to provide practical evidence of its functioning and compliance. 130 
Particular concerns, e.g. raised by assessors, may also be included in the scope of a routine inspection, 131 
in order to investigate the specific issues. 132 

For cause pharmacovigilance inspections are undertaken when a trigger is recognised, and an 133 
inspection is considered an appropriate way to examine the issues. For cause inspections are more 134 
likely to focus on specific pharmacovigilance processes or to include an examination of identified 135 
compliance issues and their impact for a specific product. However, full system inspections may also be 136 
performed resulting from a trigger. For cause inspections may arise when, for example, one or more of 137 
the triggers listed below are identified:  138 

• risk-benefit balance of the product: 139 

− change in the risk-benefit balance where further examination through an inspection is 140 
considered appropriate; 141 

− delays or failure to identify or communicate a risk or a change in the risk-benefit balance; 142 

− communication of information on pharmacovigilance concerns to the general public without 143 
giving prior or simultaneous notification to the national competent authorities or Agency, as 144 
applicable; 145 

− non-compliance or product safety issues identified during the monitoring of pharmacovigilance 146 
activities by the national competent authorities and/or the Agency; 147 

− suspension or product withdrawal with little or no advance notice to the competent authorities; 148 

• reporting obligations (expedited and periodic): 149 

− delays or omissions in reporting; 150 

− poor quality or incomplete reports; 151 

− inconsistencies between reports and other information sources; 152 

• requests from competent authorities: 153 

− failure to provide the requested information or data within the deadline specified by the 154 
competent authorities; 155 

− poor quality or inadequate provision of data to fulfil requests for information from the 156 
competent authorities; 157 

• fulfilment of commitments:  158 

− concerns about the status or fulfilment of risk management plan (RMP) commitments; 159 

− delays or failure to carry out specific obligations or follow-up measures relating to the 160 
monitoring of product safety, identified at the time of the marketing authorisation; 161 

− poor quality of reports requested as follow-up measures or specific obligations; 162 

• inspections: 163 
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− delays in the implementation or inappropriate implementation of corrective and preventative 164 
actions; 165 

− information such as non-compliance or product safety issues from other types of GXP 166 
inspections  ; 167 

− inspection information received from other authorities (EU or non-EU), which may highlight 168 
issues of non-compliance; 169 

• others: 170 

− concerns following review of the pharmacovigilance system master file;  171 

− non-inspection related information received from other authorities, which may highlight issues 172 
of non-compliance; 173 

− other sources of information or complaints. 174 

III.B.1.3. Pre-authorisation inspections 175 

Pre-authorisation pharmacovigilance inspections are inspections performed before a marketing 176 
authorisation is granted. These inspections are conducted with the intent of examining the existing or 177 
proposed pharmacovigilance system as it has been described by the applicant in support of the 178 
marketing authorisation application [REG Art 19]. Pre-authorisation inspections are not mandatory, but 179 
may be requested in specific circumstances. Principles and procedures for requesting pre-authorisation 180 
inspections should be developed to avoid performing unnecessary inspections which may delay the 181 
granting of a marketing authorisation. The following aspects shall be considered during the validation 182 
phase and/or early during the assessment phase:  183 

• the applicant has not previously operated a pharmacovigilance system within the EU or is in the 184 
process of establishing a new pharmacovigilance system; 185 

• previous information (e.g. inspection history and non-compliance notifications or information from 186 
other authorities) indicates that the applicant has a poor history or culture of compliance. If the 187 
marketing authorisation holder has a history of serious and/or persistent pharmacovigilance non-188 
compliance, a pre-authorisation pharmacovigilance inspection may be one mechanism to confirm 189 
that improvements have been made to the system before a new authorisation is granted; 190 

• due to product-specific safety concerns, it may be considered appropriate to examine the 191 
applicant’s ability: 192 

− to implement product specific risk-minimisation activities; or 193 

− to meet specific safety conditions which may be imposed; or 194 

− to manage routine pharmacovigilance for the product of concern (e.g. anticipated significant 195 
increase in adverse reaction reports when compared to previous products). 196 

In most cases, a risk assessment based on a combination of product-specific and system-related issues 197 
should be performed before a pre-authorisation pharmacovigilance inspection is requested. 198 

If the outcome of the pre-authorisation inspection raises concerns about the applicant’s ability to 199 
comply with the requirements laid down in the Regulation and the Directive, the following 200 
recommendations may be considered: 201 

• non approval of the marketing authorisation; 202 
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• a re-inspection prior to approval of the marketing authorisation to confirm that critical findings and 203 
recommendations have been addressed; 204 

• granting of the marketing authorisation with the recommendation to perform an early post-205 
authorisation pharmacovigilance inspection. In this case, the findings would influence the timing of 206 
an inspection conducted as part of the EU routine programme of pharmacovigilance inspections 207 
(see III.B.2.); 208 

• imposition of safety conditions to the marketing authorisation based on Article 21a of Directive 209 
2001/83/EC. 210 

III.B.1.4. Post-authorisation inspections 211 

Post-authorisation pharmacovigilance inspections are inspections performed after a marketing 212 
authorisation is granted and are intended to examine whether the marketing authorisation holder 213 
complies with its pharmacovigilance obligations. They can be any of the types mentioned under 214 
III.B.1.1 and IIIB.1.2. 215 

III.B.1.5. Announced and unannounced inspections 216 

It is anticipated that the majority of inspections will be announced i.e. notified in advance to the 217 
inspected party, to ensure the availability of relevant individuals for the inspection. However, on 218 
occasion, it may be appropriate to conduct unannounced inspections or to announce an inspection at 219 
short notice (e.g. when the announcement could compromise the objectives of the inspection or when 220 
the inspection is conducted in a short timeframe due to urgent safety reasons). 221 

III.B.1.6. Re-inspections 222 

A re-inspection may be conducted on a routine basis as part of a routine inspection programme. Risk 223 
factors will be assessed in order to prioritise re-inspections. Early re-inspection may take place where 224 
significant non-compliance has been identified and where it is necessary to verify actions taken to 225 
address findings and to evaluate ongoing compliance with the obligations, including evaluation of 226 
changes in the pharmacovigilance system. Early re-inspection may also be appropriate when it is 227 
known from a previous inspection that the inspected party had failed to implement appropriately 228 
corrective and preventative actions in response to an earlier inspection. 229 

III.B.1.7. Remote inspections 230 

These are pharmacovigilance inspections performed by inspectors remote from the premises of the 231 
marketing authorisation holder, or third party to the marketing authorisation holder. Communication 232 
mechanisms such as the internet or telephone may be used in the conduct of the inspection. For 233 
example, in cases where key sites for pharmacovigilance activities are located outside the EU or a third 234 
party service provider is not available at the actual inspection site, but it is feasible to arrange 235 
interviews of relevant staff and review of documentation, including the safety database, source 236 
documents and pharmacovigilance system master file, via remote access. This approach may also be 237 
taken where there are logistical challenges to an on-site inspection during exceptional circumstances 238 
(e.g. a pandemic outbreak or travel restrictions). Such approaches are taken at the discretion of the 239 
inspectors and in agreement with the body commissioning the inspection. Where feasible, a remote 240 
inspection may lead to a visit to the inspection site if it is considered that the remote inspection has 241 
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revealed issues which require on-site inspection or if the objectives of the inspection could not be met 242 
by remote inspection. 243 

III.B.2. Inspection planning 244 

Pharmacovigilance inspection planning should be based on a systematic and risk-based approach to 245 
make the best use of surveillance and enforcement resources whilst maintaining a high level of public 246 
health protection. A risk-based approach to inspection planning will enable the frequency, scope and 247 
breadth of inspections to be determined accordingly. 248 

In order to ensure that inspection resources are used in an efficient way, the scheduling and conduct of 249 
inspections will be driven by the preparation of inspection programmes. Sharing of information and 250 
communication between inspectors and assessors is important to ensure successful prioritisation and 251 
targeting of these inspections. 252 

Factors which may be taken into consideration, as appropriate, by the competent authorities when 253 
establishing pharmacovigilance inspection programmes include, but are not limited to: 254 

• inspection related: 255 

− compliance history identified during previous pharmacovigilance inspections or other types of 256 
inspections (GCP, GMP, GLP);  257 

− re-inspection date recommended by the inspectors or assessors as a result of a previous 258 
inspection; 259 

• product related: 260 

− product with additional pharmacovigilance activities or risk-minimisation activities; 261 

− authorisation with conditions associated with safety, e.g. requirement for post-authorisation 262 
safety studies (PASS) or designation for additional monitoring; 263 

− product(s) with large sales volume, i.e. products associated with large patient exposure in the 264 
EU;  265 

− product(s) with limited alternative in the market place; 266 

• applicant and marketing authorisation holder related: 267 

− marketing authorisation holder that has never been subject to a pharmacovigilance inspection; 268 

− marketing authorisation holder with many products on the market in the EU; 269 

− resources available to the marketing authorisation holder for the pharmacovigilance activities 270 
they undertake; 271 

− applicant with no previous marketing authorisations in EU (centrally authorised products; 272 

− negative information and/or safety concerns raised by competent authorities, other bodies 273 
outside the EU or other GXP areas; 274 

− changes in the marketing authorisation holder organisation, such as mergers and acquisitions; 275 

• pharmacovigilance system related: 276 

− marketing authorisation holder with sub-contracted pharmacovigilance activities (qualified 277 
person responsible for pharmacovigilance in the EU (QPPV) function, reporting of safety data 278 
etc.) and/or multiple contracting partners; 279 
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− change of QPPV or person responsible for pharmacovigilance at a national level since the last 280 
inspection; 281 

− changes to the pharmacovigilance safety database(s), which could include a change in the 282 
database itself or associated databases, the validation status of the database as well as, 283 
information about transferred or migrated data; 284 

− changes in contractual arrangements with pharmacovigilance service providers or the sites at 285 
which pharmacovigilance is conducted 286 

− delegation or transfer of pharmacovigilance system master file management. 287 

National competent authorities and the Agency may solicit information from marketing authorisation 288 
holders for risk-based inspection planning purposes if it is not readily available elsewhere. 289 

III.B.3. Sites to be inspected 290 

Any party carrying out pharmacovigilance activities in whole or in part, on behalf of, or in conjunction 291 
with the marketing authorisation holder may be inspected, in order to confirm their capability to 292 
support the marketing authorisation holder’s compliance with pharmacovigilance obligations. The 293 
pharmacovigilance system master file  should describe the system such that it is quite clear where the 294 
main pharmacovigilance activities are performed. 295 

The sites to be inspected may be located in the EU (e.g. EU QPPV site) or outside the EU. Inspections 296 
of sites outside the EU might be appropriate where the main pharmacovigilance centre, databases 297 
and/or activities are located outside the EU and it would be otherwise inefficient or impossible to 298 
confirm compliance from a site within the EU. Member States and the Agency shall cooperate in the 299 
coordination of inspections in third countries [DIR Art 111(1)]. 300 

The type and number of sites to be inspected should be selected appropriately to ensure that the key 301 
objectives within the scope of the inspection are met. 302 

III.B.4. Inspection scope 303 

The inspection scope will depend on the objectives of the inspection as well as the coverage of any 304 
previous inspections by competent authorities of Member States and whether it is a system or product-305 
related inspection (a description of the types of inspection, inspection triggers and points to consider 306 
for the different types of inspection is provided in III.B.1.). 307 

The following elements should be considered when preparing the scope of the inspection, as 308 
applicable:  309 

• information supplied in the pharmacovigilance system master file; 310 

• information concerning the functioning of the pharmacovigilance system, e.g. compliance data 311 
available from the Agency such as EudraVigilance reporting and data quality audits; 312 

• specific triggers (see III.B.1.2. for examples of triggers); 313 

It may be appropriate for additional data to be requested in advance of an inspection in order to select 314 
appropriate sites or clarify aspects of the pharmacovigilance system. 315 
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III.B.4.1 Routine pharmacovigilance inspections 316 

Routine pharmacovigilance inspections conducted on behalf of the EU, should examine compliance with 317 
EU legislation and guidance, and the scope of such inspections should include the following elements, 318 
as appropriate: 319 

• individual case safety reports (ICSRs): 320 

− collecting, receiving and exchanging reports - from all types of sources, sites and departments 321 
within the pharmacovigilance system, including third parties and departments other than drug 322 
safety; 323 

− assessment, including mechanisms for obtaining and recording reporter assessments, company 324 
application of event terms, seriousness, expectedness and causality. In addition to examples of 325 
ICSRs from within the EU, examples of ICSRs reported from outside the EU should be 326 
examined as part of this review (if applicable); 327 

− follow-up and outcome recording, for example final outcome of cases of exposure in pregnancy 328 
and medical confirmation of consumer reported events; 329 

− reporting according to the requirements for various types of reported ICSRs, including onward 330 
reporting to the relevant bodies and timeliness of such reporting; 331 

− record keeping for ICSRs; 332 

• periodic safety update reports (PSURs), (as applicable): 333 

− completeness and accuracy of the data included, appropriateness of decisions concerning data 334 
that are not included; 335 

− addressing safety topics, providing relevant analyses and actions; 336 

− formatting according to requirements; 337 

− timeliness of submissions; 338 

• ongoing safety evaluation; 339 

− use of all relevant sources of information for signal detection; 340 

− appropriately applied methodology concerning analysis; 341 

− appropriateness of investigations and follow-up actions, e.g. the implementation of 342 
recommendations following data review; 343 

− implementation of the RMP, or other commitments, e.g. conditions of marketing authorisation; 344 

− timely identification and provision of complete and accurate data to the competent 345 
authority(ies), in particular in response to specific requests for data; 346 

− implementation of approved changes to safety communications and product information, 347 
including internal distribution and external publication; 348 

• interventional and non-interventional clinical trials: 349 

− reporting suspected unexpected serious adverse reactions (SUSARs) according to Directive 350 
2001/20/EC and non-interventional study cases according to Directive 2001/83/EC;  351 

− receiving, recording and assessing cases from interventional and non-interventional trials (see 352 
ICSRs); 353 
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− submission of study results and relevant safety information (e.g. annual safety reports, 354 
development safety update reports (DSURs) and information included in PSURs), where 355 
applicable, PASS or post-authorisation efficacy studies (PAES) submissions, particularly when 356 
associated with  specific obligations or RMP commitments; 357 

− appropriate selection of reference safety information, maintenance of investigator brochures 358 
and patient information with respect to safety; 359 

− the inclusion of study data in ongoing safety evaluation; 360 

• pharmacovigilance system: 361 

− QPPV roles and responsibilities, e.g. access to quality system, pharmacovigilance system 362 
master file, performance metrics, audit and inspection reports, their ability to take action to 363 
improve compliance; 364 

− the roles and responsibilities of the marketing authorisation holder in relation to the 365 
pharmacovigilance system; 366 

− accuracy, completeness and maintenance of the pharmacovigilance system master file; 367 

− quality and adequacy of training, qualifications and experience of staff; 368 

− coverage and adherence to the quality system in relation to pharmacovigilance, including 369 
quality control and quality assurance processes; 370 

− fitness for purpose of computerised systems; 371 

− contract and agreements with all relevant parties appropriately reflect responsibilities and 372 
activities in the fulfilment of pharmacovigilance, and are adhered to. 373 

The inspection may include the system for the fulfilment of conditions of a marketing authorisation and 374 
the implementation of risk–minimisation activities, as they relate to any of the above safety topics.  375 

III.B.4.2 For cause inspections 376 

The scope of the inspection will depend on the specific trigger(s). Some, but not all of the elements 377 
listed in III.B.4.1 and below, may be relevant: 378 

− QPPV involvement and awareness of product-specific issues; 379 

− in-depth examination of processes, decision-making, communications and actions relating to a 380 
specific trigger and/or product. 381 

III.B.4.3 Re-inspections 382 

For the scope of a re-inspection, the following aspects should be considered: 383 

− review of the status of the system and/or corrective and preventative action plan(s) resulting 384 
from previous pharmacovigilance inspection(s); 385 

− review of significant changes that have been made to the pharmacovigilance system since the 386 
last pharmacovigilance inspection (e.g. change in the pharmacovigilance database, company 387 
mergers or acquisitions, significant changes in contracted activities, change in QPPV); 388 

− review of process and/or product-specific issues identified from the assessment of information 389 
provided by the marketing authorisation holder, or not covered in a prior inspection. 390 
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The scope of re-inspection will depend on inspection history. It may be appropriate to conduct a 391 
complete system review, for example if a long time has elapsed since the previous inspection, in which 392 
case the elements listed in III.B.4.1. may be considered for the inspection scope, as appropriate. 393 

III.B.5. Inspection process 394 

Pharmacovigilance inspections should be planned, coordinated, conducted, reported on, followed-up 395 
and documented in accordance with inspection procedures consistent with agreed community 396 
pharmacovigilance inspection procedures developed by the PhVIWG to support harmonisation for the 397 
mutual recognition of pharmacovigilance inspections within the EU. These community procedures will 398 
be published as annexes to this Module. Improvement and harmonisation of inspection conduct will be 399 
promoted by agreed processes and procedures, joint inspection(s) and sharing of experience and 400 
training by national competent authority inspectorates. 401 

The community procedures on pharmacovigilance inspections will cover, at least, the following 402 
processes: 403 

• sharing of information; 404 

• inspection planning; 405 

• pre-authorisation inspections; 406 

• coordination of pharmacovigilance inspections in the EU; 407 

• coordination of third country inspections and inspection of contractors; 408 

• preparation of pharmacovigilance inspections; 409 

• conduct of pharmacovigilance inspections; 410 

• reporting of pharmacovigilance inspections and inspection follow-up; 411 

• communication and prioritisation of pharmacovigilance inspections and findings; 412 

• Interaction with PRAC in relation to isnpections and its follow up; 413 

• record-keeping and archiving of documents obtained or resulting from the pharmacovigilance 414 
inspections; 415 

• unannounced inspections; 416 

• sanctions and enforcement in case of serious non-compliance; 417 

• recommendations on the training and experience of inspectors performing pharmacovigilance 418 
inspections. 419 

These procedures will be revised and updated as deemed necessary. New procedures may also be 420 
developed when the need is identified in relation to the inspection process. 421 

III.B.6. Inspection follow-up 422 

When non-compliance with pharmacovigilance obligations is identified during an inspection, follow-up 423 
will be required until a corrective and preventative action plan is completed. The following follow-up 424 
actions should be considered, as appropriate:  425 

• review of the marketing authorisation holder’s corrective and preventative action plan; 426 
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• review of the periodic progress reports, when deemed necessary; 427 

• re-inspection to assess appropriate implementation of the corrective and preventative action plan; 428 

• requests for submission of previously un-submitted data; submission of variations, e.g. to amend 429 
product information; submission of impact analyses, e.g. following review of data that were not 430 
previously considered during routine signal detection activities; 431 

• requests for issuing safety communications, including amendments of marketing and/or advertising 432 
information; 433 

• requests for a meeting with the marketing authorisation holder to discuss the deficiencies, the 434 
impact of the deficiencies and action plans; 435 

• communication of the inspection findings to other regulatory authorities (including outside the EU); 436 

• other product-related actions depending on the impact of the deficiencies and the outcome of 437 
follow-up actions (this may include recalls or actions relating to the marketing authorisations or 438 
clinical trial authorisations).  439 

Sharing information and communication between inspectors and assessors is important for the proper 440 
follow-up of inspections. Recommendations on follow-up actions will be provided in the 441 
pharmacovigilance inspection reports and others may arise from the interaction between inspectors 442 
and assessors in line with the EU pharmacovigilance inspection procedure on inspection follow-up, 443 
which will be included in the compilation of community procedures on pharmacovigilance inspections 444 
mentioned in III.B.5. 445 

III.B.7. Regulatory actions and sanctions 446 

Under EU legislation, in order to protect public health, competent authorities are obliged to implement 447 
the EU pharmaceutical legislation and to ensure compliance with pharmacovigilance obligations. When 448 
non-compliance with pharmacovigilance obligations is detected, the necessary action will be judged on 449 
a case-by-case basis. What action is taken will depend on the potential negative public health impact 450 
of the non-compliance(s), but any instance of non-compliance may be considered for enforcement 451 
action. Action may be taken by the Agency, the Commission or the competent authorities of the 452 
Member States as appropriate. As stated in Article 111(8) of Directive 2001/83/EC, where appropriate, 453 
the Member State concerned shall take the necessary measures to ensure that a marketing 454 
authorisation holder is subject to effective, proportionate and dissuasive penalties. Moreover 455 
Regulation (EC) No 658/2007 also empowers the Commission, at the request of the Agency, to impose 456 
financial penalties on the holders of marketing authorisations to ensure the enforcement of certain 457 
obligations connected with marketing authorisations for medicinal products granted in accordance with 458 
Regulation (EC) No 726/2004. 459 

In the event of non-compliance, possible regulatory options include the following, in accordance with 460 
guidance and, as applicable, rules set in  legislation: 461 

• education and facilitation: national competent authorities may communicate with marketing 462 
authorisation holder representatives (e.g. in a meeting) to summarise the identified non-463 
compliances, to clarify the legal requirements and the expectations of the regulator, and to review 464 
the marketing authorisation holder’s proposals for corrective and preventative actions; 465 

• provision of information to other competent authorities, the Agency or third country regulators 466 
under the framework of confidentiality arrangements; 467 
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• inspection: non-compliant marketing authorisation holders may be inspected to determine the 468 
extent of non-compliance and then re-inspected to ensure compliance is achieved; 469 

• warning letter, non-compliance statement or infringement notice: these are non-statutory or 470 
statutory instruments in accordance with national legislation which competent authorities may 471 
issue stating the legislation and guideline that has been breached, reminding marketing 472 
authorisation holders of their pharmacovigilance obligations or specifying the steps that the 473 
marketing authorisation holder must take and in what timeframe in order to rectify the non-474 
compliance and in order to prevent a further case of non-compliance; 475 

• competent authorities may consider making public a list of marketing authorisation holders found 476 
to be seriously or persistently non-compliant; 477 

• actions against a marketing authorisation(s) or authorisation application(s) e.g. 478 

− Urgent Safety Restriction; 479 

− variation of the marketing authorisation; 480 

− suspension or revocation of the marketing authorisation; 481 

− delays in approvals of new marketing authorisation applications until corrective and 482 
preventative actions have been implemented or the addition of safety conditions to new 483 
authorisations; 484 

− requests for pre-authorisation inspections; 485 

• product recalls e.g. where important safety warnings have been omitted from product information; 486 

• action relating to marketing or advertising information; 487 

• amendments or suspension of clinical trials due to product-specific safety issues; 488 

• administrative penalties, usually fixed fines or based on company profits or levied on a daily basis; 489 

• referral for criminal prosecution with the possibility of imprisonment (in accordance with national 490 
legislation). 491 

III.B.8. Record management and archiving 492 

The principles and requirements to be followed will be described in the community procedure on 493 
Record Keeping and Archiving of Documents Obtained or Resulting from the Pharmacovigilance 494 
Inspections referred to in III.B.5.  495 

III.B.9. Qualification and training of inspectors 496 

Inspectors who are involved in the conduct of pharmacovigilance inspections requested by their 497 
Member States or by the CHMP should be officials of, or appointed by, the Member State in accordance 498 
with national regulation and follow the provisions of the national competent authority.  499 

It is recommended that inspectors are appointed based upon their experience and the minimum 500 
requirements defined by the national competent authority. 501 

The inspectors should undergo training to the extent necessary to ensure their competence in the skills 502 
required for preparing, conducting and reporting inspections. They should also be trained in 503 
pharmacovigilance processes and requirements in such way that they are able, if not acquired by their 504 
experience, to comprehend the different aspects of a pharmacovigilance system. 505 
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Documented processes should be in place in order to ensure that inspection competencies are 506 
maintained. In particular, inspectors should be kept updated with the current status of 507 
pharmacovigilance legislation and guidance. 508 

Training and experience should be documented individually and evaluated according to the 509 
requirements of the applicable quality system of the concerned competent authority. 510 

III.B.10. Quality management of pharmacovigilance inspection process 511 

Quality of the pharmacovigilance inspection process is managed by the national competent authorities 512 
and covered by their pharmacovigilance systems and associated quality systems, meaning that the 513 
process is also subject to audit. Guidance on establishment and maintenance of a quality assured 514 
pharmacovigilance system is provided in Module I.  515 

Quality and consistency of the inspections is facilitated by the community procedures for 516 
pharmacovigilance inspections developed by the PhVIWG to support the mutual recognition of 517 
inspections within the EU mentioned in III.B.5. 518 

 519 

III.C. Operation of the EU network 520 

III.C.1. Sharing of information 521 

The Agency and the Member States shall cooperate to facilitate the exchange of information on 522 
inspections and in particular: 523 

• Information on inspections planned and conducted in order to avoid unnecessary repetition and 524 
duplication of activities in the EU and optimise the inspection resources. 525 

• Information on the scope of the inspection in order to focus future inspections. 526 

• Information on the outcome of the inspection, in particular when the outcome is that the marketing 527 
authorisation holder does not comply with the pharmacovigilance system as described in the 528 
pharmacovigilance system master file and with the requirements laid down in legislation and 529 
relevant guidance. A summary of the critical and significant major findings and a summary of the 530 
corresponding corrective and preventative actions with their follow-up(s) should be exchanged. 531 

Tools and procedures will be developed at EU level to facilitate and optimise the exchange and sharing 532 
of information and the communication across the Union.  533 

III.C.2. Role of the European Medicines Agency 534 

III.C.2.1. General Role of the Agency 535 

Regarding the monitoring of compliance with regulatory pharmacovigilance obligations and 536 
pharmacovigilance inspections, the roles of the Agency are set out in Article 57(1)(c) and Article 537 
57(1)(i) of Regulation (EC) No 726/2004 and can be summarised as follows: 538 
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• Coordination of the monitoring of medicinal products for human use which have been authorised 539 
within the Union, in particular by coordinating the evaluation and implementation of 540 
pharmacovigilance obligations and systems and the monitoring of such implementation;  541 

• Coordination of the verification of compliance with pharmacovigilance obligations. 542 

Pharmacovigilance inspections coordinated by the Agency are performed by the supervisory authority 543 
concerned as outlined in III.C.3.2. The supervisory authority may be assisted by other national 544 
competent authorities, when required.  545 

As part of this coordination role the Agency is responsible for: 546 

• establishing and maintaining processes through the PhVIWG to support the consistency and quality 547 
of pharmacovigilance inspections of marketing authorisation holders with centrally authorised 548 
products conducted by inspectorates of the national competent authorities; 549 

• coordinating and ensuring the implementation of a risk-based programme for routine 550 
pharmacovigilance inspections of marketing authorisation holders with centrally authorised 551 
products (see III.B.2) enabling the timely sharing of information on planned and conducted 552 
pharmacovigilance inspections between Member States, with the aim of reducing duplication of 553 
inspection activity and facilitating mutual recognition of inspection findings;  554 

• coordinating “for cause” inspections, as requested by the CHMP.  If a “for cause” inspection has 555 
been or will be conducted in a similar timeframe as a routine one, it may replace the need for the 556 
planned routine inspection and the programme shall be revised to reflect this; 557 

• coordinating third country inspections: according to Article 111(1) of the Directive 2001/83/EC, the 558 
Agency shall cooperate in the coordination of inspections in third countries. Member States should 559 
liaise with the Agency when the need for an inspection of a third country site is identified in order 560 
to ensure productive use of pharmacovigilance inspection resource in the interests of the Union; 561 

• communication and follow-up of inspections of community interest across the Agency, the PRAC, 562 
the CHMP, the CMD(h), the European network and with third country regulators, whenever 563 
confidentiality arrangements are in place to facilitate this. 564 

III.C.2.2. Role of the PRAC 565 

The PRAC may make recommendations on the need and scope of "for cause" pharmacovigilance 566 
inspections related to medicinal products of community interest. 567 

The PRAC may, in relation to issues of community interest and where considered appropriate, review 568 
the outcome of pharmacovigilance inspections and assess marketing authorisation holder-related 569 
corrective and preventative action plan submission(s) in order to make or endorse further 570 
recommendations on actions to be taken and their follow-up.   571 

The PRAC is also responsible for providing input in the preparation of and agreeing on the risk-based 572 
programme for routine pharmacovigilance inspections of marketing authorisation holders with centrally 573 
authorised products outlined in III.B.2 and III.C.3.3. 574 

The general role of the PRAC is detailed in the PRAC mandate and rules of procedures. 575 

III.C.2.3. Role of the CHMP 576 

The CHMP is responsible for the request of pharmacovigilance inspections in the context of the 577 
centralised procedure and for the endorsement of the recommendations made by the PRAC in relation 578 
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to the outcome of these inspections and their follow-up. The CHMP is also responsible for the adoption 579 
of the risk-based programme for routine pharmacovigilance inspections outlined in III.B.2 and 580 
III.C.3.3. 581 

III.C.2.4. Role of the CMD(h) 582 

It is the responsibility of the CMD(h) to cooperate with the PRAC in the context of products authorised 583 
via the mutual recognition or decentralised procedures to take forward any recommendation from the 584 
PRAC in relation to the outcome of pharmacovigilance inspections and their follow-up. 585 

 586 

III.C.3. Role of the Member States 587 

III.C.3.1 General Considerations 588 

Member States should establish the legal and administrative framework within which 589 
pharmacovigilance inspections operate, including the definition of the rights of inspectors for inspecting 590 
pharmacovigilance sites and access to pharmacovigilance data. 591 

Member States should provide sufficient resources and appoint adequately qualified inspectors to 592 
ensure effective determination of compliance with good pharmacovigilance practice. The inspector(s) 593 
appointed may be accompanied, when needed, by expert(s) on relevant areas. A Member State may 594 
also request assistance from another Member State, in which case, access to the inspection sites and 595 
data by the Member State providing assistance is desirable. 596 

Pharmacovigilance inspections should be planned, coordinated, conducted, reported on, followed-up 597 
and documented in accordance with inspection procedures consistent with agreed community 598 
pharmacovigilance inspection procedures developed by the PhVIWG to support harmonisation for the 599 
mutual recognition of pharmacovigilance inspections within the EU as mentioned in section III.B.5. 600 

The scheduling and conduct of these inspections will be driven by the preparation of inspection 601 
programmes based on a systematic and risk-based approach as outlined in III.B.2 and III.C.3.3. 602 

The national competent authorities, when preparing inspection programmes, should verify the 603 
inspection status of the marketing authorisation holders they plan to inspect by considering the 604 
information shared on planned or conducted inspections under the programmes in other Member 605 
States in order to assure coordination of inspection activities, prevent unnecessary duplication and to 606 
make the most efficient use of inspection resources.   607 

When the pharmacovigilance system a national competent authority plans to inspect is the same as 608 
that already inspected by another national competent authority, sharing of information on the scope 609 
and outcomes of previous inspections and consideration of the national supervisory requirements, will 610 
help to define the objective, scope and timing of that national inspection. 611 

A common repository, accessible to all Member States, the Agency and the Commission, should be 612 
created to facilitate this information sharing on pharmacovigilance inspections. 613 

 614 
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III.C.3.2 Role of the Supervisory Authority 615 

The concept of the supervisory authority applies only in relation to centrally authorised products.  616 
According to Article 18 of Regulation (EC) 726/2004, the supervisory authority for the conduct of 617 
pharmacovigilance inspections shall be the competent authority of the Member State in which the 618 
pharmacovigilance system master file is located. 619 

The supervisory authorities for pharmacovigilance are responsible for verifying on behalf of the Union 620 
that the marketing authorisation holder for the medicinal product satisfies the pharmacovigilance 621 
requirements laid down in Directive 2001/83/EC.  They may, if this is considered necessary, conduct 622 
pre-authorisation inspections to verify the accuracy and successful implementation of the existing or 623 
proposed pharmacovigilance system [REG Art 19]. 624 

Where the sites selected to be inspected are located outside EU, the same supervisory authority as 625 
above will be responsible for the inspection on behalf of the Union. Where relevant or on request, and 626 
in particular for product-specific issues, the inspection may be conducted or assisted by inspector(s) 627 
from the Rapporteur or Co-Rapporteur Member State and/or expert(s) from the Rapporteur or Co-628 
Rapporteur Member State or from other Member States as appropriate. 629 

III.C.3.3. Inspection Programmes 630 

A programme for routine inspections for centrally authorised products, will be determined by the 631 
Agency in conjunction with the supervisory authorities of the Member States, the PhVIWG, the PRAC 632 
and the CHMP. These inspections will be prioritised based on the potential risk to public health, 633 
considering the factors listed in III.B.5.  As a general approach, a marketing authorisation holder 634 
should be inspected on the basis of risk-based considerations, but at least once every 4 years. 635 

If the same pharmacovigilance system is used for a variety of authorisation types (centralised and 636 
national, mutual recognition and decentralised), then the results of a supervisory authority inspection 637 
may be applicable for all products covered by that system. 638 

This routine inspection programme will be separate from any “for cause” inspections, but if a “for 639 
cause” inspection takes place it may replace the need for one under this programme, dependent on its 640 
scope.  641 

Member States are also responsible for the planning and coordination of pharmacovigilance inspections 642 
within their territory in relation to products authorised nationally or via the mutual recognition or 643 
decentralised procedures in order to ensure compliance with the legislation within their own Member 644 
States and to verify the effectiveness of the marketing authorisation holder’s pharmacovigilance 645 
system at national level.  646 

As indicated in III.C.3.1, based on the information from other inspections, the national competent 647 
authority will prioritise the inspections in its national programme and will use the information for the 648 
preparation of an appropriate scope for the national inspection.  For example, national competent 649 
authorities may seek to verify the fulfilment of requirements concerning the national implementation of 650 
specific risk-minimisation measures, national communications concerning safety, locally conducted 651 
safety studies, or issues linked to national health care systems.  A broader examination of 652 
pharmacovigilance applied to particular products of national interest may also be appropriate if this 653 
was not covered within the scope of a supervisory authority inspection. 654 

 655 
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III.C.4. Role of the Marketing Authorisation Holders and Applicants 656 

Marketing authorisation holders with authorised products and applicants who have submitted new 657 
applications under the centralised procedure are subject to pharmacovigilance inspections (see 658 
III.B.1). Therefore both have responsibilities in relation to inspections, including but not limited to the 659 
following: 660 

• Always to be inspection-ready as inspections may be unannounced. 661 

• To maintain and make available to the inspectors on request, no later than 7 calendar days after 662 
the receipt of a request, the pharmacovigilance system master file as required by Article 23(4) of 663 
Directive 2001/83/EC and and Article 16(4) of Regulation (EU) 726/2004. 664 

• To ensure that the sites selected for inspection agree to be inspected before the inspection is 665 
performed. 666 

• To make available to the inspectors any information and/or documentation required for the 667 
preparation of the inspection within the deadline given or during the conduct of the inspection. 668 

• To ensure that relevant staff involved in pharmacovigilance activities or related activities are 669 
present and available during the inspection for interviews or clarification of issues identified. 670 

• To ensure that relevant pharmacovigilance data is accessible from at least one point in the Union 671 
[DIR Art 107(1)]. 672 

• To ensure that if critical or significant findings are observed during an inspection, appropriate and 673 
timely corrective and preventative action plans are implemented.  674 

 675 

III.C.5. Inspection Fees 676 

For inspections requested by the CHMP, an inspection fee(s) (and inspectors’ expenses where 677 
applicable) will be charged in accordance with the Council Regulation (EC) No 297/95 on fees payable 678 
to the European Agency for the Evaluation of Medicinal Products as amended and implementing rules 679 
applicable at the time.  For pharmacovigilance inspections performed in the context of national, mutual 680 
recognition and decentralised procedures similar fees may or may not apply depending on the legal 681 
requirements of the Member State carrying out the inspection.  682 

III.C.6. Transparency 683 

Information on the conduct and outcome of pharmacovigilance inspections and their follow-up will be 684 
made publicly available without prejudice to Regulation 1049/2001. 685 
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