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This Module is divided into three parts:

e Part 1: Module organization and terminology;

e Part 2: Pharmacovigilance System Master File (PSMF) requirements for national Marketing
Authorization Holders (MAHs)/applicants in Lebanon;

e Part 3: National Pharmacovigilance Sub-System File (PSSF) and Global PSMF requirements for

multinational MAHs/applicants in Lebanon;
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1 Part 1. Module organization and terminology

3 This part of the Module delivers preliminary remarks designed to offer clarifications on specific
4  terminology and concepts that will be employed consistently throughout the Module. This is done in the

5 aim to facilitate a seamless comprehension of the module's organization and content.

7 1.11.1. Module organization

8

9 e Part 1: “Module organization and terminology”: The definitions and terminology introduced in
10 this part of the Module shall be uniformly adopted and‘applied throughout the entirety of the
11 Module;

12 e Part 2: “Pharmacovigilance System Master File (PSMF). requirements for national MAHs/
13 applicants in Lebanon”: This part of the Module/covers the requirements for multinational
14 MAHs/applicants, for the establishment and submission of the PSMF;

15 e Part 3: “National Pharmacovigilance Sub-System File (PSSF) and Global PSMF requirements for
16 multinational “MAHs/applicants in Lebanon: This part of the Module covers the global
17 requirements for multinational companies for the establishment of the PSMF, as well as the
18 specific requirements for the PSSF with a dedicated emphasis on activities and operations
19 conducted within the country.

20

21 1.11.2. Terminology
22

23 Within the context of this Module and specifically for Lebanon, the below definitions are exclusively

24 intended for use and relevance.

25 < According to the decree 571/2008 (https://www.moph.gov.lb/Laws/download file/1191) with regard to

26  the imported pharmaceutical products, the main responsible parties of the product are either the drug

27  manufacturer or the MAH or the Applicant for Certificate.
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28 e Marketing Authorization Holder (MAH): The MAH for a drug is the entity or organization that holds
29 the legal responsibility for the drug's marketing authorization in a specific country or region. They
30 are responsible for ensuring compliance with regulatory requirements, and pharmacovigilance.

31 e Applicant for Marketing Authorization: The Applicant for marketing authorization for a drug is the

32 entity or organization that applies to the regulatory authorities seeking approval to market and
33 distribute a drug in a specific country or region. They are responsible for submitting the necessary
34 documentation, including clinical trial data, safety and efficacy information, and manufacturing
35 details, to demonstrate the drug's quality, safety, and effectiveness.

36 The difference between the Applicant for marketing authorization and the'"MAH lies.in their roles and

37  responsibilities.

38
39 < The terms "Multinational MAH" and "National MAH" are not standard regulatory terms but can be
40  understood based on their context in the pharmaceutical industry:

41 e Multinational MAH/Applicant: A Multinational MAH is /@ pharmaceutical company or organization

42 that holds MAs for a specific drug in multiple countries or regions across the world. They have
43 obtained approval from regulatory authorities in various.countries, allowing them to market and
44 distribute the drug in those approved markets.

45 e National MAH/Applicant: A National MAH is'a pharmaceutical company or organization that holds

46 the marketing authorization for a drug in a single country (Lebanon). They have received approval
47 from the regulatory authority of that specific country (Lebanon), allowing them to market and
48 distribute the drug exclusively within its borders. To note that national MAHs can also export to
49 regional countries but not globally.

50 The difference between a Multinational MAH and a National MAH lies in the geographic scope of their

51 operations:

52 e Scope of a Multinational MAH/Applicant: A Multinational MAH operates on a global scale, with

53 marketing authorizations secured in multiple countries. This means that a Multinational MAH can
54 commercialize the same drug in several different regions simultaneously, facilitating a broader
55 market reach and potentially greater sales opportunities.

56 e Scope of a National MAH/Applicant: A National MAH operates within one country (Lebanon), so it

57 tends to focus on marketing and distributing drugs within Lebanon, dealing with the regulatory
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58 requirements and specific Lebanese market conditions. To note that national MAHSs can also export
59 to regional countries but not globally.

60

61 < Scientific office: A Scientific Office is essentially a representative office of a multinational pharmaceutical
62  company which manufactures pharmaceutical products.

63 The scientific office, often referred to as the Scientific Affairs or Medical Affairs department, is a
64  specialized division within the company that provides scientific, technical and marketing information
65  regarding the company’s products.

66

67 < Drug distributor (“Local Agent” in Lebanon): In the pharmaceutical industry, a drug distributor, also
68  known as a pharmaceutical distributor or wholesale distributor, is an intermediary entity that plays a
69  significant role in the supply chain of pharmaceutical products. The primary function of a drug
70  distributor is to procure pharmaceutical products from manufacturers and then distribute them to
71 various healthcare providers, including pharmacies, hospitals, clinics, and other authorized healthcare
72 facilities. In Lebanon, the drug distributor is also the marketing authorization applicant.

73

74 <+ Qualified Person for Pharmacovigilance (QPPV): A QPPV is-an individual within a pharmaceutical
75  company who is responsible for the safety of the pharmaceutical products marketed by that company.
76  The QPPV is responsible for establishing and maintaining the MAH’s pharmacovigilance system, ensuring
77  compliance with legal requirements, and influencing the performance of the quality system.

78

79 % Local Safety Responsible (LSR): In addition to the global QPPV, multinational MAHs are required to
80 nominate a local safety person, the LSR, at the national level in the country they intend to operate in. A
81 LSR, usually known as “local QPPV” in Lebanon, is an individual within the pharmaceutical company who
82 is responsible for overseeing pharmacovigilance activities and compliance with local regulatory
83 requirements in a specific geographic region or country.

84 A QPPV has global PV system responsibilities, whereas a LSR bears responsibility for the local PV system.
85

86 % PSMF: The Pharmacovigilance System Master File (PSMF) is a detailed description of the
87  pharmacovigilance system used by the MAH with respect to one or more medicinal products authorized
88  for use in a specific country.

89
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90 < PSSF: Multinational MAH(s)/Applicant(s) conduct their pharmacovigilance activities in affiliate countries
91 as a part or a sub-system of its global pharmacovigilance system and integrate with it.

92 For these multinational MAHs/Applicants, the National Pharmacovigilance Sub-System File (PSSF)
93 describes the key elements of pharmacovigilance activities in Lebanon, and includes information and
94  documents to describe the pharmacovigilance sub-system at the national level.

95

96

97 1.1l.3. Pharmacovigilance System and Sub-System File in
9¢ Lebanon: Entities, Roles, and Requested Deguments

99

100 The below diagram (Figure 1) offers a clear and comprehensive illustration of the distinct entities
101 involved in pharmacovigilance operations, with a specific distinction between two categories of

102 MAH/Applicants: National and Multinational.
103
104
105
106
107
108
109
110
111
112
113

114
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Figure 1: Representation of MAHSs

115
116

117
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118 Legend:

119 e A national MAH may directly handle its PV activities, or delegate its PV activities to a local agent,
120 or to a local agent who in turn subcontracts these activities to a 3"-party organization
121 (“Subcontracted organization”) where a three-party contract between the MAH, the local agent
122 and the 3" party is then considered. The MAH may also directly subcontract its PV activities to a
123 “Subcontracted organization”

124 In all cases it must assign a QPPV to oversee its PV activities in Lebanon (Figure 1-A)..

125

126 e A multinational MAH with a scientific office in Lebanon may directly. handle its PV activities, or
127 subcontract them to a 3"-party organization (“Subcontracted organization”).

128 In both cases it must assign a QPPV residing at the country of headquarters.to oversee its global
129 PV system, along with a LSR residing in Lebanon to represent itsat the appropriate level with
130 regard to PV activities (Figure 1-B).

131

132 e A multinational MAH with a non-operational scientific office, or without a scientific office in
133 Lebanon may delegate its PV activities to a local agent. The local agentmay.n turn subcontract
134 these activities to a 3"-party organization (“Subcontracted organization”), where a three-party
135 contract between the MAH, the local agent afid the 3" party.is then considered.

136 The MAH may also subcontract PV activities directly to a"3®-party organization (“Subcontracted
137 organization”.

138 In all cases it must assign a QPPV residing in the country of headquarters to oversee its global PV
139 system, along with a LSR (residing in Lebanon) to represent it at the appropriate level with
140 regard to PV activities (Figure/1-B).

141 e To note that the MAH should retain full. responsibility in ensuring the quality, efficacy, and
142 integrity‘of the PV system as well as the compliance to the legal requirements.

143 e Quadlifications, nomination and responsibilities of the QPPV/LSR are defined in Module |.

144

145

146  Throughout all Modules of the LGVP, there is a consistent reference to MAHs as the responsible entities
147  for conducting all pharmacovigilance activities and adhering to the specified requirements. However, as
148  depicted in figure 1, when the MAH is represented by a service provider (such as a local agent or
149  subcontracted organization), it is implicit that the procedures and obligations outlined in this guideline
150 are to be entrusted to the representing entity, while still being under the supervision and oversight of

151  the MAH.
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152  The below diagram (Figure 2) summarizes the submission requirements for the PSMF and/or PSSF with a

153 specific distinction between two categories of MAH/Applicants: National and Multinational.

Marketing Authorization Holder (MAH) / Applicant

in Lebanon
National Multinational
MAH/Applicant MAH/Applicant
General Rule BEEpIEm General Rule Exceptional
situations* situations*
Forboththe . ' * Full PSMF + summary***
: : : PSMF and PSSF * Full PSSF + summary***
v v H
5 . a5 ok
Summary of PSMF + Full PSMF; and * Summary of PSMF; and For PSMF only - * Full PSMF + summary
* Summary of PSMF** + Summary of PSSF « Summary of PSSF
* Summary of PSMF

—" For PS5F only --"»
* Full PSSF + Summary***

-1 submit
Exceptional Found in section 2.11.C.4.1. in case of national MAH during the pre-authorization phase
T Found in section 2.11.C.4.2. in case of national MAH during the post-authorization phase
+ Found in section 3.11.C.3.1 in case of multinational MAH during the pre-authorization phase
* Found in section 3.11.C.3.2. in case of multinational MAH during the post-authorization phase
** : Summary submitted onlv in case of marketing authorization application
wx% . Summary submitted only in case of product registration

Figure 2: PSMF and PSSF submission requirements

154  Legend:

155 e For national MAHSs, only a summary of the PSMF is to be submitted except in certain situations
156 where the full PSME should be submitted. These exceptional situations are defined in section
157 2.11.C.4.1. for the pre-authorization phase, and 2.11.C.4.2. for the post-authorization phase.

158 e For multinational MAHSs, only a summary of the PSMF and a summary of the PSSF are to be
159 submitted except in" situations defined in section 3.11.C.3.1. for the pre-authorization phase, and
160 3.11.C.3.2. for the post-authorization phase.

161 - If these exceptions apply to both the PSMF and the PSSF, the full PSMF and PSSF along with their
162 summaries are to be submitted;

163 - If these exceptions apply to the PSMF only, the full PSMF along with its summary are to be
164 submitted, while only a summary of the PSSF is to be submitted;

165 - If these exceptions apply to the PSSF only, the full PSSF along with its summary are to be

166 submitted, while only a summary of the PSMF is to be submitted.

167 e The same submission requirements apply during the pre- and post-authorization phases, but with
168 different exceptional situations, each defined in their respective sections.
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160 Part 2: Pharmacovigilance System Master File (PSMF)
170 requirements for national MAHs/ applicants in Lebanon

171

172  This part delivers details on the requirements of the PSMF for national MAHs/applicants, and their

173 representatives (local agent/subcontracted organization) in Lebanon.

174

175 2.11.A. Introduction
176

177  The PSMF is a detailed description of the pharmacovigilance system used by the MAH with respect to

178  one or more medicinal products authorized for use in Lebanon.

179  The PSMF should be located either where the main pharmacovigilance activities of the MAH are

180 performed or at the site where the Qualified Person'responsible for Pharmacovigilance (QPPV) operates.

181 A pharmacovigilance system summary information is to be included in the marketing authorization
182  application and submitted to the national competent authority in Lebanon. This summary includes

183 information on the location of the PSMF (see section 2.11.B.2.1.).

184  This part of the Module provides detailed guidance regarding the requirements for the PSMF, including
185 its maintenance, content, and associated submissions to the national competent authority in Lebanon.

186

187 2.11.B. Structures and processes
188

189 In accordance to the present GVP guideline, the establishment of a PSMF is mandatory, and the national
190 competent authority in‘Lebanon will further introduce regulations to address any ambiguities regarding

191  its implementation.

192  The content and management of the PSMF applies irrespective of the organizational structure of a MAH,
193  including any subcontracting or delegation of activities, or their location. Irrespective of the location of

194 other activities, the QPPV's residence is the location at which he/she carries out his/her tasks.
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195  The content of the PSMF should reflect the availability of safety information for all medicinal products
196  covered by the system, presenting information on the pharmacovigilance system not just confined to
197 local or regional activities.

198

199  2.1l.B.1. Objectives

200 The PSMF should describe and demonstrate compliance with pharmacovigilance requirements, while
201  also supporting the responsibilities and supervisory duties of the QPPV, facilitating audits, inspections,
202  and assessment by the national competent authority during marketing authorization application(s) or

203  post-authorization processes.

204 By producing and maintaining the PSMF, the MAH and the QPPV.can ensure system compliance, identify
205  deficiencies or non-compliance, and become aware of potential risks or failures in specific aspects of
206  pharmacovigilance. This information helps in effectively producing, managing and enhancing the
207  pharmacovigilance system. Moreover, submitting a’'summary of the MAH’s pharmacovigilance system,
208  provision of the content of the PSMF, and its.change history allows for smooth conduct of national

209 competent authority inspections using a risk assessment approach:

210  Responsibilities of MAHs and applicants towards the PSMF are described in detail in section 2.11.C.
211

212 2.11.B.2. Registration and maintenance

213 2.11.B.2.1. Location

214  The PSMF should be located either at the site where the main pharmacovigilance activities are
215  performed or at the site where the QPPV operates, irrespective of the format (paper-based or electronic
216  format file). Based on this rule and on the definition of the scope of MAHs/applicants introduced in Part
217 1 of this Module, the PSMF of Lebanese national MAHs/Applicants should be located in Lebanon since
218  their main pharmacovigilance activities are performed in Lebanon, their PSMF should accordingly be

219 located in Lebanon.

220  Details about the location of the PSMF are required to be notified to the national competent authority,

221  and any change to the location should be notified immediately in order to have the information updated.
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222 The location information needed includes a physical office address or a contracted third party. If the
223 PSMF is electronic, the location must be where the data stored can be directly accessed and this is
224  sufficient in terms of a practical electronic location. The main site of pharmacovigilance activity should
225 be determined by considering the most relevant site for the whole system. The MAH should have an
226  appropriate rationale for the location decision. If a main site cannot be determined, then the location
227 should default to the site where the QPPV operates.

228

229  2.11.B.2.2. Registration

230  All PSMFs must be registered at the level of the national competent authority in Lebanon. The MAH
231 should submit for such registration and should notify the national competent authority to update
232 the database with the location of the PSMF for each product, and update the information

233  immediately upon change.

234 2.11.B.2.3. Transfers of responsibilities for the PSMF

235  The pharmacovigilance system may evolve over time, and changes to responsibilities and activities
236  related to the PSMF must be recorded and managed properly (see sections 2.11.B.4.2. and 2.11.B.4.8.) to
237  ensure that the MAHs_fulfill their’ obligations. Since a specific QPPV has responsibility for the
238  pharmacovigilance system, changes to the PSMF should-also be notified to the QPPV in order to support
239  their authority to make improvements to the system. These changes or modifications related to the
240  submitted PSMF should be shared with the national competent authority. The types of changes that
241  should be routinely and promptly notified to the QPPV are:

242 e Updates to the PSMF or its location that are notified to the national competent authority;

243 e The addition of corrective and/or preventative actions to the PSMF (e.g. following audits and
244 inspections);

245 e Changes to content that fulfil the criteria for appropriate oversight of the pharmacovigilance system
246 (in terms of capacity, functioning and compliance);

247 e Changes in arrangements for the provision of the PSMF to the national competent authority;

248 e Transfer of significant services for pharmacovigilance to a third party (e.g. outsourcing of Periodic
249 Safety Update Report (PSUR) production);

250 e Inclusion of products into the pharmacovigilance system for which the QPPV is responsible;
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251 e Changes for existing products which may require a change or increased workload in relation to

252 pharmacovigilance activities e.g. new indications, studies, or others.

253 The QPPV should be in a position to ensure and to verify that the information contained in the PSMF is
254 an accurate and up to date reflection of the pharmacovigilance system under his/her responsibility (see
255 GVP Module I).

256

257  2.11.B.3. Representation of pharmacovigilance systems

258  The PSMF should describe the pharmacovigilance system for one or more of the MAH's medicinal
259  products. If the MAH deals with various categories of medicinal products, separate pharmacovigilance
260  systems may be applicable, and each of these systems must be described.in a distinct PSMF. These files

261  will collectively cover all medicinal products held by the MAH.

262 e Asingle QPPV should be appointed to be responsible for the establishment and maintenance of one

263 pharmacovigilance system described in a PSMF!

264 e If multiple MAHs share a pharmacovigilance system, each MAH is responsible for having its own

265 PSMF that adequately describes the pharmacovigilance system applicable to its products.

266 o A single QPPV may.fulfil the role of QPPV for more than one pharmacovigilance systems within the
267 same MAH.

268 e A single QPPV may be employed by more than one MAH (i.e. only in case of subcontracting to a

269 third-party organization) for a shared or for separate pharmacovigilance systems.

270 e The ability of a QPPV to adequately oversee more than one pharmacovigilance system depends on

271 several factors including but'not restricted to the number of medicinal products covered by that
272 system, the safety profile of these products and the complexity of the MAH organizational structure.
273 Depending on these factors, it is NOT expected that a QPPV can adequately fulfil all these
274 obligations for more than 5 MAHs in maximum.

275 e When delegating any activities concerning the pharmacovigilance system and its master file, the
276 MAH retains ultimate responsibility for the pharmacovigilance system, for ensuring submission of
277 information about the PSMF location, maintenance and its provision to the national competent
278 authority upon request. Detailed written agreements describing the roles and responsibilities for
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279 PSMF content, submissions and management, as well as to govern the conduct of

280 pharmacovigilance in accordance with the legal requirements, should be in place.

281 e Where applicable, a list of all PSMFs held by the same MAH should be provided in the annex (see

282 section 2.11.B.4.8.); this includes their location(s), details of the responsible QPPV(s) and the relevant
283 product(s).
284

285  2.11.B.4. Information to be included in the pharmacoyigilance system master file

286  The PSMF should include documents to describe the pharmacovigilance system. These documents are

287  described in the following subsections.

288  The content of the PSMF should reflect the availability of safety information for medicinal products
289  authorized in Lebanon. The content should be indexed to allow for efficient navigation around the
290 document and follow the modular system described<in the following sections and the annex headings
291  described in section 2.11.B.6.1. The main principle for the structure of the content of the PSMF is that the
292  primary topic sections contain information that is fundamental to the description of pharmacovigilance

293 system.

294  Detailed information is required to fully describe the system, and, since this may change frequently, it
295  should be referred to and contained in the shared updates as well as the PSMF annexes. The control

296  associated with change of content is described in section 2.11.B.5.

297 It is accepted that, where no marketing authorization (and master file) previously existed in Lebanon,
298  there may be information that cannot be initially provided, for example, compliance information,
299  however, descriptions of what will be implemented should be provided instead.

300

301  2.1l.B.4.1. PSMF section on the qualified person for pharmacovigilance

302 For the QPPV, contact details should be provided in the marketing authorization application.
303 The information relating to the QPPV provided in the PSMF should include:
304 e A description of the responsibilities guaranteeing that the qualified person has sufficient authority

305 over the pharmacovigilance system in order to promote, maintain and improve compliance;
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306 e Summary curriculum vitae with the key information on the role of the qualified person responsible
307 for pharmacovigilance;
308 e Details of back-up arrangements to apply in the absence of the QPPV;

309 e Checklist on the following required practical experience/trainings (Table 1). Taking into

310 consideration that pharmacovigilance practice and regulations are relatively new in Lebanon, thus
311 having an experienced QPPV may be challenging. Accordingly, it is accepted by the national
312 competent authority that the QPPV qualifications may be expressed in terms of his/her PV training
313 rather than his/her practical experience in pharmacovigilance: Under these circumstances, once the
314 QPPV is appointed, the MAH is responsible of providing the unachieved trainings in light of the
315 checklist in Table 1 below. To note that this provision is applicable only during a transitional period,
316 and the national competent authority will determine the specific duration and conditions of this
317 transitional period.

318  Alist of tasks that have been delegated by the QPPV should alse be included in the Annexes (see section
319 2.1.B.4.8.).

320 The details provided in relation to the QPPV should /also include the description of the QPPV
321  qualifications, experience and registrations relevant to pharmacovigilance. The contact details supplied
322  should include name, postal, telephone and e-mail and represent the usual working address of the
323  QPPV, which may therefore be different to a MAH address. If the QPPV is employed by a third party, even
324 if the usual working address is an office of the MAH, this should be indicated and the name of the

325  company the QPPV works for provided.
326
327
328
329
330
331
332

333
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334  Table 1: Checklist on the required practical experience/ trainings for QPPVs
335 (Adapted from the Guideline on Good Pharmacovigilance Practices (GVP) for Arab Countries)
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362  2.1l.B.4.2. PSMF section on the organizational structure of the marketing authorization holder

363 A description of the organizational structure of the MAH relevant to the pharmacovigilance system must
364  be provided. The description should provide a clear overview of the company(ies) involved, the main
365 pharmacovigilance departments, the QPPV position in the organization, and the relationship(s) between

366  organizations and operational units relevant to the fulfilment of pharmacovigilance obligations.

367 Specifically, the PSMF should describe the following:

368 e Organizational structure of the MAHs, indicating the position of the QPPV in the organization;
369 e Site(s) where pharmacovigilance functions are performed, encompassing various activities such
370 as Individual Case Safety Reports (ICSRs) collection, evaluation, safety database case entry, PSUR
371 production, signal detection and analysis, risk management plan-management, pre- and post-
372 authorization study management, and management of safety variations;

373 e Description of delegated activities and services subcontracted by the MAH to fulfill
374 pharmacovigilance obligations, including arrangements with other ‘parties in the country or
375 abroad. Links with other organizations, such as co-marketing agreements and contracts related
376 to pharmacovigilance activities, should be outlined, specifying the involved parties, roles, and
377 concerned products and territories. The list should be organized according to:

378 - Service-providers: medical information, auditors, patient support program providers,
379 study data management, etc.;

380 < Commercial arrangements: distributors, licensing partners, co-marketing, etc.;

381 - . Other technical providers: hosting of computer systems, etc..

382 Individual contractual agreements must be accessible to the national competent authority upon
383 request, as well as during inspection and audit processes, with details specified in Annexes (see
384 section 2.11.B.4.8.).

385

386  2.11.B.4.3. PSMF section on the sources of safety data

387  2.1l.B.4.3.1. Parties responsible for safety data collection

388  The description of the main units for safety data collection should include all parties responsible for
389  solicited and spontaneous case collection for products authorized in Lebanon. Information about third
390 parties (license partners or local distribution/marketing arrangements) should also be included in the

391 section describing contracts and agreements.
|

See website: www.moph.gov.lb
GUIDELINES ON GVP FOR LEBANON - 2023

20



392 Description supported by flow diagrams should be used to indicate the main stages, timeframes and
393 parties involved. The description of the process for ICSRs from collection to reporting to the national
394  competent authority should indicate the departments and/or third parties involved.

395

396  2./1.B.4.3.2. Sources of safety data

397 For the purposes of inspection and audit of the pharmacovigilance system, sources include data arising
398  from study sources, including any studies, registries, surveillance or.support programs sponsored by the
399 MAH through which ICSRs could be reported. MAHs should be able to produce and make available a list
400  of such sources to support inspection, audit and QPPV oversights. It is recommended that the list should
401  be comprehensive for products authorized in Lebanon, irrespective of indication, product presentation
402 or route of administration. The list should describe, on a national basis, the status of each
403  study/program, the applicable country(ies), the product(s) and the main objective. It'should distinguish
404  between interventional and non-interventional studies and should be organized per active substance.
405  The list should be comprehensive for all studies/programs and should. include ongoing studies/programs
406  as well as studies/programs completed in the last two years and may be located in an Annex or provided
407  separately.

408

409  2.1l.B.4.4. PSMF section on computerized systems and databases

410 The location, functionality and operational responsibility for computerized systems and databases used

411 to receive, collate, record and report safety information should be described in the PSMF.

412  Where multiple computerized systems/databases are used, the applicability of these to
413  pharmacovigilance activities should be described in such a way that a clear overview of the extent of
414  computerization within the pharmacovigilance system can be understood.

415

416  2.1l.B.4.5. PSMF section on pharmacovigilance processes

417  Clear written procedures represent an essential element of any pharmacovigilance system.

418 A description of the procedural documentation available (Standard Operating Procedures (SOPs),

419  manuals, at a global and/or national level etc.), the nature of the data held (e.g. the type of case data
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420 retained for ICSRs) and an indication of how records are held (e.g. safety database, paper file at site of

421  receipt) should be provided in the PSMF.

422 A description of the process, data handling and records for the performance of pharmacovigilance

423 covering the following aspects should be included in the PSMF:

424 e Continuous monitoring of product risk-benefit profile(s) applied and the result of evaluation and
425 the decision-making process for taking appropriate measures; this should include signal
426 generation, detection and evaluation. This may also include several written procedures and
427 instructions concerning safety database outputs, interactions with clinical departments etc;

428 e Risk management system(s) and monitoring of the outcome of risk minimization measures;
429 several departments may be involved in this area and interactions should be defined in written
430 procedures or agreements;

431 e ICSR collection, collation, follow-up, assessment and reporting; the procedures applied to this
432 area should clarify what are local and what are global activities;

433 e PSUR scheduling, production and submission;

434 e Communication of safety concerns<to consumers, healthcare professionals and the national
435 competent authority;

436 e Implementation of safety variations .to the Summary of Product Characteristics (SmPC) and
437 patient information leaflets; procedures should cover both internal and external
438 communications of safety variations to the SmPC and patient information leaflets; procedures
439 should cover both internal and external communications.

440 In each area, the  MAH should be able to provide evidence of a system that supports appropriate and
441  timely decision making and action./The description must be accompanied by the list of the following

442  processes for compliance management, as well as interfaces with other functions:

443 1. The continuous monitoring of pharmacovigilance data, the examination of options for risk
444 minimization and prevention and appropriate measures are taken by the MAH;

445 2. The scientific evaluation by the MAH of all information on the risks of medicinal products;

446 3. The submission of accurate and verifiable data on serious and non-serious adverse reactions to
447 the national competent authority in Lebanon within the time limits provided in the national
448 regulations;

449 4. The quality, integrity and completeness of the information submitted on the risks of medicinal
450 products, including processes to avoid duplicate submissions and to validate signals;
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451 5. Effective communication by the MAH with the national competent authority, including

452 communication on new risks or changed risks, the PSMF, risk management systems, risk
453 minimization measures, periodic safety update reports, corrective and preventive actions, and
454 post-authorization studies;

455 6. The update of product information by the MAH in the light of scientific knowledge, and on the
456 basis of a continuous monitoring by the MAH of information released by the national competent
457 authority;

458 7. Appropriate communication by the MAH of relevant  safety information to healthcare
459 professionals and patients.

460  These interfaces with other functions include, but are not limited to, the roles and responsibilities of the
461  QPPV, responding to the national competent authority requests for information, literature searching,
462  safety database change control, safety data exchange agreements,  safety. data archiving,
463  pharmacovigilance auditing, quality control and training.The list, which may be located in the Annexes,
464  should comprise in cross matching with each one of the topics highlighted above in this section the topic
465 name, procedural document reference number, title, effective date and document type (for all standard
466  operating procedures, work instructions, manuals etc.). Procedures belonging to service providers and
467  other third parties should be clearly identified.

468

469  2.11.B.4.6. PSMF section on pharmacovigilance system performance

470  The PSMF should contain evidence of the ongoing monitoring of performance of the pharmacovigilance
471  system including compliance of the main outputs of pharmacovigilance. The PSMF should include a

472  description of the monitoring methods applied and should contain as a minimum:

473 e An explanation of how the reporting of ICSRs is assessed. In the annex of the PSMF, figures/graphs
474 should be provided to show the timeliness of 15-day and 90-day reporting over the past year;

475 e A description of any metrics used to monitor the quality of submissions and performance of
476 pharmacovigilance. This should include information provided by the national competent authority
477 regarding the quality of ICSR reporting, PSURs or other submissions;

478 e An overview of the timeliness of PSUR reporting to the national competent authority (the annex

479 should reflect the latest figures used by the MAH to assess compliance);
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480 e An overview of the methods used to ensure timeliness of safety variation submissions compared to
481 internal and national competent authority deadlines, including the tracking of required safety
482 variations that have been identified but not yet been submitted;

483 e Where applicable, an overview of adherence to risk management plan commitments, or other

484 obligations or conditions of marketing authorization(s) relevant to pharmacovigilance.

485 A list of Key Performance Indicators (KPIs) should be provided in the Annex to the PSMF, alongside the

486 results of (actual) performance measurements.

487  Any deviation or non-compliance which is detected either by the MAH or by the national competent
488  authority should be mentioned and justified, and the appropriate corrective and preventive actions
489  should be taken and described in the PSMF.

490

491  2.1l.B.4.7. PSMF section on quality system

492 A description of the quality management system should be provided, in terms of the structure of the

493  organization and the application of the quality to pharmacovigilance. This should include:

494 Document and record control

495 Provide a description-of the archiving arrangements for electronic and/or hard copy versions of the

496  different types records and documents for pharmacovigilance and quality system (see also Module I).

497 Procedural documents

498 e A general description of the types of documents used in pharmacovigilance (SOPs, work instructions
499  etc.), the applicability of the various documents at global, regional or local level within the organization,

500 and the controls thatare applied to their accessibility, implementation and maintenance.

501 ¢ Information about the documentation systems applied to relevant procedural documents under the

502  control of third parties.

503 ¢ A list of specific procedures and processes related to the pharmacovigilance activities and interfaces
504 with other functions, with details of how the procedures can be accessed should be provided, and the

505  detailed guidance for the inclusion of these is in section 2.11.B.4.5.

506 Training
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507 Staff should be appropriately trained for performing pharmacovigilance related activities and this
508 includes not only staff within pharmacovigilance departments but also any individual that may receive

509 safety reports.

510 Training should be done in accordance to a training plan, and this training plan should be provided on

511 the related section within the PSMF.

512 ¢ A description of the resource management for the performance of pharmacovigilance activities: the
513  organizational chart giving the number of people (full time equivalents) involved<in pharmacovigilance
514  activities, which may be provided in the section describing the organizational structure (see section

515  2.1.B.4.2)

516 ¢ Information about sites where the personnel are located (this_ is described under sections 2.11.B.4.2
517 and 2.11.B.4.3) whereby the sites are provided in the PSMF in relation to the organization of specific
518 pharmacovigilance activities and in the Annexes, which _provide the list of site contacts for sources of
519  safety data. However, a description should be provided in order to explain the training organization in

520 relation to the personnel and site information;

521 ¢ A summary description of the training concept, including a reference to the location training files,

522  record as well as the trainings materials.

523  Auditing

524  Information about quality assurance auditing of the pharmacovigilance system should be included in the
525 PSMF. A-description of the risk-based approach used to plan audits of the pharmacovigilance system and
526  the reporting mechanism and timelines should be provided, with a current list of the scheduled and
527  completed audits concerning the pharmacovigilance system maintained in the annex in section 2.11.B.4.8.
528  This list should describe the date(s) (of conduct and of report), scope and completion status of audits of
529  service providers, specific pharmacovigilance activities or sites undertaking pharmacovigilance and their
530 operational interfaces relevant to the fulfilment of the pharmacovigilance obligations, and cover a rolling

531  5-year period.

532  The PSMF should also contain a note associated with any audit where significant findings are raised. This
533  means that the presence of findings that fulfil the national criteria for major or critical findings should be

534  indicated (see GVP Module IV).
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535  The audit report must be documented within the quality system; in the PSMF it is sufficient to provide a
536 brief description of the corrective and/or preventative action(s) associated with the significant finding,
537  the date it was identified and the anticipated resolution date(s), with cross reference to the audit report
538 and the documented corrective and preventative action plan(s). In case corrective and preventative
539 action plans have not yet been agreed for a particular audit or finding, the PSMF should include the note
540 required and stating that “corrective and preventative action plan(s) are to be agreed”. In the annex, in
541 the list of audits conducted, those associated with unresolved notes in the PSMF, should be identified.
542  The note and associated corrective and preventative action(s), shall be documented in the PSMF until
543  the corrective and/or preventative action(s) have been fully implemented, that is, the note is only
544 removed once corrective action and/or sufficient improvement can be demonstrated or has been
545  independently verified. The addition, amendment or removal of the notes must therefore be recorded in

546  the logbook.

547  As a means of managing the pharmacovigilance system, and providing a basis for audit or inspection, the
548  PSMF should also describe the process for recording, managing and resolving deviations from the quality
549  system. The master file should also document deviations from pharmacovigilance procedures, their
550 impact and management until resolved. This may be documented in the form of a list referencing a
551  deviation report, and its date and procedure concerned.

552

553 2.11.B.4.8. Annex to the PSMF

554  An annexto the PSMF should contain the following documents:

555 e A list of medicinal products covered by the PSMF including the name of the medicinal product, the

556 name of the active substance(s); and the country(ies) in which the authorization is valid;

557 The list of medicinal products authorized in Lebanon should also include the national registration
558 number, its marketing status and export countries where the product is authorized or on the market.
559 The list should be organized per active substance and, where applicable, should indicate what type
560 of product specific safety monitoring requirements exists (for example risk minimization measures
561 contained in the risk management plan or laid down as conditions of the marketing authorization,
562 non-standard PSUR periodicity).

563 e The monitoring information may be provided as a secondary list. For marketing authorizations that

564 are included in a different pharmacovigilance system; or if third-party agreements exist to delegate
|
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565 the system, reference to the additional PSMF(s) should also be provided as a separate list in the

566 Annexes, such that, for a MAH, the entire product portfolio can be related to the set of PSMFs.
567 Where pharmacovigilance systems are shared, all products that utilize the pharmacovigilance system
568 should be included, so that the entire list of products covered by the file is available. The products
569 lists may be presented separately, organized per MAH. Alternatively, a single list may be used, which
570 is supplemented with the name of the MAH(s) for each product, or a separate note can be included
571 to describe the product(s) and the MAH(s) covered;

572 e« Alist of written policies and procedures for the compliance management (see section 2.11.B.4.5.);
573 e A list of contractual agreements covering delegated activities including the pharmaceutical products
574 concerned;

575 e Alist of tasks that have been delegated by the QPPV,;

576 ¢ Alist of all completed audits, for a period of five years, and a list of audit schedules;

577 e Where applicable, a list of performance indicators (see section 2.11.B.4.6.);

578 e Where applicable, a list of other PSMFs held by the same MAH. Thislist should include PSMF

579 number(s), and the name of MAH of the QPPV responsible for the pharmacovigilance system used. If
580 the pharmacovigilance system is managed by another party that is not a MAH, the name of the
581 service provider should also be included;

582 e A logbook of any change-of the‘content of PSMF file made within the last five years except the

583 changes in annexes and the following QPPV information: CV, contact details, back-up arrangements
584 and contact person for pharmacovigilance on the national level. In addition, other change control
585 documentation should be included as appropriate. Documented changes should include at least the
586 date, person responsible for the change and the nature of the change.

587

588  The positioning of content in the Annex is further outlined; the bulleted points are descriptions of
589  possible content (and not required headings):

590 e Annex A: The QPPV for the national pharmacovigilance system:

591  All documents for qualification and experience evidences. (Required for all PV staff);

592 - The list of tasks that have been delegated by the QPPV, or the applicable procedural document;
593 - The curriculum vitae of the QPPV and associated documents;
594 - Contact details.

595 e Annex B: The organizational structure of the MAH:

596 - The lists of contracts and agreements;
|
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597 - Official organogram;
598 - Acopy of the individual contractual agreements.

599 e Annex C: Sources of safety data:

600 - Lists associated with the description of sources of safety data e.g. affiliates and third-party
601 contacts.

602 e Annex D: Computerized systems and databases

603 e Annex E: Pharmacovigilance process, and written procedures:

604 - Lists of procedural documents.

605 e Annex F: Pharmacovigilance system performance:

606 - Lists of performance indicators;
607 - Current results of performance assessment in relation to the indicators.

608 e Annex G: Quality system:

609 - Audit schedules;
610 - List of audits conducted and completed.
611 e Annex H: Products:

612 - List(s) of products covered by the PSMF;
613 - Any notes concerning the MAH per product.

614 e Annex |: Document and record control:

615 - Logbook;

616 - Documentation of history of changes for Annex contents, indexed according to the Annexes A-H
617 and their content if not provided within the relevant annex itself.

618

619 Documentation to support notifications and signatures concerning the PSMF are required. Where there
620 is no content for an Annex, there<s no need to provide blank content pages with headings, however, the
621  Annexes that are provided should still be named according to the format described. For example, Annex
622 E should NOT be renamed to Annex D in circumstances where no Annex concerning computerized
623  systems and databases is used, Annex D should simply be described as “unused” in the indexing, in order
624  thatrecipients of the PSMF are assured that missing content is intended.

625  The competent authority in Lebanon may request any other additional documents which related to any
626 PV activities or functions, and the MAH should provide them in the related Annex as per the authority’s
627 request.

628
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629 2.11.B.5. Change control, logbook, versions and archiving

630 It is necessary for MAHs to implement change control systems and to have robust processes in place to
631  continuously be informed of relevant changes in order to maintain the PSMF accordingly. The national
632 competent authority may solicit information about important changes to the pharmacovigilance system,

633 such as, but not limited to:

634 e Changes to the pharmacovigilance safety database(s), which could include a change in the database
635 itself or associated databases, the validation status of the database as well as information about
636 transferred or migrated data;

637 e Changes in the provision of significant services for pharmacovigilance, especially major contractual
638 arrangements concerning the reporting of safety data;

639 e Organizational changes, such as takeovers, mergers, the sites at which pharmacovigilance is
640 conducted or the delegation/transfer of PSMF management.

641 e |n addition to these changes being documented in the PSMF for the purpose of change control (in

642 the logbook), the QPPV should always been kept informed of these changes.

643  Changes to the PSMF should be recorded, such that a history of changes is available (specifying the date

644  and the nature of the change), descriptive changes to the PSMF must be recorded in a logbook.

645  Change history for-the information contained in the Annexes may be “on demand”, in which case the
646  logbook would indicate the date of the revision of PSMF content and/or Annex update(s), the history of

647  changes for Annex content would also be updated.

648  MAHSs should be able to justify their approach and have document control procedures in place to govern
649  the maintenance of the PSMF. As a basis for audit and inspections, the PSMF provides a description of
650 the pharmacovigilance system at the current time, but the functioning and scope of the

651  pharmacovigilance system in the past may need to be understood.

652  Changes to the PSMF should also account for shared pharmacovigilance systems and delegated
653  activities. A record of the date and nature of notifications of the changes made available to the national
654  competent authority, the QPPV and relevant third parties should be kept in order to ensure that change

655  control is fully implemented.

656  The PSMF should be retained in a manner that ensures its legibility and accessibility.
657
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658  2.1l.B.6. Pharmacovigilance system master file presentation

659  The PSMF should be continuously accessible to the QPPV and to the national competent authority on
660 request. The information should be succinct, accurate and reflect the current system in place, which
661 means that whatever format is used, it must be possible to keep the information up to date and, when
662 necessary, to revise, to take account of experience gained, technical and scientific progress and

663 amendments to the legislative requirements.

664  Although provision of the document within 14 days of request by the national competent authority is
665  required, MAHs should be aware that immediate access to the PSMF may also be required by the
666  national competent authority, at the stated PSMF location or QPPV site (if different).

667

668  2.1l.B.6.1. Format and layout

669 The PSMF may be in electronic form and printed copy can be provided to the national competent
670 authority upon request. Regardless of format, the master file should be legible, comprehensive, easily
671 accessible, and should allow full traceability of changes! Therefore, it may be appropriate to restrict
672 access to the PSMF in order to ensure appropriate control-over the content and to assign specific
673 responsibilities for the management of PSMF in terms of change control and archiving. The PSMF should
674 be written in English (unless otherwise is requested by the national competent authority), indexed in a
675 manner consistent with the headings described in this Module, and should allow easy navigation in the
676 contents./In general, embedded documents are"discouraged. The use of electronic book-marking and
677 searchable text is recommended. Documents such as copies of signed statements or agreements should
678 be included as appendices and described in the index. The documents and particulars of PSMF should

679 be presented with the following headings and, in the case of a hard copy, in the order outlined:

680 Cover page to include:

681 e The unique number assigned by the national competent authority to the PSMF (if applicable);

682 e The name of the MAH, the MAH of the QPPV responsible for the pharmacovigilance system
683 described (if different), as well as the relevant QPPV third party company name (if applicable);

684 e The name of other concerned MAH(s) (sharing the pharmacovigilance system);

685 e The list of PSMFs for the MAH (concerning products with a different pharmacovigilance system);

686 e The date of preparation/last update.
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687 The headings used in section 2.11.B.4. “Information to be included in the PSMF” should be used for the
688 main content of the PSMF. The minimum required content of the Annexes is outlined in section 2.11.B.4.8
689 “Annex to the PSMF”, and additional information may be included in the Annexes, provided that the

690 requirements for the content of the main sections (2.11.B.4.1-7) are also met.

691

692 2.lI.C. Operations for PSMF in Lebanon
693

694 2.1l.C.1. Responsibilities

695  2.1l.C.1.1. Marketing authorization holders and applicants

696  MAHSs should have a pharmacovigilance system in place to ensure the monitoring and supervision of one
697  or more pharmaceutical products. They are also responsible for.introducing and maintaining a PSMF that
698  records the pharmacovigilance system in place with regard to.one or more authorized products. A single
699 QPPV should be appointed to be responsible' for the establishment and maintenance of the

700  pharmacovigilance system described in the PSMF.

701  When submitting an initial application for marketing authorization, applicants must include a summary
702  of their pharmacovigilance system; which details the system that will be operational and in effect at the
703  time the marketing authorization is granted and the product is introduced to the market. During the
704  evaluation.of a marketing authorization application, the applicant may be requested to provide a copy of
705  the PSMF for review. The MAH/applicant is responsible for establishing the PSMF (at any MAH or
706  contractual partner site including the site of a contractor or marketing partner), and to submit for
707  registering its PSMF location with the national competent authority. The PSMF should describe the
708  pharmacovigilance system in place at the current time. Information about elements of the system to be
709  implemented in the future may be included, but these should be clearly described as planned rather

710 than established or current.

711  The PSMF creation, maintenance in a current and accessible state (permanently available for audit and
712  inspection purposes) and provision to the national competent authority can be outsourced to a third

713 party, but the MAH retains ultimate responsibility for compliance with the legal requirements.
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714  When the QPPV and related contact details change or when the location of the PSMF changes, the MAH
715 is required to notify/submit the appropriate variation application(s) to the national competent authority
716  as applicable.

717

718 2.11.C.2. Accessibility to the pharmacovigilance system master file

719  The PSMF should be maintained in a current state and be permanently available to the QPPV. It should
720  also be permanently available for inspection, at the site where it is kept (the stated location), irrespective
721 of whether the inspection has been notified in advance or is unannounced.

722  The MAH should maintain and make available on request a copy of PSMF. The MAH must submit the
723 copy within 14 days after receipt of the request from the national competent authority in Lebanon
724 (unless otherwise stated in the request). The PSMF should be submitted in a.readable electronic format
725  orclearly arranged printed copy.

726  When the MAH/applicant has not previously submitted the PSMF in Lebanon or is in the process of
727  establishing a new pharmacovigilance system; the first PSMF submission should be accompanied by the
728  complete version of pharmacovigilance SOPs:

729 In the situation where the same PSMF is used by more than one MAH (where a common
730  pharmacovigilance system is used), the concerned PSMF should be accessible to each, as any of the
731  applicable MAHs should be able to provide the file to the national competent authority within 14 days,
732  upon request (unless otherwise stated in the request).

733

734 2.11.C.3. Summary of the applicant’s pharmacovigilance system

735 Except in the situations. described in section 2.1l.C.4. where the full PSMF (along together with its
736  summary) is requested to be submitted in the marketing authorization application; only a summary of

737  the applicant's PSMF is required to be included in the marketing authorization application,

738  encompassing the following elements:

739 e Proof that the applicant has at their disposal a QPPV residing in Lebanon;

740 e The contact details of the qualified person;

741 e Statement signed by the applicant to the effect that they have the necessary means to fulfil the
742 pharmacovigilance tasks and responsibilities listed in the present GVP Modules;

743 e A reference to the location where the PSMF for the pharmaceutical product is kept.
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744

745  2.11.C.4. Submission requirements for the pharmacovigilance system master file

746  Figure 2 presented in Part 1 of this Module summarizes the PSMF submission requirements for national
747 MAHSs.
748

749 2.11.C.4.1. Pre-authorization

750  During the assessment of new marketing authorization applications (i.e. in the pre-authorization phase),
751  the full PSMF is not routinely requested. Instead, the “summary of the PSMF” should be submitted
752  (Figure 2).

753 Exceptionally to this rule, the national competent authority may request submission of the full PSMF
754  along together with its summary for review and/or conduct of pre-authorization-pharmacovigilance
755  inspections before a marketing authorization is approved. This request is made with the intent of
756  examining the existing or proposed pharmacovigilance system as it has been described by the applicant
757  in support of the marketing authorization application.

758  To decide on such request, the following.aspects shall be considered during the validation phase and/or

759  early during the assessment phase (Figure 2):

760 e If the applicant has not previously held.a marketing authorization in Lebanon, full PSMF is
761 appropriate to review the description of a pharmacovigilance system;

762 e If the applicant has not previously submitted the PSMF or is in the process of establishing a new
763 pharmacovigilance system;

764 e If the applicant had major changes in its organization, such as mergers and acquisitions or in its
765 pharmacovigilance system;

766 e If the applicant has major or critical findings in the previous pharmacovigilance system
767 assessment by the national competent authority;

768 e If the applicant has a history or culture of pharmacovigilance non-compliance; previous
769 information (e.g. inspection history and non-compliance notifications or information from other
770 authorities). In addition to the submission of the full PSMF, if the MAH has a history of serious
771 and/or persistent pharmacovigilance non-compliance, a pre-authorization pharmacovigilance
772 inspection may be one mechanism to confirm that improvements have been made to the system
773 before a new authorization is granted (see Module Ill);
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774 e Where specific concerns about the pharmacovigilance system and/or the product safety profile

775 exist;
776 e Any other situation as seen appropriate by the national competent authority.
777

778  2.11.C.4.2. Post-authorization

779  The full PSMF (including annexes) may be requested on an ad-hoc basis in the following situations
780  (Figure 2):

781 e If a new pharmacovigilance system is being implemented;

782 e If product specific safety concerns or issues with compliance with pharmacovigilance
783 requirements have been identified;

784 e In preparation for a pharmacovigilance inspection;

785 e Any other situation as seen appropriate by the national competent authority.

786

787

788

789

790

791
792
793
794
795
796
797

798
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799 Part 3: National Pharmacovigilance Sub-System File
soo  (PSSF) and Global PSMF requirements for multinational
801 MAHSs/applicants in Lebanon

802

803  This part delivers details on the requirements and submission of the national PSSF of multinational
804  MAHs/applicants in Lebanon and their representatives (local agent/subcontracted organization) in
805  Lebanon.

806

807 3.ILA. Introduction

808

809  All MAHs must have an appropriate system of pharmacovigilance in place. It issunderstood that for
810 multinational MAHs/applicants; the pharmacovigilance activities in Lebanon function as a part or sub-
811 system of its global pharmacovigilance system and integrate with it. Accordingly, the national
812  competent authority adapted the requirements provided in this part from the Arab Guidelines on Good
813 Pharmacovigilance Practice (Arab GVP).

814

815 3.lI.B. Stru€tures and processes
816

817  The content of the PSMF should reflect global availability of safety information for medicinal products

818  authorized for the MAH, with information on the pharmacovigilance system to the local or regional

819 activities.

820  Despite this fact, pharmacovigilance activities on the national level as described in the PSMF may not be
821  applied to the same extent by all the MAH's national (scientific) offices/affiliates. Furthermore, some
822  additional national requirements and details may also apply. Accordingly, multinational MAHs/applicants
823  should provide a clear illustration of the key elements of both the global pharmacovigilance system and
824  the national pharmacovigilance sub-system, highlighting the role of the LSR, which pharmacovigilance

825 activities are carried out in Lebanon, which are carried out in the headquarters/globally and how they

826  integrate together.
827
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828  3.11.B.1. Objectives

829 For multinational MAHs/Applicants, the National Pharmacovigilance Sub-System File (PSSF) describes the
830 key elements of pharmacovigilance activities in Lebanon. The content of the PSMF is accepted to be
831 according to European Good Pharmacovigilance Practice which is the basis of the present guideline. In
832 regards to multinational MAHs/Applicants, all the regulations described in Part 2 of this Module apply to
833 the PSMF.

834  For multinational MAHs/Applicants, the following two types of documents are required for submission:

835 1. The PSMF prepared according to the guidelines in Part 2 of this Module.

836 A global PSMF (including its annexes) prepared in accordance with the EMA GVP or the Arab
837 GVP is acceptable; and

838 2. The National PSSF describing the key elements of pharmacovigilance activities in Lebanon,
839 developed in the present Part 3.

840  Submission requirements of each document are detailed in section 3.1I.C.

841

842  3.11.B.2. Registration and mainténance

843  3.1l.B.2.1. Location;registration and transfer of .responsibilities

844 A Multinational MAH/Applicant operates on a global/regional scale. Since their main pharmacovigilance
845  activities'take place outside of Lebanon, their PSMF can accordingly be located in the country of

846  headquarters or where the main pharmacovigilance activities take place, provided that:

847 - The Global PSMF (including annexes) is made available to the national competent authority in
848 Lebanon at any time; and

849 - The local affiliate or scientific office (if applicable) of the MAH/applicant has a detailed description
850 on the pharmacovigilance system/activities on the local level (PSSF).

851  Only for the PSSF, details about its location are required to be notified to the national competent
852  authority, and any change to the location should be notified immediately in order to have the

853  information updated.

854  On the other hand, location of the global PSMF will be reported in the PSMF itself and summary when

855 submitted.
]

See website: www.moph.gov.lb
GUIDELINES ON GVP FOR LEBANON - 2023

36



856  The registration and continuous maintenance described in section 2.11.B.2.2 apply only to the PSSF.
857  The transfer of responsibilities described in section 2.11.B.2.3 applies to the PSSF. It is expected that the

858  same practice is already in place for the global PSMF.

859

860 3.1.B.3. Representation of pharmacovigilance systems
861

862  The representation described in section 2.11.B.3. applies to the PSSF of multinational MAHs, with the LSR
863  adhering to the same rules as those applicable to the QPPV. Duties/role of the LSR are described in
864  Module | of this guideline.

865

866 3.1l.B.4. Information to be included in the national PSSF

867
868  The PSSF should include information and documents-to describe the pharmacovigilance sub-system at

869  the national level in Lebanon. The content of the national PSSF should be indexed to allow for efficient
870  navigation around the document and follow the modular system described in the following sections and
871  the annex headings described in section:3.Il.B.6.1. The national PSSF should be maintained in a current
872  state and be permanently available to the LSR.

873  On the other hand, the PSMF prepared according to the EMA GVP or Arab GVP which are the basis of
874  this guideline and developed in Part 2 of this Module is acceptable.

875

876  3.1l.B.4.1. National PSSF section on the Local Safety Responsible (LSR)

877 For the LSR, contact details should be provided in the marketing authorization application. The

878 information relating to the LSRprovided in the national PSSF should include:

879 e A description of the LSR responsibilities guaranteeing that the LSR has sufficient authority over the
880 pharmacovigilance activity on the national level in order to promote, maintain and improve
881 compliance with national regulations;

882 e A summary curriculum vitae with the key information on the role of the LSR;

883 e Details of back-up arrangements to apply in the absence of the LSR;

884 e Checklist on the required practical experience/ trainings (Table 2). Taking into consideration that
885 pharmacovigilance practice and regulations are relatively new in Lebanon, thus having an
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886 experienced LSR may be challenging. Accordingly, it is accepted by the national competent authority

887 in Lebanon that for only a transitional period the LSR qualifications may be expressed in terms of his
888 pharmacovigilance training rather than his practical experience in pharmacovigilance. Under these
889 circumstances, once the LSR is appointed, the MAH is responsible of providing the unachieved
890 trainings in light of the checklist in Table 2. To note that this provision is applicable only during a
891 transitional period, and the national competent authority will determine the specific duration and
892 conditions of this transitional period.

893 If applicable, a list of tasks that have been delegated by the LSR should also be included in the Annexes
894 (see section 3.11.B.4.8.). This should outline the activities that are delegated and to whom. The details
895 provided in relation to the LSR should also include the description of the LSR qualifications, experience
896 and registrations relevant to pharmacovigilance. The contact details supplied should include name,
897 postal, telephone and e-mail and represent the usual working address of the LSR.

898

899

900

901

902

903

904

905

906

907

908
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Table 2: Checklist on the required practical experience/trainings for LSRs

Practical experience®
(Insert % or A In the respective

fleld)

* Pharmacovigilance methods

search.
"""""" T e
* Causality assessment i
L}

= Biostatiscis

» Basics of signal detection

= PSMF overview & national PSSF
s Risk communication, DHPC

I33

934  *During the transitional period: add 3™ column to highlight the trainings; the table header will be as
935 follow (insert V or X in the respective field):

936

| Practical experience | Tramning
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941  3.1.B.4.2. National PSSF section on the organizational structure of the MAH's local office

942 e A description of the organizational structure of the MAH's local/scientific office relevant to the

943 national pharmacovigilance sub-system must be provided. The description should provide a clear
944 overview of the company(ies) involved, the main pharmacovigilance department and the
945 relationship(s) between organizations and operational units relevant to the fulfilment of
946 pharmacovigilance obligations. This should include third parties. Specifically, the national PSSF should
947 describe:

948 - The organizational structure of the MAH's local/scientific office, showing the position of the LSR in
949 the organization;

950 - The site(s) where the pharmacovigilance functions on the national level are undertaken covering
951 individual case safety report collection, evaluation, safety database case entry, periodic safety
952 update report production (integration with global system), signal detection and analysis
953 (integration with global system), risk managementplan management, pre- and post-authorization
954 study management, and management of safety. Diagrams may be particularly useful; the name of
955 the department or third party should be indicated.

956 e Delegated activities: When no local/scientific office exists for a MAH in Lebanon, or when no

957 pharmacovigilance department exists at the level of the scientific office, a delegation is needed. The
958 national PSSF, where applicable, should contain a description of the delegated activities and/or
959 services relating to the fulfillment of pharmacovigilance obligations.

960 e Links with other organizations, such as co-marketing agreements and contracting of

961 pharmacovigilance activities on the national level should be outlined. A description of the location
962 and nature of contracts and agreements relating to the fulfilment of pharmacovigilance obligations
963 should be provided. This may be in the form of a list/table to show the parties involved, the roles
964 undertaken and the concerned product(s) and territories. The list should be organized according to:
965 - Service providers: medical information, auditors, patient support program providers, study data
966 management, etc.;

967 - Commercial arrangements: distributors, licensing partners, co-marketing, etc.;

968 - Other technical providers: hosting of computer systems, etc..

969 Individual contractual agreements should be annexed with the national PSSF when the latter is
970 submitted. Individual contractual agreements should be made available at the request of the national
971 competent authority at any time or during inspection and audit and the list provided in the Annexes
972 (see section 3.11.B.4.8).
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973
974  3.11.B.4.3. National PSSF section on the sources of safety data

975  3.1l.B.4.3.1. Parties responsible for safety data collection

976  The description supported by flow diagrams should be used to indicate the main stages of safety data
977 collection for solicited and spontaneous case collection for products authorized in Lebanon, timeframes
978  and parties involved. However represented, the description of the process.for ICSRs from collection to
979  reporting to the national competent authority should indicate the departments and/or third parties
980 involved.

981

982  3./l.B.4.3.2. Sources of safety data

983 For the purposes of inspection and audit of the pharmacovigilance system, safety data sources include
984  data arising from study sources, including any studies, registries, surveillance or support programs
985  sponsored by the marketing authorization holder through which ICSRs.could be reported. MAHs should
986  be able to produce and make available a list of such sources to support inspection, audit and
987  headquarters QPPV and LSR oversights: It is recommended that the list should be comprehensive for
988  products authorized in Lebanon (i/e. on the national level), irrespective of indication, product
989 presentation or routé of administration. The list should describe, on the national basis, the status of each
990  study/programme, the product(s) and the main objective. It should distinguish between interventional
991 and non-interventional studies and should be" organized per active substance. The list should be
992  comprehensive for all studies/programmes and should include ongoing studies/programmes as well as
993  studies/programmes . completed in the last two years and may be located in an Annex or provided
994  separately.

995

996  3.1.B.4.4. National PSSF section on computerized systems and databases

997 It is understood that for multinational MAH, the global safety database might be located outside
998 Lebanon (at the site where the main pharmacovigilance activities are performed globally e.g.
999 Headquarters). However, the LSR must have online access to national safety cases and all national
1000 pharmacovigilance data of Lebanon; otherwise at least backup database of this national data should
1001 always be kept in the local office. The location, functionality and operational responsibility for

1002 computerized systems and databases used (on the national level) to receive, collate, record and report
|
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1003 safety information and an assessment of their fitness for purpose should be described in the national
1004  PSSF. Where multiple computerized systems/databases are used on national level, the applicability of
1005 these to pharmacovigilance activities should be described in such a way that a clear overview of the
1006  extent of computerization within the pharmacovigilance system can be understood. The validation status
1007 of key aspects of computer system functionality should also be described; the change control, nature of
1008  testing, back-up procedures and electronic data repositories vital to pharmacovigilance compliance
1009 should be included in summary, and the nature of the documentation available described. For non-
1010  electronic systems (where an electronic system may only be used for expedited submission of ICSRs), the
1011  management of the data, and mechanisms used to assure the'integrity and accessibility of the safety
1012  data, and in particular the collation of information about adverse drug reactions, should be described.

1013

1014  3.11.B.4.5. National PSSF section on pharmacovigilance processes

1015  An essential element of any pharmacovigilance system is that there are clear written procedures in
1016  place. Module | describes the required minimum set of written procedures for pharmacovigilance. A
1017 description of the procedural documentation.available on national level (SOPs, manuals, etc.), the nature
1018  of the data held (e.g. the type of case data retained for ICSRs) and an indication of how records are held
1019 (e.g. safety database, paper file at site’of receipt) should be provided in the national PSSF. A description
1020  of the process, data-handling and records for the performance of pharmacovigilance (on the national
1021 level and as appropriate in integration with MAH's headquarters), covering the following aspects

1022 should be included in the national PSSF:

1023 e Continuous monitoring of product risk-benefit profile(s) applied and the result of evaluation and the

1024 decision-making process for taking appropriate measures; this should include signal generation,
1025 detection and evaluation (in integration with the MAH's headquarters). This may also include several
1026 written procedures and instructions concerning safety database outputs, interactions with clinical
1027 departments etc.;

1028 e Risk management system(s) and monitoring of the outcome of risk minimization measures; several
1029 departments may be involved in this area and interactions should be defined in written procedures or
1030 agreements (in integration with the MAH's headquarters);

1031 e |ICSR collection, collation, follow-up, assessment and reporting; the procedures applied to this area

1032 should clarify what are local and what are global activities;
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1033 e PSUR scheduling, production and submission (see Module VII) (in integration with the MAH's
1034 headquarters);

1035 e Communication of safety concerns to consumers, healthcare professionals and the national
1036 competent authority;

1037 o |Implementation of safety variations to the SmPC and patient information leaflets; procedures should
1038 cover both internal (within the MAH) and external communications.

1039 e |n each area, the marketing authorization holder should be able to provide evidence of a sub-system
1040 that supports appropriate and timely decision making and action on the national level (taking into

1041 consideration liaising with the MAH's headquarters).

1042  The description must be accompanied by the list of the following processes for.compliance
1043  management, as well as interfaces with other functions (on the national level and as appropriate in

1044  integration with MAH's headquarters):

1045 1. The continuous monitoring of pharmacovigilance data, the examination of options for risk
1046 minimization and prevention and appropriate measures are taken by the MAH,;

1047 2. The scientific evaluation by the MAH of all information on the risks of medicinal products;

1048 3. The submission of accurate and verifiable data on serious.and non-serious adverse reactions to the
1049 national competent authority within the time limits provided in the national regulations;

1050 4. The quality, integrity and completeness of the information submitted on the risks of medicinal
1051 products, including processes to avoid duplicate submissions and to validate signals;

1052 5. Effective communication by the MAH with the national competent authority, including communication

1053 onsnew risks or changed risks, the PSMF and national PSSF, risk management systems, risk
1054 minimization measures, periodic safety update reports, corrective and preventive actions, and post-
1055 authorization studies;

1056 6. The update of product information by the MAH in the light of scientific knowledge, and on the basis of
1057 a continuous monitoring by the marketing authorization holder of information released by the
1058 national competent authority;

1059 7. Appropriate communication by the MAH of relevant safety information to healthcare professionals
1060 and patients.

1061 These interfaces with other functions include, but are not limited to, the roles and responsibilities of the
1062 LSR, responding to the national competent authority requests for information, literature searching,
1063  safety database change control, safety data exchange agreements, safety data archiving,

1064 pharmacovigilance auditing, quality control and training. The list, which may be located in the Annexes,
|
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1065 should comprise in cross matching with each one of the topics highlighted above in this section, the
1066  topic name, the procedural document reference number, title, effective date and document type (for all
1067 SOPs, work instructions, manuals etc.). Procedures belonging to service providers and other third parties
1068  should be clearly identified. In addition, any specific local procedures should be also indicated.

1069

1070  3.11.B.4.6. National PSSF section on pharmacovigilance sub-system performance

1071  The national PSSF should contain evidence of the ongoing monitoring of performance of the national

1072  pharmacovigilance sub-system including compliance of the main outputs of pharmacovigilance. The
1073  national PSSF should include a description of the monitoring methods applied and contain as a minimum

1074  (the following should focus on performance on the national level):

1075 e An explanation of how the correct reporting of domestic ICSRs is assessed. In the annex of the PSSF,
1076 figures/graphs should be provided to show the timeliness of 15-day and 90-day reporting (to the
1077 national competent authority) over the past year;

1078 e A description of any metrics used to monitor the quality of submissions and performance of
1079 pharmacovigilance. This should include/information provided by the national competent authority
1080 regarding the quality of ICSR reporting; PSURs or other submissions;

1081 e An overview of the timelines of /PSUR reporting to the national competent authority in Lebanon
1082 concerned (the annex should reflect the latest figures used by the MAH to assess compliance on
1083 national level);

1084 e An overview of the methods used to ensure timelines of safety variation submissions compared to
1085 internal and the national competent authority deadlines, including the tracking of required safety
1086 variations that have been identified but not yet been submitted;

1087 e Where applicable, an overview of adherence to National Display of RMP_commitments, or other

1088 obligations or conditions of marketing authorization(s) relevant to pharmacovigilance.

1089  Targets for the performance of the pharmacovigilance sub-system should be described and explained. A
1090 list of performance indicators must be provided in the Annex to the national PSSF, alongside the results
1091  of (actual) performance measurements.

1092
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1093  3.11.B.4.7. National PSSF section on quality system

1094 A description of the quality management system should be provided, in terms of the structure of the

1095 organization and the application of the quality to pharmacovigilance. This should include:

1096 Document and record control

1097 Provide a description of the archiving arrangements (on national level) for electronic and/or hard copy
1098  versions of the different types of records and documents for pharmacovigilance and quality system (see

1099  also Module ).

1100 Procedural documents

1101 e A general description of the types of documents used in pharmacovigilance (SOPs, work instructions
1102 etc.), the applicability of the various documents at local level within the organization, and the
1103 controls that are applied to their accessibility, implementation and maintenance;

1104 e Information about the documentation systems applied to relevant procedural documents under the

1105 control of third parties. A list of specific procedures and/processes related to the pharmacovigilance
1106 activities (on the national level) and interfaces with other functions, with details of how the
1107 procedures can be accessed must beprovided, and the detailed guidance for the inclusion of these is
1108 in section 3.11.B.4.5.;

1109 Training

1110  Staff should be appropriately trained for performing pharmacovigilance related activities and this
1111  includes not only staff within pharmacovigilance departments but also any individual that may receive

1112  safety reports such as sales personnel or clinical research staff or others;

1113 e A description of the resource management for the performance of pharmacovigilance activities on

1114 the national level: - the organizational chart giving the number of people (full time equivalents)
1115 involved in pharmacovigilance activities, which may be provided in the section describing the
1116 organizational structure (see section 3.11.B.4.2.);

1117 e Information about sites where the personnel are located (see sections 3.11.B.4.2. and 3.11.B.4.3.)

1118 whereby the sites are provided in the national PSSF in relation to the organization of specific
1119 pharmacovigilance activities. However, a description should be provided in order to explain the
1120 training organization in relation to the personnel and site information;
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1121 e A summary description of the training concept, including a reference to the location training files,
1122 record as well as the trainings materials.

1123

1124 Auditing

1125 e Information about quality assurance auditing of the national pharmacovigilance sub-system should

1126 be included in the national PSSF. A description of the approach used to plan audits of the national
1127 pharmacovigilance sub-system and the reporting mechanism and timelines should be provided, with
1128 a current list of the scheduled and completed audits concerning the national pharmacovigilance sub-
1129 system maintained in the annex referred in section 3.11.B.4.8.

1130  This list should describe the date(s) (of conduct and of report), scope and completion status of audits of
1131  service providers, specific pharmacovigilance activities or sites undertaking pharmacovigilance and their
1132  operational interfaces relevant to the fulfilment of the pharmacovigilance obligations, and cover a rolling

1133  5-year period.

1134  The national PSSF should also contain a note associated with any audit where significant findings are
1135  raised. This means that the presence of findings that fulfil the criteria for major or critical findings must

1136 be indicated (see Module V).

1137  The audit report must be documented within the quality system; in the PSSF it is sufficient to provide a
1138  brief description of the corrective and/or preventative action(s) associated with the significant finding,
1139  the date it was identified and the anticipated resolution date(s), with cross reference to the audit report
1140  and the.documented corrective and preventative action plan(s). In case corrective and preventative
1141  action plans have not yet been agreed for a particular audit or finding, the PSSF should include the note
1142  required and stating that “corrective and preventative action plan(s) are to be agreed”. In the annex, in
1143 the list of audits conducted, those associated with unresolved notes in the PSSF, should be identified.
1144  The note and associated corrective and preventative action(s), shall be documented in the PSSF until the
1145  corrective and/or preventative action(s) have been fully implemented, that is, the note is only removed
1146  once corrective action and/or sufficient improvement can be demonstrated or has been independently

1147 verified. The addition, amendment or removal of the notes must therefore be recorded in the logbook.

1148  As a means of managing the national pharmacovigilance sub-system, and providing a basis for audit or
1149  inspection, the national PSSF should also describe the process for recording, managing and resolving
1150 deviations from the quality system. The national PSSF should also document deviations from

1151 pharmacovigilance procedures on the national level, their impact and management until resolved. This
|
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1152 may be documented in the form of a list referencing a deviation report, and its date and procedure
1153 concerned.

1154

1155  3.11.B.4.8. Annex to the national PSSF

1156  Anannex to the national PSSF should contain the following documents:

1157 e A list of medicinal products covered by this national PSSF in Lebanon. The following should be

1158 provided for each medicinal product in the list:

1159 - The name of the medicinal product;

1160 - The name of the active substance(s);

1161 - The marketing authorization number in Lebanon;

1162 - The presence on the market Lebanon (i.e. marketing status);

1163 - Other country(ies) in which this product is authorized;

1164 - The presence on the market in these other country(ies) stated in the'list (i.e. marketing status).

1165  The list should be organized per active substance and, where applicable, should indicate what type of
1166  product specific safety monitoring requirements exist (for examplerisk minimization measures contained

1167 in the National Display of RMP or laid down as conditions of the marketing authorization, non-standard

1168  PSUR periodicity). The-monitoring information.may be provided as a secondary list. For marketing
1169  authorizations that are included in a different pharmacovigilance system, for example, because the MAH
1170  has more than one pharmacovigilance system on the national level or third-party agreements exist to
1171  delegate the system, reference to the additional national PSSF(s) should also be provided as a separate
1172 list in the Annexes, such that, for a' MAH, the entire product portfolio can be related to the set of
1173  national PSSF.

1174  Where national pharmacovigilance sub-systems are shared, all products that utilize the national
1175  pharmacovigilance sub-system should be included, so that the entire list of products covered by the file
1176  is available. The products lists may be presented separately, organized per MAH. Alternatively, a single
1177  list may be used, which is supplemented with the name of the MAH(s) for each product, or a separate

1178  note can be included to describe the product(s) and the MAH(s) covered.

1179 e Alist of written policies and procedures for the compliance management (see section 3.11.B.4.5.);
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1180 e A list of contractual agreements covering delegated activities in Lebanon including the medicinal
1181 products concerned. In addition, a copy of the individual contractual agreements should also be
1182 included in this annex when the PSMF is submitted to the national competent authority;

1183 e Alist of tasks that have been delegated by the LSR (if any);

1184 e A list of all completed audits on the national level, for a period of five years, and a list of audit
1185 schedules on the national level;

1186 e Where applicable, a list of performance indicators (see section 3.11.B.4.6.);

1187 e Where applicable, a list of other national PSSF(s) held by the.same marketing authorization holder;

1188 This list should include the national PSSF number(s), the name of MAH, the name of the LSR
1189 responsible for the pharmacovigilance sub-system used. If the pharmacovigilance sub-system is
1190 managed by another party that is not a marketing authorization holder, the name of the service
1191 provider should also be included.

1192 e Alogbook of any change of the content of the national PSSF made within thelast five years except

1193 the changes in annexes and the following LSR information: CV, contact details, back-up arrangements
1194 and contact person for pharmacovigilance on the national level. In‘addition, other change control
1195 documentation should be included as appropriate. Documented changes should include at least the
1196 date, person responsible for the change and the nature of the change.

1197

1198  The positioning of content in the Annexes is further outlined; the bulleted points are descriptions of
1199  possible content (and not required headings):

1200 e Annex A: The LSR for national pharmacovigilance sub-system:

1201 -~ The list of tasks that have been delegated by the LSR (if any), or the applicable procedural
1202 document;

1203 - The curriculum vitae of the LSR and associated documents;

1204 - Contact details.

1205 e Annex B: The organizational structure of the MAH:

1206 - The lists of contracts and agreements;
1207 - A copy of the individual contractual agreements relevant to Lebanon.

1208 e Annex C: Sources of safety data

1209 e Annex D: Computerized systems and Databases

1210 e Annex E: Pharmacovigilance Process, and written procedures:

1211 - Lists of procedural documents
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1212 e Annex E: Pharmacovigilance Sub-System Performance:

1213 - Lists of performance indicators
1214 - Current results of performance assessment in relation to the indicators

1215 e Annex G: Quality System:

1216 - Audit schedules (for national pharmacovigilance sub-system);
1217 - List of audits conducted and completed (for national pharmacovigilance sub-system).

1218 e Annex H: Products:

1219 - List(s) of products covered by the national pharmacovigilance sub-system described in this
1220 national PSSF;
1221 - Any notes concerning the MAH per product.

1222 e Annex |: Document and Record Control:

1223 - Logbook;

1224 - Documentation of history of changes for Annex contents, indexed according to the Annexes A-H
1225 and their content if not provided within the relevant annex.itself;

1226 - Documentation to support notifications and signatures concerning the national PSSF, as
1227 required. Where there is no content for an Annex, there is no need to provide blank content
1228 pages with headings, however, the Annexes that are provided should still be named according to
1229 the format described. For jexample, Annex E should NOT be renamed to Annex D in
1230 circumstances where no Annex concerning . computerized systems and databases is used, Annex
1231 D should simply be described as “unused” in the indexing, in order that recipients of the
1232 pharmacovigilance system master file is assured that missing content is intended.

1233

1234  3.11.B.5. Change control, loghook, versions and archiving

1235  The control associated with change of content as described in section 2.11.B.5. apply to the PSSF. It is
1236  expected that the same practice is already in place for the global PSMF.
1237

1238 3.1I1.B.6. National Pharmacovigilance Sub-System File presentation

1239  The national PSSF should be continuously accessible to the LSR and to the national competent authority
1240 any time on request. The information should be succinct, accurate and reflect the current system in

1241  place, which means that whatever format is used, it must be possible to keep the information up to date
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1242 and, when necessary, to revise to take account of experience gained, technical and scientific progress
1243 and amendments to the legislative requirements. Although provision of the document within 14 days of
1244 request by the national competent authority is required, MAHs should be aware that immediate access
1245  to the national PSSF may also be required by the national competent authority.

1246  On the other hand, it is expected that the practice described in 2.11.B.6 regarding PSMF presentation,
1247  format and layout is already in place for the global PSMF.

1248

1249  3.1.B.6.1. Format and layout

1250  The national PSSF may be in electronic form on condition that a clearly arranged printed copy can be
1251  made available to national drugs authorities if requested. In any format, the national PSSF_should be
1252  legible, complete, provided in a manner that ensures all documentation is accessible ‘and allow full
1253  traceability of changes. Therefore, it may be appropriate to restrict access to it in order to ensure
1254  appropriate control over the content and to assign specific responsibilities for the national PSSF in terms
1255  of change control and archiving. The national PSSF should be written in English (unless otherwise is
1256  requested by the national competent authority in' Lebanon), indexed in a manner consistent with the
1257  headings described in this Module, and /allow easy navigation to the contents with. In general,
1258 embedded documents are discouraged. The use of electronic book-marking and searchable text is
1259 recommended. Documents such as copies of signed statements or agreements should be included as
1260  appendices and described in the index. The documents'and particulars of the national PSSF should be

1261  presented with the following headings and, if hardcopy, in the order outlined:

1262 Cover_ Page to include:

1263 e The unique number assigned by the national competent authority to national PSSF (if
1264 applicable);

1265 e The name of the MAH, the MAH of the LSR responsible for the national pharmacovigilance sub-
1266 system described (if different), as well as the relevant LSR third party company name (if
1267 applicable);

1268 e The name of other concerned MAH(s) (sharing the national pharmacovigilance sub-system) (if
1269 e applicable);

1270 e The list of national PSSF(s) for the MAH (concerning products with a different pharmacovigilance
1271 sub-system) (if applicable);

1272 e The date of preparation / last update.
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1273  The headings used in section 3.I.B.4. should be used for the main content of the national PSSF. The
1274 minimum required content of the Annexes is outlined in section 3.11.B.4.8., and additional information
1275 may be included in the Annexes, provided that the requirements for the content of the main sections

1276  (sections 3.11.B.4.1-7) are also met.

1277

1278 3.lI.C. Operations for PSSF in Lebanon

1279

1280  3.1I.C.1. Accessibility to the pharmacovigilance sub-system file

1281  The MAH should maintain and make available on request a copy of the PSMF and national PSSF. The
1282 MAH must submit the copy within 14 days after receipt of the request from the national competent
1283  authority in Lebanon (unless otherwise stated in the request). The PSMF and national PSSF should be

1284  submitted in a clearly arranged readable electronic format or clearly arranged printed copy.

1285  The same conditions in the table in section 3.11.C.3.1. apply.
1286

1287  3.11.C.2. Summary of the applicant’s national pharmacovigilance sub-system
1288  Except in the situations described . in section 3.1.C.3. where the full PSSF (along together with its

1289  summary) is requested to be submitted in the marketing authorization application; only a summary of

1290 the applicant’s national PSSF and summary of‘the global PSMF are required to be included in the

1291  marketing authorization application.
1292  The content for the PSMF summary described in section 2.11.C.3. apply.

1293  The summary of the applicant‘s national PSSF should encompass the following elements:

1294 e Proof that the applicant has at their disposal a LSR residing in Lebanon;

1295 e The contact details of the LSR;

1296 e A statement signed by the applicant to the effect that they have the necessary means to fulfil on
1297 the national level the pharmacovigilance tasks and responsibilities listed in this GVP modules;
1298 e A reference to the location where the national PSSF for the medicinal product is kept.

1299
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1300  3.11.C.3. Submission requirements for multinational MAHs/applicants’ PSMF and

1301 national PSSF

1302  The PSMF and the national PSSF should be maintained in a current state and should be permanently
1303 available to be submitted.

1304  Figure 2 presented in Part 1 of this Module summarizes the PSSF and PSMF submission requirements for
1305  multinational MAH:S.
1306

1307 3.11.C.3.1. Pre-authorization

1308  During the assessment of new marketing authorization applications (i.e..in the pre-authaorization phase),
1309  the full PSMF and the full national PSSF (as appropriate) are not routinely requested. Instead, the
1310  “summary of the PSMF” and “summary of the national PSSF” (as appropriate).should be submitted
1311  (Figure 2).

1312 Exceptionally to this rule, the national competent authority may request submission of the full global
1313 PSMF (including annexes) and the PSSF along together with summaries for review and/or conduct of pre-
1314  authorization pharmacovigilance inspections before a marketing authorization is approved. This request
1315 is made with the intent of examining the existing or proposed pharmacovigilance system as it has been
1316  described by the applicant in support of the marketing atuthorization application.

1317  To decide onssuch request, the following aspects shall be considered during the validation phase and/or

1318  early during the assessment phase (Figure 2):

1319 e The applicant has not previously held a marketing authorization in Lebanon, full PSMF and the
1320 national PSSF are appropriate to review the description of a pharmacovigilance system;

1321 e The applicant has not previously submitted the PSMF and the national PSSF in Lebanon or is in the
1322 process of establishing a new pharmacovigilance system;

1323 e The applicant had major changes in its organization, such as mergers and acquisitions or in its
1324 pharmacovigilance system;

1325 e The applicant has major or critical findings in the previous assessment of the pharmacovigilance
1326 system (global and/or local) by the national drugs authority;

1327 e The applicant has a history or culture of pharmacovigilance non-compliance; previous information

1328 (e.g. inspection history and non-compliance notifications or information from other authorities). In
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1329 addition to the submission of the full PSMF and national PSSF, if the MAH has a history of serious

1330 and/or persistent pharmacovigilance non-compliance, a pre-authorization pharmacovigilance
1331 inspection may be one mechanism to confirm that improvements have been made to the system
1332 before a new authorization is granted (see Module Ill);

1333 e Where specific concerns about the pharmacovigilance system (global and/or local) and/or the
1334 product safety profile exist;

1335 e Any other situation as seen appropriate by the national competent authority.

1336

1337 In case that these situations apply to the national PSSF but not the PSMF; then the multinational MAH

1338 can submit the "summary of PSMF" and the "national PSSF", and vice versa (Figure 2, Table 3).

1339  The following table summarizes the different scenarios:

1340 Table 3: Conditions for submission of PSFM and PSSF in the pre-authorization phase

‘ Conditions Document submitted

Situations in 3.11.C.3.1. apply to both PSMF and the e PSMF & summary of PSMF; &

National PSSF e National PSSF & summary of National PSSF
Situations in 3.11.C.3.1. apply to only National PSSF e | Summary of PSMF; &

e | National PSSF & summary of National PSSF
Situations in 3.11.C.3.1. apply to only PSMF e PSMF & summary of PSMF; &

e Summary of National PSSF

Situations in 3.11:.C.3.1. do NOT apply to both the e Summary of PSMF; &

PSMF and the'National PSSF e Summary of National PSSF

1341

1342 3.11.C.3.2. Post-authorization

1343  The full PSMF (including annexes).and the full national PSSF (including annexes) may be requested on an
1344  ad hoc basis by the national competent authority in the following situations:

1345 e Particularly if a new pharmacovigilance system is being implemented or the MAH has not previously
1346 submitted the PSMF and the national PSSF in Lebanon;

1347 e |If product specific safety concerns or issues with compliance with pharmacovigilance requirements
1348 have been identified; or

1349 e |In preparation for a pharmacovigilance inspection;

1350 e Anytime upon request of the national competent authority.
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