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Legal Aspects of Pharmacovigilance

C. Bendall

Introduction

Chapter 9 has already addressed the detail of the requirements currently applying in

different jurisdictions to pharmacovigilance activities and adverse reaction reporting.

Specific requirements that are laid down in legislation, and/or powers that are described

generally in legislation to be exercised by regulators (who add detail administratively), form

the legal basis for adverse drug reaction (ADR) recording and reporting obligations and for

the enforcement of those obligations by regulatory authorities. Often, legislation is broadly

worded, dealing in general requirements, concepts and principles; the practical detail of how

the obligations are, or may be, satisfied is left to guidelines and administrative provision

made by regulators. In the UK, for example, before the revision of the Medicines Act 1968

in 1994, a marketing authorization (MA) holder (MAH) was required (by ‘standard

provisions’ attaching to the MA) simply to report ADRs in accordance with whatever

requirements were laid down by the Licensing Authority from time to time. These were set

out and amended periodically in (Medicines Act Information Letters MAIL) issued every 2

months by the Medicines Control Agency. Currently, Statutory Instrument (SI) 1994 No.

1344 simply provides that the requirements of European legislation – which includes the

provisions for pharmacovigilance (for national, decentralized1 and centralized products) –

are applied under UK law. In contrast, legislative provisions in the USA are relatively

detailed, both for investigational new drug authorizations and new drug applications.

Any consideration of relevant legislation raises the following issues:

• Determining how to arrive at the proper interpretation of legal texts, particularly where

they are broadly written.

• Determining the status of guidelines and the extent to which guidelines are themselves

enforceable.

• Assessing the extent to which guidelines assist interpretation.

1Also known as ‘mutual recognition’ or ‘MR’, although the Commission now prefers to think in terms of

‘decentralized’.
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It is self-evident that laws are made in an effort to regularize and control activity across a

range of situations. In order to achieve a high level of compliance, the rules need to be clear,

coherent and comprehensive and there must be certainty about the nature and scope of the

requirements. In fact, this is a goal that relatively few pieces of legislation ever fully attain.

Unsurprisingly, therefore, European Community (EC) law on drug safety has given rise to a

number of issues relating to its scope, interpretation and application.

The legal status of guidance depends upon whether it is incorporated into the relevant

legislation. In some cases, specific cross-reference to a document or documents may be

made in statute, together with a requirement for compliance that operates actually to

incorporate the contents of guidelines into the legislation. In general, however, guidance is

merely guidance, and, therefore, is not legally enforceable; non-compliance with such

guidance may be censured by regulatory authorities but is not a breach of legal require-

ments, nor is it subject to legal penalty. As a matter of law, it is the legislation that binds and

is enforceable: a fact that is acknowledged in Guideline ICH/288/95 which emerged from

the ICH process (International Conference of Harmonization involving EU, USA, Japan):

‘Guidelines are not legally binding. Some portions of this guideline may not be reflected in

existing regulations. To that extent, until the regulations are amended, MAHs must comply

with existing regulations’.

However, guidelines are, at least, a strong indication of a competent regulatory authority’s

approach to interpreting and applying the law and, in practice, regulatory guidance will play

an important part in determining the MAH’s policy and practice. Moreover, adopted

guidance can have marked legal significance in the context of determining ‘civil’ liability. In

cases where negligence is alleged, guidelines (especially those written by, or with the

support of, regulatory authorities), provide a benchmark against which the civil courts tend

to judge the ‘reasonableness’ of a defendant company’s systems, standards and conduct of

its business activities.

Although it is not intended to revisit the detail of relevant legislation and guidelines in

this chapter, the adequacy of legal requirements in terms of clarity, ease of interpretation

and comprehensiveness and the role of guidance with reference to compliance and enforce-

ment will be addressed. Otherwise, this chapter will focus upon legal responsibility for

compliance and the legal consequences, in terms of both regulatory procedures and liability

proceedings (civil and criminal), of failures in the practice of pharmacovigilance in relation

to marketed products for human use. This discussion will concentrate upon the European

Union (EU).

Legal responsibility for pharmacovigilance

The marketing authorization holder

Under EC law (Directive 2001/83/EEC, Regulations 2309/93 and 540/95; see Table 10.1)

pharmacovigilance is one of several legal obligations imposed upon the MAH. Others

include: establishment in the EU, establishment of an information service, an obligation to

keep product manufacture in line with the state of the art, obligations for record keeping,

appointment of qualified personnel, etc. (See: Notice to Applicants, Volume 2A, Chapter 1.)

The duty of pharmacovigilance attaches whether the MAH intends itself to perform the

obligation by applying its own resources, or to invest in third-party services. The legislation

does not prohibit buying in services for the purposes of achieving compliance; indeed,
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guidance recognizes the practice (Volume 9 of the Rules Governing Medicinal Products in

the European Community (‘Volume 9’), Part 1, paragraph 1.1.12), but the responsibility for

compliance, as a matter of law, continues to rest with the MAH. For example, in relation to

marketing the guidance states:

‘‘such arrangements for joint pharmacovigilance data collection and analyses are

acceptable to competent authorities, provided the MAH confirms in writing that it

understands that legal responsibility rests with it.’’

Whilst current legislation generally imposes pharmacovigilance obligations upon the

MAH in terms of reporting ADRs of which it is aware, with time limits running from the

date of knowledge,3 regulatory authorities in practice are rarely, if ever, impressed by

excuses for regulatory reporting failures based upon the breach of a contractual obligation

by some person other than the responsible MAH. Moreover, the current draft of the revised

pharmaceutical legislation clearly indicates an intention that an MAH should be judged

according to data ‘of which he/she may reasonably be expected to be aware . . .’ (Article 22,
Regulation 2309/93 – draft amendments dated 5/3/02). Whatever view is taken of legisla-

tion framed in this way, the point is that the MAH must take steps necessary to ensure that

the system upon which it relies is properly set up, managed, reviewed and audited; the

authorities, moreover, expect to be satisfied that proper arrangements are in place.

There is, therefore, a level of risk to contracting-in services that are crucial to drug safety,

regulatory confidence (i.e. in the relationship with the regulatory authority) and compliance,

especially where a breach may give rise to criminal or other administrative sanctions and/or

civil liability. It is a commercial risk that many companies take. In some cases they may

have little choice. Smaller entities simply may not possess the resources and infrastructure

to set up and run a ‘full service’ drug safety unit. Foreign companies establishing a presence

in new markets may not possess the necessary experience of the local regime to undertake

the full range of pharmacovigilance activities (or other MAH obligations) without external

help. A lack of experience and local resource in a new market is a common (although not

the only) reason for the commercial practice of licensing out of products by smaller

developer/niche companies to larger entities with well-established products, practices and

procedures. Within joint ventures/partnering arrangements, it is common to see companies

‘allocating’ the performance of regulatory functions between them according to their

respective abilities, resources and experience.

The provision of a contract and careful contractual drafting is essential in these

circumstances. A high level of trust is placed by the MAH in a third party whose non-

compliance with regulatory requirements, should it occur, may have significant conse-

quences for the MAH. In the more complex commercial arrangements, it is generally more

practical and therefore preferable, to set out the relevant obligations generally in the contract

itself and to incorporate by cross-reference a detailed document providing standard operat-

ing procedures (SOPs). These SOPs should ideally have been developed for and been

2The Rules Governing Medicinal Products in the European Community form the fundamental collection of

guidelines and reference legal texts in the EU.
3E.g. Article 22 of Regulation 2309/93: ‘The person responsible for placing the medicinal product on the market

shall ensure all suspected serious adverse reactions . . . are reported . . . no later than 15 days following receipt of the

information’.
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adapted to the particular circumstances and parties to the contractual relationship. Such a

document must thereafter be regularly reviewed, updated and amended in line with changes

in the legal requirements and developments in standards of good practice. This approach

avoids producing a turgid, lengthy contract and facilitates subsequent amendment of the

working document (SOP) as necessary to maintain currency with the changing legal and

ethical environment.

Care with the accuracy and clarity of cross-referencing is important. There should be no

mistake as to the documentation that is referenced which may affect the terms or even the

validity of the contract. In some jurisdictions, if two commercial entities sign a contract and

agree to take on certain obligations then they are bound by those terms, whether or not they

have properly read the contents. In practice, the best policy is to ensure that all parties are

familiar with (and fully understand the terms of) the agreement. In other jurisdictions the

courts will look critically at the circumstances of inclusion (e.g. in Sweden the party

agreeing to comply must have had sight of and understand the content of the referenced

document at, or before, signing). Contractual safeguards, involving the detailed spelling out

of the third-party’s obligations, are essential, therefore, and maximize the MAH’s degree of

protection. Moreover, in practice, the MAH may well be asked to supply details of the

‘arrangements for meeting pharmacovigilance obligations’ to the regulatory authority (i.e.

including a copy of the contract), and to update the authority when changes to the

arrangements are ‘proposed’. (Volume 9, Part 1 paragraph 1.1.1.) In theory, this suggests

the possibility that the regulators will comment upon/make demands with regard to the

adequacy of the contractual arrangements designed to achieve compliance.

A well-written contract cannot, however, guarantee total indemnity against all losses

consequent upon a breach of contract, or compensate for any criminal liability that could

arise where failure nonetheless occurs. These concerns apply irrespective of the jurisdiction

to which the MAH is subject. The precise penalties for failure to comply with phamacov-

igilance obligations do, however, differ from country to country. Whether there is individual,

or merely corporate, exposure to them also depends upon local law (see below).

The potential consequences of a breach of pharmacovigilance requirements are not only

regulatory (e.g. action against the authorization and/or MAH and/or others by the regulatory

authorities, and the imposition of penalties). They can also be civil, where they may arise in

the context of claims for personal injury based upon allegations of negligence and/or the

supply of a defective product causing injury. (The liability issues are discussed in more

detail below.) With regard to product liability, the basic issues to which the MAH must give

thought are again common to most jurisdictions, although the precise principles and

approach will depend upon local provisions.4 In such cases, the claims might be expected to

be framed in terms that a failure or delay in relation to the collection, analysis, periodic

review and/or reporting of ADRs has meant that a significant safety issue was not identified

at all, was identified too late, or was insufficiently characterized for proper action to have

been taken to place appropriate limitations upon the availability and/or use and administra-

tion of a product. This would, for example, include failure in relation to implementing

labelling changes or product withdrawal where, at the time, with proper attention, one or

4In certain countries, for example, the burden of proof in claims for product-related personal injury is ‘relaxed’ in

favour of the claimant and the courts are quick to find that the burden has been satisfied (e.g. in the Netherlands). In

others, there may be special provision made for pharmaceutical product claims through insurance pools, which pay

out (usually at levels less than those obtainable through court proceedings) on proof of causation alone; there are

such schemes in Sweden and Finland.
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other would have been the appropriate course to have taken to safeguard patient health. If

the MAH relied upon a third party in the performance of pharmacovigilance obligations, it

may be argued that the MAH failed to impose and monitor an adequate system to ensure

compliance and the discharge of its legal duty of care.

Thus, in claims based on negligence, a plaintiff might seek to establish that:

• The MAH knew, or ought to have known through appropriate pharmacovigilance

activities, of the risk posed by the product.

• The MAH should have acted, or should have acted sooner or more expansively.

• The system was (still is) generally below reasonable operational standards when

compared against prevailing legal requirements and/or industry practice.

The evidence for this type of pleading often arises from the defendant company’s own

documents examined by claimant lawyers under court rules for disclosure of all relevant

documents by one party to proceedings to the other. ‘‘Document’’ is widely interpreted to

include all records, in whatever medium (electronic, paper, microfiche, etc.). If a claimant

can then show, on the balance of probabilities (which in law means more likely than not, i.e.

51 per cent or greater chance), that the deficiency identified was ‘causative’ of the injury

suffered, the claim will be established and damages obtained.

In strict liability cases there is no need to show fault, as there is in negligence claims. The

mere fact of some inadequacy in (pharmacovigilance) practice having occurred which has

led to the product being less safe than persons would generally be entitled to expect (i.e.

‘defective’) will be sufficient (e.g. because the labelling fails properly to present the side

effects, warnings or precautions for use of the product accurately), providing that causation

is established. The majority of defences made available by statute in strict liability cases are

unlikely to apply. Again, the basic principles of strict liability are more or less common to

the European and USA jurisdictions.

Contracting with a third party to perform a regulatory function for and on behalf of the

MAH will not isolate the MAH from suit, or a finding of liability, but the MAH may be able

to recover (at least part of) any damages and costs awarded against it from the service

provider who defaults under the terms of the contract, who has contributed to or caused the

personal injury. Clearly defined obligations and indemnities in the contract are of central

importance to such recovery.

The ‘qualified person responsible for pharmacovigilance’

A feature of European legislation (and practice) in the pharmaceutical sector in recent years

has been its focus upon the appointment of specific individuals to take charge of core

functions for the MAH. The amendment of Directive 75/319/EEC and introduction of

Regulation 2309/93 as part of the development of the ‘New Systems’ for registration in the

early 1990s established a requirement for the appointment of a person responsible for

pharmacovigilance (PRP) whose obligations are outlined in the legislation. Guidelines further

emphasize the importance that regulators attach to the role of the PRP and their consequent

expectation that the appointee will be a more senior person of experience and appropriate

qualification. Regulators in the EU also require the name of the PRP to be notified to them by
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the MAH. (Volume 9, Part 1, paragraph 1.1.1.) This focus upon individual personal

responsibility, however, does not mean that attention is directed away from the MAH: the

MAH remains responsible. The responsibility of the PRP and MAH is concurrent. For the

PRP, a compliance failure may expose him/her to regulatory sanctions as well as the MAH

when, according to local law, provision is made for individuals to be sanctioned; e.g. in the

UK, under Medicines Act legislation, regulatory breaches may expose both natural and

corporate ‘persons’ to fines and/or (in the case of natural persons) imprisonment.

A PRP also has to bear in mind (and negotiate an appropriate protective contractual term

in his/her contract of employment/for services) that, in theory at least, it is possible to be

sued by the MAH for damages in respect of a breach of contract and/or negligence leading

to loss on the part of the MAH. In practice, however, this is unheard of, and employment

contracts would normally be expected to contain clauses limiting/ruling out such claims

between the parties. In practice, individuals rarely have the resources to warrant a civil claim

being made against them. Realistically, were MAHs to take action against their employees,

it would soon prove impossible to recruit individuals to the position of PRP.

Interpreting legal provisions

Table 10.1 lists the relevant legislative texts in which the EC has set out the pharmacovigilance

requirements applicable in the EU (subject to formal implementation into local law in the case

of directives). Different pieces of legislation apply depending upon the route by which a

medicinal product has been authorized and the place where the adverse reaction occurs. These

provisions are ‘over layered’ in several EU member states by additional provisions of local

law. This, unfortunately, leads to a level of complexity in terms of compliance (regarding

nationally authorized and decentralized or ‘MR’ products), which arguably could and should

be further reduced without any compromise of public safety. However, until member states

act to simplify the position, the tone of Volume 9 seems to indicate that the EC is prepared to

accommodate local requirements that exceed EU-level requirements. It is accepted, for

example, that some member states (e.g. Germany) will not be satisfied with a PRP resident in

amember state as the law provides, but insist upon a locally based PRP.

In looking at EC law (i.e. law passed by EC institutions) the approach to interpretation is

‘purposive’. This means that interpretation is not simply a matter of the wording of the

provisions, but relies upon the intention underlying the legislation. It is normal practice,

Table 10.1 EC legislation relevant to pharmacovigilance

Product Legislation

Centrally authorized medicinal products Regulation 2309/93 (Articles 15, 18, 19–26, 51)

Regulation 540/95 (non-serious ADRs). N.B.: includes

definitions in Article 1 of 2001/83, and 1085/2003

(variations and urgent safety restrictions)

Decentralized (or MR) medicinal products Directive 2001/83 (Articles 1, 101–108) incorporating

75/319/EEC (as amended by Directive 2000/38) plus

local provisions

Nationally authorized medicinal products Directive 2001/83 (Articles 101–108) incorporating 75/

319/EEC (as amended by Directive 2000/38) plus local

provisions
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therefore, in considering EC legal provisions to look closely at the recitals (which are often set

out in great detail) at the beginning of directives and regulations. The aim is to encourage

interpretation in line with the objectives that the legislation was designed to achieve.

In relation to pharmaceuticals, the legislative objective is to ‘safeguard public health’

without hindering the development of the pharmaceutical industry or trade within the

Community; Regulation 2309/93 (‘‘the Regulation’’) on centrally authorized products states:

‘‘Whereas it is also necessary to make provision for the supervision of medicinal

products which have been authorized by the Community and, in particular, for the

intensive monitoring of adverse reactions . . . in order to ensure the rapid withdrawal

from the market of any medicinal product which presents an unacceptable risk under

normal conditions of use.’’

Directive 2001/83 (‘‘the Directive’’) (on national and decentralized products) refers to the need

to ‘ensure the continued safety of medicinal products in use’ through modern pharmacovigi-

lance systems. In considering risk, the EU has moved increasingly in recent years towards a

precautionary approach to consumer safety (Communication on the precautionary principle,

2/2/2000): crudely, ‘a better safe than sorry’ style of approach which allows regulators

discretion in the absence of ‘proof’ but on the basis of reasonable suspicion/concern.

EC legislation must also be understood in the context of certain fundamental European

legal principles, including:

• Respect for natural justice (which includes the right to equal treatment in the EU, and

the right to be heard).

• ‘Transparency’ in relation to the requirements imposed and in respect of the criteria and

procedures applied.

The EC provisions for pharmacovigilance under New Systems were intended to be

supported by guidance (listed in Table 10.2) issued by the CPMP and the Commission. The

original legislation (Directive 93/39/EEC, which amended 75/319/EEC) referred directly to

guidelines that were to be adopted by the Commission:

‘‘The Commission in consultation with the Agency, Member States and interested

parties shall draw up guidance on the collection, verification and presentation of

adverse reaction reports.’’

That guidance (following a considerable process of evolution during the 1990s) is now

contained in Volume 9. The current version ‘is . . . intended to update and replace

pharmacovigilance guidance published in the Community prior to 30 September 2001’,

(some further guidelines, including CPMP Guideline 1618/01, have been issued since this

date; see Table 10.2) and clearly constitutes an important source of reference for MAHs.

There have been difficulties over the years with aspects of the developing guidance, both

finalized and in draft. During the late 1990s there were elements of inconsistency, with

differences arising between the legislation and the guidelines and also between guidelines.

The amendment of the pharmacovigilance provisions by the introduction of Directive 2000/

38 and the more recent work done in relation to Volume 9 and subsequent guidance, means
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that some of the early issues (e.g. the reporting of ADR data other than spontaneous ADRs

by the MAH) have now been better clarified or settled, but there is still room for

improvement (see below).

The relationship between European Community
pharmacovigilance legislation and guidelines

Centrally authorized products

Article 24 of Regulation 2309/93 refers to the obligation of the Commission, pursuant to

consultation, to draw up guidance on the collection verification and presentation of adverse

reaction reports. This is a reference to Volume 9 and guidelines subsequently adopted. There

is nothing, however, that is designed specifically to incorporate the provisions of that

guidance into the legislation. Technically, this guidance remains guidance and is not law.

However, in terms of day-to-day management this may have little practical impact, as MAHs

are aware of the expectations of the European Medicines Evaluation Agency (EMEA) based

upon the guidance and they generally seek to satisfy them. Occasionally, however, such as

when there is a dispute with, or threatened enforcement action by, a competent authority, the

distinction is important; that is the difference between, on the one hand, a breach of the law

with its attendant consequences and, on the other hand, the dissatisfaction of the competent

authority (although this, too, may carry significant consequences in terms of the regulatory

relationship). However, the proposals for the amendment of the Regulation (dated 5/3/02),

which are currently under consideration pursuant to the 2001 Review of the pharmaceutical

legislation (hereafter, the Review), cross-reference Article 106(2) of Directive5 2001/83 and

apply it ‘for the purposes of’ the pharmacovigilance chapter contained in the Regulation,

thus applying Article 106 to centrally authorized products. If enacted, this will enhance the

status of the guidelines, since, as is explained below, Article 106 seems to require certain

activities to be carried out specifically ‘in accordance with’ the relevant guidance. Pending

the introduction of these amendments, there is an apparent disparity in the legal status of the

guidance between centrally authorized and other MAs which is discussed below.

Table 10.2 Guidance texts on pharmacovigilance (CPMP: Committee for Proprietary Medicinal

Products; ICH: International Conference on Harmonization)a

Description Comment

Volume 9 of the Rules Governing Medicinal

Products in the European Community

Contains a range of guidelines – Part I (1):Notice to

MAH; (2)Guidance andprocedures for competent

authorities; (3) Terminology: Part III exchangeof

pharmacovigilance information; (6) periodic safety

update reports (PSURs); (7) data elements for

transmission of individual case safety reports

Guideline 1618/01 Concept Paper on Compliance

with pharmacovigilance regulatory obligations

Provides that further guidance is needed and will

be brought forward to improve the value and

availability of information reported

a Contained in Volume 9 of The Rules Governing Medicinal Products in the European Community, updated to 30/9/
2001.

5Article 106 refers to Volume 9 of the Rules, etc.
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Nationally authorized and ‘mutual recognition’ products

In contrast to Regulation 2309/93, Directive 2001/83 specifically cross-refers to current

guidance and requires action to be taken ‘in accordance with’ that guidance. Article 106

identifies the guidance as that published in Volume 9.

Thus:

1. The person responsible must establish and maintain a system within the MAH and is

responsible for the preparation of ‘the reports referred to in Article 104 . . . in

accordance with the guidance referred to in Article 106(1)’.

2. Reports should be made of ‘Other suspected serious adverse reactions’ (i.e. not brought

to the PRP’s attention by a healthcare professional) that meet the reporting criteria ‘in

accordance with the guidance referred to in Article 106(1) . . .’.

3. The same form of reference, i.e. ‘in accordance with the guidance’ is applied to

reporting suspected serious and unexpected ADRs from third countries.

4. Article 107 refers to the guidance in the context of the consideration by member states

of the suspension, withdrawal and variation of an MA. It also states that, in relation to

the definitions contained in Article 1 of the Directive (‘ADR’, ‘serious ADR’, etc.) and

the principles set out in the Title IX on pharmacovigilance: ‘the MAH and the

competent authorities shall refer to the guidance . . .’ (emphasis added).

However, what will be considered to constitute a ‘referral’ to the guidance and what exactly

it means for something to be done ‘in accordance with the guidance’ may not be entirely

straightforward. ‘Referral’ means that reference must be made or consideration given, but this

does not necessarily mean its application to the letter. Where the guidelines leave issues open,

to be handled according to the particular circumstances, discretion must be exercised to

determine a practical course in line with the spirit of the requirements. Where guidelines leave

matters to be handled according to local rules, the regulatory authority at national level

remains the arbiter (subject to determination by local courts). It is possible, therefore, to

envisage differences of understanding arising between the regulators and the regulated. This

is important if a failure to comply is to be judged and enforcement action taken, on the basis

of reference to guidelines. This is especially problematic if the guidelines are unclear or

ambiguous. There is, in any event, a real distinction to be drawn between the extent to which

guidance fulfils the legitimate function of assisting in the understanding and interpretation of

legal requirements/restrictions already set out in legislation and an attempt to legislate

through guidance in an effort to supplement deficient legislation.

National implementation

As indicated above, EC directives (not regulations, which have immediate application and

effect in all member states upon the date earmarked following adoption by the Community)

need to be implemented by member states before they can be enforced against MAHs by

those authorities. In relation to EC legislation, it is inevitable that some differences in local

interpretation and, therefore, in the results of implementation, will arise during this process.
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Similarly, the treatment of guidelines in the process of implementation may differ between

member states, with some member states actually incorporating guidance into their national

laws. Member states can be brought to book by the Commission through the European Court

of Justice (ECJ) for improper implementation of, or failure to implement, EC legislation. In

this connection, not all member states have yet fully implemented the amendments to

Directive 75/319/EEC made by Directive 2000/38 (now found in Directive 2001/83), which

should have been achieved by 5 December 2001. Such failure would mean that these

provisions could not be used by the authorities against a local company who failed to

comply with the revised non-implemented requirements (see: Organon Laboratories Ltd

versus DHSS; 1990 2 CMLR 49).

In the UK, concern with regard to achieving proper implementation of EC law has led to

a change in the approach to drafting legislation. By tradition, English law is drafted

precisely, with careful use of language (the words, rather than the purpose, determining what

the law is) and, until recently, efforts were made to transpose or ‘translate’ new European

requirements to fit them into and around whatever UK legislation already existed. However,

particularly in the field of medicines law, following the discovery of some legislative

shortcomings in the early 1990s, the practice has developed so that the draftsmen now tend

either simply to cross refer to the EU legislation or to ‘lift’ large sections of the text from

European legislation and place it in local legislation. This may be done without any attempt

to mould, interpret, or alter the language to fit that previously used in English legal texts.

Such ‘importation’ can be problematic, as the text used has been drafted in accordance with

a different legal culture and is comparatively ambiguous or vague. The alternative approach,

i.e. merely to cross refer to the ‘relevant Community provisions’ and incorporating them as

they stand in full, again imports locally any inherent problems or issues of interpretation

that are part and parcel of the European text (see SI 3144 of 1994, Article 7(1): ‘Every

holder of an UK marketing authorization . . . shall comply with all obligations which relate

to him by virtue of the relevant Community provisions including in particular obligations

relating to providing or updating information . . . to pharmacovigilance . . .’). Such problems

may be less of an issue in other systems. For example, in German legislative practice, laws

are produced together with statements of reasons for both general and more specific

provisions, so allowing regulated individuals, the national authority and the courts to make

use of these explanatory statements in interpreting the provisions.

In any event, it is also a requirement of EC law that local laws must be interpreted in the

light of, to give effect to and consistently with, the relevant EC law and its objectives.

Uncertainties as to the meaning of EC law may be ‘referred’ for resolution to the ECJ by

national courts. In the context of pharmacovigilance, both the general and specific aims of

medicines legislation must be borne in mind:

• ‘The primary purpose of any rules concerning the production and distribution of

medicinal products must be to safeguard public health’. (Directive 65/65/EEC now

incorporated in Directive 2001/83.)

• The competent authority ‘shall suspend or revoke an authorization . . . where that

product proves to be harmful in normal conditions of use . . .’. (Directive 65/65/EEC

now incorporated in Directive 2001/83.)

National competent authorities enforce local law and are also bound to enforce and give
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effect to Community Regulations within their jurisdictions as they would national provisions

(Council Resolution 25/6/95 OJ 22.7.95 C188/1). This is spelled out, so far as pharmacov-

igilance is concerned, in Article 69 of Regulation 2309/93.

Uncertainties in European Community provisions

The content of EC provisions is discussed length in Chapter 9. There are certain deficiencies

and uncertainties relating to them. A selection of some of these issues is discussed below.

They range from problems in the drafting of the legal texts to inconsistency between the

Regulations (2309/93 and 540/95) and the Directive (2001/83), inconsistency between the

legislation and Volume 9 (including 1618/01) and uncertainties in Volume 9 itself.

Definitions

Directive 2001/83

Directive 2001/83 contains the definitions of a number of terms relevant to the pharmaco-

vigilance requirements set out in Title IX. However, it is not comprehensive.

Despite the reference in Article 102 to the collection by pharmacoviligance systems of

‘information on misuse and abuse’ of medicinal products, only ‘abuse’ is defined in Article

1. What is ‘misuse’, therefore, and, in contrast, what is use in ‘normal conditions’ are not

defined.

There are a number of other terms that are crucial in judging matters of compliance (and,

therefore, penalty) which are also absent from the glossary in the legislation, e.g.:

• ‘permanently and continuously at his disposal’

• ‘healthcare professional’

• ‘immediately’.

Whilst it might be said that Article 106, by providing that ‘For the interpretation of the

definitions referred to in Article 1 points 11 to 16 and the principles outlined in the Title’

both MAH and competent authorities ‘shall refer to the guidance referred to in paragraph 1’

(Volume 9) fills in the legislative gaps, this is neither a neat nor satisfactory means of

approaching the definition of central terms and there is no obvious rationale for including

some such terms in Article 1, but not in others. Moreover, it assumes, that definitions for the

absent terms are to be found in Volume 9. So far as Part 1 of Volume 9 (Terminology) is

concerned, this is true only for ‘healthcare professional’. For the rest, it is necessary to read

through the voluminous text of the guidelines. Thus, ‘immediately’ cannot be a period

running beyond 15 days of receipt of ADR data and, by inference from the guidelines, must

be related to the point at which ‘minimum information’ to enable a report to be made (per

the Guidelines) is available; but this link is not stated expressly. There would be merit in

ensuring comprehensive coverage of all terms used in legislation and guidelines in Volume

9, and in ensuring that all of the terms actually appearing in the legislation are part of the

definitions section in Article 1 of Directive 2001/83.
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Regulation 2309/93

Article 19 refers to and incorporates the definitions contained in the Directive; consequently

the same issues of interpretation arise.

Volume 9

The guidance contained in Volume 9 necessarily introduces a range of new terms that are

introduced by the guidance, not the legislation. Additionally, there are significant phrases

used, particularly in relation to discussions of non-compliance. Therefore, it is important

that all such terms are clear and unambiguous. Setting aside questions of whether the

‘obligations’ in the guidance are consistent with obligations in the legislation, it would be

helpful if greater clarity attached to the following:

• ‘all’ or ‘any relevant information’ – which the guidelines state should be shared

between the MAH and competent authority;

• ‘appropriate information’ – on post-authorization safety studies;

• ‘well in advance of’ – relevant to notifying competent authorities of a voluntary

product withdrawal by the MAH;

• ‘expedited report’ – this term is much used, but, in fact, not defined by reference to the

immediate/15 day reporting requirements;

• ‘misuse’ – the guidance imposes a ‘requirement’ upon MAHs to collect data on misuse.

For practical ease of reference, if terms are to be used in the guidance and Volume 9 is

intended to include a working glossary, then it would be convenient to have the terms and an

explanation of what the terms mean, in that glossary. For example, it would be helpful to

have what constitutes ‘the literature’ (see paragraph 1.4.3.6.1, Volume 9) and explanatory

text in the glossary, rather than only in the body of the extensive text, which suggests that

‘literature’ at least includes ‘standard, recognized medical and scientific journals’.

The guidance also seeks to add to the definitions in Article 1 of the Directive. In relation

to ‘Serious Adverse Reaction’ it provides:

‘‘It also includes serious adverse clinical consequences associated with use outside the

terms of the SPC, overdoses or abuse.’’

The meaning of ‘Post-authorization Safety Study’ (also defined in the Directive) is expanded

in the guidance, which adds that the term includes any study where the number of patients

will significantly add to existing safety data for the product. The definition in the Directive

is specific to studies ‘conducted with the aim of identifying or quantifying a safety hazard

. . .’ and is consequently narrower in scope. This creates an inconsistency which could be

cured by the amendment of the legislation or guidelines, depending upon which version is

intended to apply.

The guidance introduced the concept of the reportable ADR or ‘minimum information’
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necessary to make a valid report. This provision is arguably important enough to warrant

inclusion in the legislation. It is implicit that, in the absence of minimum information, no

report is expected to be made to competent authorities (see Part 1, paragraph 1.2.2).

However, in practice, it is not clear that this would be consistent with the expectations of

regulators, especially in cases of serious ADRs.

Volume 9 is a collation of separate guidelines. As time progresses, tightening of drafting

styles and use of terminology would facilitate compliance.

Requirements

Relationship between legislation and guidelines

Pending amendment of Regulations 2309/93 and 540/95, which is expected following the

Review of the pharmaceutical legislation, there are differences in the obligations imposed

upon the holders of centralized and national MAs. The specific cross-reference to Volume 9

guidance that appears in Directive 2001/83/EEC is absent from Regulation 2309/93.

Who has the reporting obligation?

The Directive (because 75/319/EEC was amended by 2000/38/EEC) has included a further

obligation for the PRP, namely paragraph (d) Article 103: ‘the provision of any other

information relevant to the evaluation of the benefits and risks’ of an authorized product. This

provision drew together the legal obligation of competent authorities to collect information

useful in the surveillance of medicinal products and that of MAHs to report such information;

MAH reporting obligations had been more narrowly drafted in 75/319/EEC.

Whilst in Article 20 the Regulation includes a general obligation of the MAH to ‘ensure

that all relevant information’ about suspected adverse reactions is brought to the attention of

the Agency, this is not yet a specific aspect of the PRP’s duties. Volume 9, however, draws

no such distinctions.

Source of reports

Volume 9 guidance interprets Article 22 of the Regulation as comprehending ADR data

appearing in worldwide literature and states that ‘receipt’ of the data occurs on the date of

‘awareness’ of the publication by a member of the MAH’s personnel for the purposes of

calculating reporting time. This is not an apparent meaning of Article 22.

Volume 9 states that the reporting of ADRs occurring outside the EU is required where

they are brought to the MAH’s attention by a healthcare professional. Whilst Article 104.4

of the Directive is consistent with this, the Regulation does not refer to a healthcare

professional in this context (see Article 22.1 paragraph 2).

The Regulation does not obviously refer to ADR reports received by MAHs from

competent authorities. The Regulation is also silent on what Volume 9 calls ‘reporting

requirements in special situations’ (i.e. overdose, pre-grant of an MA, lack of efficacy,

abuse, etc. (paragraph 1.3)).

As written, the legislation requires PSURs to be furnished at the end of time periods

calculated from the grant of the product MA in the EU. Guidelines have introduced the

concepts of the European birth date (EBD) and the international birth date (IBD). This
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approach was developed to avoid a multiplicity of different reports for the same product

where it is marketed in several countries. The guidelines also permit the altering of the

periodicity of PSURs when new products, derived from the same active ingredient, are

authorized by a competent authority. Technically, the legislation includes no such flexibility.

However, member states who agree variation from the ‘rule’ would be estopped from taking

any action against the MAH who files reports pursuant to such agreement. If the guidelines

are considered to be more practical, then it might be preferable for the legislation to be

amended to require submission in accordance with the guidelines, rather than to lay down

provisions that are routinely modified in practice.

The guidance contains specific references to MAH obligations in relation to voluntary

product withdrawal on which the legislation is currently silent. This may change pursuant to

the Review.

The guidance on compliance (1618/01 – see below) requires the MAH to notify

‘immediately’ any change in the balance of risk and benefits. This seems to comprehend

even minor or positive changes. Clarification is needed here : perhaps by the addition of the

word ‘significant’ and an explanation of what that would mean.

It is important to clarify the relationship between the law and the guidance. If there is to

be legislation setting out obligations for competent authorities and MAHs, but also guidance

to which specific cross-reference (i.e. requiring tasks to be done ‘in accordance with’, or by

reference to, such guidance) is made, then where the parameters are drawn is crucial. This is

particularly so in cases where they overlap, but are not identical, and where the drafting of

the guidance as a whole is much less disciplined than that of the legislation.

There would be merit in the legislation reflecting guidelines, by making express the

requirement to conduct ongoing, proactive safety evaluation of an authorized product post-

MA grant, what this means and the requirement/process/time for notification linking in with

the PSUR obligations.

Article 22 of the Regulation and Article 104 of the Directive display drafting differences,

despite the stated intention of the EU authorities to have the same requirement for all

marketed products irrespective of route of authorization.

Article 104.3 of the Directive includes an obligation to record and report (on an expedited

basis) ‘all other serious ADRs which meet the reporting criteria in accordance with the

guidance referred to in Article 106(1) of which he can reasonably be expected to have

known . . .’. There is no equivalent in the Regulation. Furthermore, precisely what is meant

by ‘other serious ADRs which meet the reporting criteria’, the ‘reporting criteria’ and

‘reasonably be expected to have known’ (except regarding literature reports, as this is

mentioned in Volume 9) is an open question.

Concept Paper on Compliance with Pharmacovigilance Regulatory Obligations (1618/01)

The draft of this paper emerged in March 2001 for consideration in the Pharmacovigilance

Working Party (CPMP) and was adopted in November 2001 with a view to becoming

operative in January 2002. Its drafting, as is the case with Volume 9, pre-dated the

introduction of the codifying Directive 2001/83/EEC. The time lag generally complicates

the reading of all the guidance at present.

The document addresses compliance and therefore, what constitutes ‘non-compliance’

with the pharmacovigilance rules which are to be enforced through inspection or ‘monitor-

ing’ by the competent authorities.
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It emphasizes the importance of PSURs and states that non-compliance with obligations

‘may include’:

• Submission outside the correct cycle, outside correct time frames or non-restart of the

cycle when necessary.

As discussed, what is the ‘correct time frame’ may be a matter of discussion with

competent authorities. In relation to all products, EC legislation is drafted by reference

to the authorization date for the product concerned. In guidance and practice, this has

been recognized as inadequate and other approaches have been adopted, from using an

IBD (first authorization worldwide), to the EBD (first authorization in the EU), to a

revised EBD based upon the introduction of further products to a ‘family’ related to the

originally authorized product.

Thus, in relation to centralized products, – technically there is no legal flexibility or

option as to time frame: the date of central authorization is the start date and basis for

establishing a timetable.

What is the correct cycle at national level may well vary country to country. This is

messy and confusing and does not promote ease of compliance.

In practice, for any authorized product, the key must be what has been agreed with

competent authorities and/or imposed as part of the MA.

• ‘Poor quality reports’.

This leaves the judgement of when compliance is achieved (i.e. what is acceptable

‘quality’) with the competent authority but seems to take no account of the potential for

dialogue between the MAH and an authority, or the difficulties that the MAH can

experience (through no fault) in obtaining follow-up information to complete and

contextualize ADR reports received. It would no doubt be assumed that, for reasons of

fairness and proper process, the judgement of non-compliance must follow prior

notification of the MAH of the alleged deficiencies, followed by requests for correction,

supplementation or explanation and the opportunity for the MAH to improve/remedy

the situation before action is taken/sanctions set in motion. However, this is not

addressed in the guideline. The idea that the authorities might judge the adequacy of the

MAH’s follow up by reference to the data received direct by the competent authority

ignores the fact that a healthcare professional may be more cooperative and forth-

coming in the reports made to regulatory authorities than to the MAHs.

• Failure to highlight differences between company core data sheets and national/EU

summaries of product characteristics (SPCs) will be considered an instance of non-

compliance, but the guidance fails to say which areas of these documents need to be

compared, and multiple comparisons against many national SPCs is a potentially long

and involved process.

• The guidance provides that competent authorities ‘will’ scrutinize post-authorization

safety study protocols prior to initiation of the study. It is left to member states to

determine the process for this. The potential outcome of this liaison or scrutiny is

undefined, i.e. should there be a means by which the study is blocked, changes required

to the protocol, etc?
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It will be evident that there yet remains some scope for refining EC legislation and

guidelines.

The potential impact of the 2001 Review of pharmaceutical
legislation

The Commission’s proposals for the amendment of Directive 2001/83 and Regulation 2309/

93 are currently working through the legislative process. The European Parliament’s first

report and multiple suggested amendments were debated in October 2002. Political agree-

ment was reached in the Council in June 2003. The formal Common Position and Second

Reading in Parliament are anticipated in the Autumn of 2003.

In its current draft form (which may change), the following changes are worth noting:

1. The Regulation

• Article 20 will specify the ability of the CPMP to determine that variation is a measure

necessary to ensure safe and effective product use.

• Article 21 will include the additional obligation for the PRP (paragraph (d)) to provide

‘any other information relevant to the evaluation of the risks and benefits’ to regulatory

authorities.

• Article 22 will be broadened to require reporting ‘in accordance with guidelines’ of

suspected serious ADRs which meet the notification criteria ‘of which the MAH may

reasonably be expected to be aware . . .’. At face value, the latter wording would mean

that if an MAH could, in the view of the authorities and bearing in mind the advice

given in Volume 9 and perhaps the practices applied in industry generally or in relation

to the class of/similar product, have made itself aware of certain information, then it

will be a breach not to have reported that data even though in reality it did not actually

know of that data.

• Electronic communication will become a requirement of reporting, and adherence to

the guidelines in Volume 9 on that topic will become an obligation.

• The periodicity of PSURs will be altered (to take account of the removal of the

requirement for renewal of MAs):

• Accepted international medical terminology will have to be used by MAHs.

Current Future

• Upon request • Upon request

• Six monthly in first 2 years • Six monthly in the first 2 years

• Annually for the next 3 years • Annually for the next 2 years

• Thereafter, every 5 years • Thereafter, every 3 years
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2. The Directive

• Article 104 will be amended to require electronic reporting of ADRs.

• Reporting of suspected serious unexpected ADRs occurring outside the Community

will not be dependent upon the reports being communicated to the MAH by a

‘healthcare professional’.

• PSUR periodicity will be changed to the same timetable as in the Regulation (above).

• In the case of concertation and MR products, reports must be made additionally to the

Reference Member State.

• Article 107 will introduce provisions in relation to the process of handling urgent safety

measures to protect public health.

European powers and procedures in the event of a product safety
issue

The interplay between national and EC authorities on pharmacovigilance matters, and in

particular, the action that can be taken and procedures applicable to the processing of a

safety concern, is dependent upon the nature of the product authorization.

Single national marketing authorizations

If the product concerned is authorized through the national route in only one member state,

then dealing with pharmacovigilance signals indicating a product safety concern is a matter

for the national authority, following national procedures, pursuant to national legislation

(Table 10.3). This national legislation must implement and take account of EC provisions, in

particular Articles 126 and 116 of Directive 2001/83/EEC, which define the circumstances

in which revocation or suspension may occur.

In 1993 the ECJ determined in the case of Pierrel Spa versus Ministero della Sanita

(C183/92) that a national authority could revoke or suspend an authorization only on the

grounds provided by what was then Directive 65/65/EEC and could not add to their national

provisions other bases which extended beyond the scope of the EC provisions. The case did

not (as Article 21 does not), however, address the matter of the compulsory variation of

national authorizations. This remains at local discretion for purely nationally authorized

products. It should, however, be noted that Article 107 of Directive 2001/83 obliges

(apparently without limit of situation) member states to notify the EMEA, and other member

states (and the MAH) where it considers that an MAH should be suspended, withdrawn, or

varied in accordance with guidance in Volume 9. In urgent cases, an authority may suspend

an MA provided notice is given within one working day to the Agency Commission and

other member states. The legislation does not confine itself to MR cases.
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Products marketed in more than one member state

Where the product is also authorized (by national route) in more than one member state or

where it has been authorized by the decentralized/MR route in several member states, there

is the potential (national products) or the requirement (MR) for a safety question to be

examined by the CPMP (in future, following the Review, to be referred to as the CHMP –

Committee for Human Medicinal Products).

EC provisions make arrangements for the dissemination of alerts and information

between member states and between member states and the EMEA (see Article 105 of

Directive 2001/83/EEC and Article 24 of Regulation 2309/93). Article 122 of Directive

2001/83/EEC states: ‘Member States shall take all appropriate measures to ensure that the

competent authorities concerned communicate to each other such information as is appro-

priate to guarantee that the requirements for the . . . marketing authorizations are fulfilled’.

The speed and means of transmission of the information depend upon the level of

seriousness assigned to the concerns arising from the information received. The system is

such that an MAH cannot expect a safety issue to remain ring-fenced within a particular

member state when the product is marketed in other parts of the EU.

Where a product is authorized in more than one member state, the reference provisions in

Articles 30 and 31 of Directive 2001/83/EEC (formerly Articles 11 and 12 of Directive 75/

319/EEC) allow a member state (or the MAH, or the Commission) to refer certain questions

(which would include a safety issue) to the CPMP, which is obliged, under Article 27.2, to

examine it. When a reference is made by a member state, it must be notified, not only to the

Table 10.3 Product authorized nationally in one member state: procedure

• National law and procedures apply

• Article 126 of Directive 2001/83/EEC applies: ‘An authorization to market a medicinal product

shall not be refused, suspended or revoked except on the grounds set out in this Directive’

• The grounds are to be found in Article 26, 2001/83/EEC

‘The marketing authorization shall be refused if:

a) the medicinal product is harmful in the normal conditions of use

b) its therapeutic efficacy is lacking or is insufficiently substantiated

c) its qualitative and quantitative composition is not as declared

. . . the particulars and documents submitted in support of the application do not comply with

Articles 8 and 10(1)’.

And in Article 116:

‘The competent authorities of the Member States shall suspend or revoke an authorization to

place a medicinal product on the market where that product proves to be harmful in the normal

conditions of use, of where its therapeutic efficacy is lacking, or where its qualitative and

quantitative composition is not as declared.

Therapeutic efficacy is lacking when it is established that the therapeutic results cannot be

obtained with the medicinal product’.

‘An authorization shall also be suspended or revoked where the particulars supporting the

application . . . are incorrect or have not been amended in accordance with Article 25 or where the

controls referred to in Art 112 have not been carried out’.

• Article 117 further allows member states to take ‘appropriate measures to ensure that the supply

of the producta shall be prohibited and the medicinal product withdrawn’ on the same grounds as

appear in Article 116 and in the event of the occurrence of manufacturing defects.

a Or an appropriate batch.
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CPMP, but also to the MAH. Both the member state and the MAH are, thereafter, obliged to

supply to the CPMP all available information relating to the matter in question which is in

their possession. In this way, the issue and its solution are thrown into the European arena

for a ‘European solution’ to be adopted.

The nature of this process and CPMP obligation was, during 1996, the subject of some

debate in the context of the review of oral contraceptives relating to the degree of risk of

serious thromboembolic events in third-generation pills. It was unclear whether the UK had

made a formal reference under what was then Article 12 of Directive 75/319/EEC (now

Article 31 of 2001/83) to the CPMP and whether this was the only option that could be used

by a member state – in other words, whether the matter had to be addressed through a

formal process. In the event, the CPMP dealt with the matter on an informal basis. An

examination of the wording of the legal obligations of the CPMP, does not suggest any

CPMP discretion as to whether to accept a reference. However, there must be a ‘reference’

for the procedure to be set in motion, and the legislation does not spell out any particular

method by which one is to be made or recognized. Volume 9 refers to a ‘letter’ initiating the

process. The Annex to Volume 2A of the Rules also contains examples of forms of

reference. In theory, therefore, a reference can be made simply by a clear, identifiable

request addressed to the CPMP to examine a question that is adequately set out and

described. Equally, it would seem a matter may be brought to the CPMP for consideration

without the instigation of a formal reference.

The Commission and CPMP view appears to be that it is in the general interest for there

to be a less formalized process available for the CPMP’s scientific experts, specifically

through the Pharmacovigilance Working Party, to evaluate a product safety issue without the

Committee being drawn immediately into formal and time-limited procedures requiring

them to reach a formal opinion that is binding in the EU (once adopted by the Commission).

The discussion of matters raised by member states within the CPMP’s Pharmacovigilance

Working Party is not, therefore, uncommon with the working party reporting its views on an

issue informally to the CPMP, a practice that is not covered specifically by legislation.

Referral to the Committee for Proprietary Medicinal Products

There are a number of possible bases for referral to the CPMP in the event of a product

safety concern. These are discussed below. In practice, in the context of pharmacovigilance,

it is Articles 31 and 36 that are most important.

Article 30 (formerly Article 11 75/319/EEC)

Article 30 applies where several applications have been made for authorization in the EU

and member states have taken ‘divergent decisions’ inter alia, concerning the suspension or

withdrawal of the product authorization.

In such a case, either the MAH, a member state(s) or the Commission may refer the

matter to the CPMP. In practice, references borne out of a Pharmacovigilance issue are

likely to be brought increasingly by Reference Member States re decentralized products as a

result of guidance stating they should take a lead role in product monitoring and in due

cause, due to amendments to 2001/83 requiring all data to be reported to and accessible by

the Reference Member States.
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Article 31 (formerly Article 12, 75/319/EEC)

Under the provisions of Article 31, in ‘cases where the interests of the Community are

involved’6 a member state(s), the MAH or Commission ‘may’ refer a matter ‘before

reaching a decision on the suspension or withdrawal of an authorization or on any other

variation to the terms of the MA which appears necessary to take account of information

collected in accordance with Title IX’. (Title IX of the Directive contains the pharmaco-

vigilance requirements.) The burden of demonstrating that the interests of the Community

are involved rests with the referring party.

There has been debate (for example, in relation to the anorectics review begun in 1996)

about the use of Article 12 (now 31), in relation to a ‘class’ or group of authorized products,

although the guidance in Volume 9, Part 2, paragraph 2.5, states clearly that ‘other medicinal

products containing an active substance of the same therapeutic class may also be referred’.

An Article 31 reference was made in July 2002 by France in relation to Cox-2 inhibitors as a

group. The Commission appears to intend to clarify its use in these cases and obviate any

further discussion or doubt though the amendment of Directive 2001/83/EEC, the draft of

which specifically anticipates referrals of a ‘range’ of products within a therapeutic class for

CPMP consideration (Article 31.2).

Article 36 (formerly Article 15a 75/319/EEC)

Article 31 makes provision for cases to be referred to the CPMP, before a member state

reaches a decision with regard to any application, suspension, withdrawal or variation,

‘which appears necessary, in particular, to take account of the information collected in

accordance with Title IX’ (emphasis added). The reference is, in fact, not compulsory; ‘may

refer’. However, under Article 36 of Directive 2001/83/EEC, a member state, in respect of a

mutual recognition or a concertation (Directive 87/22/EEC) product, i.e. ‘a marketing

authorization which has been granted in accordance with the provisions of this chapter’,

must refer the matter to the CPMP in circumstances where, pursuant to pharmacovigilance

data, it considers a variation of the authorization, or its suspension, or withdrawal, is

‘necessary for the protection of public health’. Where a product has passed through such a

harmonizing EC process of registration, the resolution at EC level of a concern that a

member state considers warrants a regulatory response is compulsory. Volume 9 refers to

Article 36 as the ‘principal legal basis’ for referrals for MR products.

The relevant procedures for references are set out in Articles 32–34 of Directive 2001/83/

EEC (see Table 10.4). The drafting of the legislation is, however, significant. Articles 30 and

31 state that the procedure applicable to references made under their provisions is set out in

Article 32 (alone). Article 32 deals only with the process up to and including the issue of the

CPMP opinion. Article 36 states that the relevant procedure is contained in Articles 32–34.

Articles 33 and 34 deal with the process of the production of a binding Commission

Decision pursuant to the CPMP opinion. Since a CPMP opinion is not binding of itself, and

since Articles 33 and 34 clearly seem to follow chronologically from Article 32, it may have

6Whatever discussion there may be as to the meaning of this phrase, there has been little doubt that matters of

public health and safety in the EU, fall within that description. Volume 19 Pt II 2.5 provides that this is a reference

to community public health in the light of new data relating to safety, quality or efficacy, or new pharmacovigilance

data.
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been thought that this was merely a drafting error, rather than an attempt to distinguish

Articles 30 and 31 references from those under Article 36. (Volume 9 Part I refers in

paragraph 1.1.2.2 to decisions on the basis of CPMP opinions pursuant to Articles 13 and 14

of 75/319/EEC now Articles 32–34 2001/83/EEC.) However, in December 2002, the Court

of First Instance of the European Communities gave its judgement in a group of cases

(Cases T-74/00, T-76/00, T-83/00, T-84/00, T-85/00, T-132/00, T-137/00 and T-141/00

Artegodan GMBH and others versus Commission) involving several healthcare companies

interested in the supply of anorectics whose MAs had been the subject of a Commission

Decision pursuant to a referral to the CPMP. A crucial finding of the Court was that there is

a distinction in the procedures that apply in respect of referrals and in the outcome of those

procedures depending upon whether the reference is made under Article 36 or Articles 30

and 31. What this means is that the Commission has no power in relation to national

authorizations, unless they have been granted following the application of the MR

procedure, to impose the recommendations of the CPMP. Therefore, referrals to the CPMP

in respect of purely national authorizations are consultative only and cannot lead to the

enforcement of a Commission Decision. Competence remains with the regulatory authority

that granted the national MA.

In addition the judgement reaffirmed the rule that the revocation/suspension of an

authorization must only be based upon the protection of public health, which is founded

upon product risk–benefit analysis. The Court held that for the withdrawal of an MA to be

justified there would need to be ‘a new potential risk’ or ‘the lack of efficacy is substantiated

by new objective, scientific and/or medical data or information’.

Table 10.4 Products authorized in more than one member state: procedure

Day 1 Reference to CPMP

# Rapporteur and experts (if appropriate) appointed

Information sought from MAH; others

Written or oral explanation from MAH

Day 90a CPMP reasoned opinion

#
Opinion to EMEA

EMEA informs MAH ‘forthwith’

#
Within 15 days of receipt of opinion, MAH to give notice in writing of any intention to

appeal

#
Within 60 days of receipt of opinion, MAH forwards detailed grounds for appeal

#
Within 60 days of receipt of grounds for appeal, CPMP to consider whether to revise opinion

#
Within 30 days of adoption of final CPMP opinion, EMEA forwards it to member states,

Commission and MAH with assessment report and reasons for conclusions

[and (applicable to references under Article 36 only)

Commission prepares decision according to usual decision-making process (Articles 33 and

34)]

a May be extended by 90 days where Articles 30 and 31 apply. May be shorter if Committee agrees in cases of
urgency. Clock may be suspended whilst preparation of explanations is under way.
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The implications of this decision, is that only non-binding CPMP opinions are produced

by referrals except under Article 36. The current Heads of Agencies initiative for referrals

under Article 30, in an attempt to harmonize the SPCs of certain products, is clearly not

capable of imposing variations to national MAs. It remains to be seen whether and how the

Review proposals to amend the European pharmaceutical legislation may yet be altered to

provide for binding decisions in all cases in the light of this judgement, which is clearly

contrary to previous Commission practice and conviction.

The provisions for appeal hearings under Article 31 state only that the MAH ‘may’ be

asked to explain itself, orally or in writing, before the CPMP reaches an opinion. To the

detriment of the MAH, this appears to contrast with the provisions relating to references

under Article 30, where the provision is that the MAH has a ‘right’ to make oral or written

explanations. Article 36 references are not mentioned specifically. However, bearing in mind

the principles of ‘natural justice’, it is strongly argued that the difference in drafting style

should not be treated as legally significant, with the MAH in any of these situations, in fact,

being entitled (as a matter of proper process) to be afforded the same rights to appear before,

and be heard by, the CPMP in order to defend its product(s). This approach is confirmed by

the text in Volume 9 and by proposed amendments to Directive 2001/83 pursuant to the

Review – which remove any distinction between Articles 30 and 31 in this regard.

The CPMP ‘appeal’ provisions have been a matter of some debate. The concern is that the

provisions do not, in fact, constitute a true appeal, but rather a mere reconsideration by the

same committee of its own prior decision. Lobbying by industry groups and others, however,

failed to produce any changes to this position in the draft amendments to 2001/83/EEC.

Challenges to Community Decisions (Article 36 cases) lie in the European Court of First

Instance. At national level, where an authority seeks voluntarily to take regulatory action

against an MA in line with a CPMP opinion, such compulsory action will invoke all the

usual national appeal procedures.

In the context of a product safety concern, the outcome of the CPMP’s consideration may

be an opinion/recommendation that the MA, the SPC (or its equivalent) and labelling should

be varied, or that the MA should be suspended or revoked, with immediate, or phased

product withdrawal. In the case of Article 36 referrals, delay can arise with regard to the

procedural stages that occur ‘after’ the CPMP has delivered its opinion. Although there are

time limits applicable to the decision-making process with reference to when the EMEA

must forward the CPMP opinion to the Commission and when the Commission must draft

the resulting licensing decision (both 30 days), time limits are largely absent from the point

in the process at which the Standing Committee becomes involved (see also: Regulation

1662/95). The time between Standing Committee consideration of the decision proposed

and the Commission’s finalization of the decision is not time limited and can be lengthy.

This is simply the result of application of a standard procedure applicable to all decision

making by the Commission, which, when applied in the pharmaceutical licensing context, is

not ideal. Having said this, in the field of pharmacovigilance, where the decision may

concern a serious matter, the sense of urgency may well be such that the formal decision,

pursuant to the CPMP’s opinion, would be made with all due haste. Member states have 30

days to comply with the final decision and also to confirm with the CPMP and the

Commission that they have done so. Again, although not discussed in the legislation,

member states, with due regard to their responsibility/liability to local populations, would

be expected to take action locally at an early stage following a CPMP opinion in an urgent

case.
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However, there can be difficulties in relation to local imposition of some MAH

restrictions. Regulation at local level may give rise to problems in applying decisions

nationally in these areas that have been treated as matters of local control to greater or lesser

degrees:

• legal status distribution channels

• pack size

• specialist or hospital use and labelling.

In any event, member states do not have to wait for the final decision before taking any

protective action in an Article 36 situation. Directive 2001/83/EEC (Article 36.2) allows the

suspension of ‘marketing and use’ at a local level in ‘urgent cases’ pending a final EC

decision and subject to notice being given within one working day to the Commission

(CPMP) and other member states of the action taken and reasons for it.

In reality, the extent to which member states may deal with what they perceive to be

product safety issues without reference to the CPMP is questionable. In the case of an MR

(or decentralized) product, this is unlikely ever to be an option; it is difficult to think of a

case where compulsory action is contemplated by the member state and such action is not

considered ‘necessary for the protection of public health’, i.e. the basis upon which the

obligation to refer arises. With purely nationally authorized products there is no requirement

in the legislation for a reference, but it should be noted that Article 30 makes provision for

references to the CPMP to be made where member states have adopted divergent decisions

in relation to MAs for essentially the same product, and the Commission has made plain its

interest in minimizing the extension and persistence of differences in MAs granted in

different member states for the same basic product, although, as a result of the 2002 ECJ

decision, it cannot lead to forced harmonization. The system of circulating information

between member states and the opportunity for discussion at the Pharmacovigilance Work-

ing Party tends to work against action taking place within only one member state without

others also deciding to undertake a review.

A member state’s ability to deal on a purely local basis with a safety concern may also

depend upon the content of national provisions. In the UK, parts of SI 1994 No. 3144 are

written in a way that rules out the unilateral initiation of national procedures applicable to

taking compulsory regulatory action where the product in question is ‘authorized elsewhere

in the Community’. Perhaps the original intention was to reflect the aims of what was then

Article 15a, Directive 75/319/EEC (now Article 36), and to deal with MR products, but that

limitation was not properly classified into the local law, which would require amendment to

achieve this clear result and remove the uncertainty now pertaining to local procedures in

such circumstances.

In practice, in the past, where product crises have arisen since the introduction of the New

Systems, as discussed above, the CPMP has not been reluctant to take an informal approach

to assessing the position. Hence, on a number of occasions, the CPMP has preferred to adopt

a ‘‘position statement’’, to issue press releases and let matters be thrashed out in the

Pharmacovigilance Working Party without being subject to formal process of referral. There

were/are clear advantages in such a stance, but there were/are, inevitably, also difficulties.

‘Informal’ consideration does not result in a binding opinion/decision. Member states are

free to apply the outcome of the discussion ‘if’ and ‘as’, they see fit. With the non-formal
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approach, neither the authorities nor the MAH has an established process or timetable to

follow. The MAH has no specific rights (e.g. to make representations to adequate time) upon

which to rely. The MAH can still, however, be required to supply information requested to

the authorities on statutory grounds (both the Regulation and the Directive require the PRP

to supply data relevant to safety evaluation fully and promptly – Article 21c 2309/93 and

Article 103c Directive 2001/83/EEC). It is obliged under Title IX to provide information

relevant to an assessment of risks and benefits of a product. In such circumstances, it would

clearly be arguable that it would be against natural justice, even in informal circumstances,

for a body charged with responsibilities to consider, advise and/or review by the Community

to fail to allow representations to be made, or to take them into account. However, the lack

of set time limits, procedures and requirements does mean that there is potential for these

rights to be undermined when they are afforded and exercised on an ad hoc basis. Informal

procedures are run according to time frames that are determined by the CPMP and/or the

Working Party, and the process of evaluation may last for some considerable time amidst a

blaze of publicity. Even after CPMP consideration that does not result in any formal opinion

or informal recommendation to limit product use or availability, a product may nevertheless

be ‘killed off’ in the marketplace owing to resulting public speculation regarding its safety

and the capitalization by competitors upon such doubts. Following the anorectics judgement,

that even formal referrals under Article 30 or 31 cannot result in an opinion which can be

transposed into a Commission Decision, it remains to be seen whether matters are more or

less likely to be referred to the CPMP in future under Article 32 procedures.

The MAH may anticipate, and thus better manage or even avoid, compulsory regulatory

action by adopting (in cooperation with competent authorities) a voluntary course. This

could range from product withdrawal and yielding up the MA, to proposing variations to the

MA and SPC initiating the procedure. In the case of an MR product, variation must be done

(Regulation 541/95) on an EC-wide basis – so there is no prospect of any irregularity

developing across the EU. (Note: the current text of the Review proposals will require

voluntary withdrawals by MAHs to be referred in advance to competent authorities.)

Centrally authorized products

Where products are centrally authorized, the responsibility for arranging and coordinating

the consideration of safety issues is done at European level, through the EMEA upon the

advice of the CPMP (in particular with the input of the Pharmacovigilance Working Party)

albeit that the alert/concern may originate from one (or more) member state(s).

Regulation 2309/93 emphasizes (Recitals) that procedures must ensure the rapid with-

drawal of any product which presents an unacceptable level of risk under normal conditions

of use. At present, the Regulation still cross-refers to the pharmaceutical legislation prior to

consolidation in the form of 2001/83/EEC, which can make it difficult to follow. The

provisions relevant to product safety issues are covered in Articles 18 and 20.

Article 18

Article 18 provides a process whereby a member state or the Commission must inform the

CPMP (and Commission) when it considers that one of the measures envisaged in Chapter 4

Title IX of 2001/83/EEC (previously Chapter V and Va of Directive 75/319/EEC), i.e.

(inspection) variation, suspension, revocation, should be applied to a centrally authorized
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product. The member state, or the Commission, must give detailed reasons and indicate

what it considers to be an appropriate course of action.

Notification leads to a CPMP opinion delivered within a time frame determined on a case

by case basis according to the urgency of the matter. The process does not guarantee the

MAH a right to be heard:

‘‘Wherever practicable the person responsible for placing a medicinal product on the

market shall be invited to provide oral or written explanations.’’

However, arguably, a situation would have to be serious and urgent and there would need to

be no other reasonable means of dealing with the matter so as to protect the public, without

cutting across the MAH’s rights, for this to be justifiable. This seems more likely to be

arguable, but not certain, where a temporary measure was proposed, pending a full

consideration of the issues and options available which would involve representations made

by the MAH.

The wording also suggests that the MAH has to choose whether to make oral or written

representations; but again, in context, it is probably correct to read ‘or’ as ‘and/or’ as there

will be circumstances when both written submissions together with oral presentation and

availability to respond to questions from the CPMP would be the best means to address the

issues.

The CPMP opinion is then converted into a Commission Decision. During this process,

member states are able to suspend the use of a medicinal product on their territory ‘where

urgent action is essential to protect human health or the environment’. Again, such action

must be notified immediately (the following working day) to the Commission and other

member states and is only acceptable pending the final determination of the issue at EC

level (Article 18.6).

Article 20

Article 20 envisages the CPMP formulating ‘opinions on the measures necessary to ensure

safe and effective use’ of centralized products ‘if necessary’ in the context of ADR

information received by the EMEA. The same procedure applicable to Article 18 applies.

Controversially, neither Article 18 nor 20 provides an appeal right for the MAH –

‘whenever practicable’. This is in contrast to the position relevant to procedures initiated

under Regulation 542/95 (as amended by 1069/98 and which has since become 1085/2003)

for compulsory variation of the MA pursuant to a provisional urgent safety restriction

imposed by the Commission, where the possibility of an appeal is envisaged as a result of

the cross-reference to Article 9 of Regulation 2309/93 on appeals procedures.

The drafting of the legal provisions is confusing. The process for the Commission to

follow in issuing a ‘provisional’ urgent safety restriction is not actually specified, but rather

is implicit in the Regulation. The MAH is obliged in these circumstances to apply for a

variation of the MA ‘taking into account the safety restrictions imposed by the Commis-

sion’. Precisely how such a measure fits in with Articles 18 and 20 is also not explicit:

‘without prejudice’ to Article 18, the procedure is set out in Articles 6 and 7 of Regulation

1085/2003. Consideration of the Review proposals for Article 18, however, place the

adoption of necessary provisional measures between the receipt of a CPMP opinion and the

adoption of a final decision, the time limit for which is 6 months. This would seem,
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therefore, to remain a process apart from the type of action contemplated by Regulation

1085/2003.

An MAH has an option, where a safety problem seems likely to result in compulsory

action, to take voluntary action (‘urgent safety restriction’) under Regulation 1085/2003. By

making proposals to the EMEA, to which the Agency does not object within 24 hours, the

MAH is able to introduce its proposed measures and to make a corresponding application

for the variation of the MA.

Failures to meet adverse drug reaction reporting requirements

Assuming no deliberate concealment of information, there may be a number of reasons why

compliance failures occur. In the last 10 years, the list of reasons has changed. Short-

comings, which might have been described as common in Europe in the early 1990s, are

very much less likely to be encountered in the prevailing regulatory climate, in which

product safety and pharmacovigilance now occupy a central position. For example, since the

advent of ‘New Systems’ and the legal requirement for there to be an appointed ‘person

responsible’ (in the EU) for pharmacovigilance for each MAH, the once common occur-

rence of corporate groups setting up their pharmacovigilance functions with reference to the

rules and regulations applicable to the non-EU jurisdiction in which their head office was

based, is very much a thing of the past. The legislation forces companies to focus upon

operations and accountability within the EU.

Similarly, the failure of companies to devote adequate resources to pharmacovigilance is

ill- advised and increasingly unusual. The profile of the regulatory function generally within

pharmaceutical companies has grown tremendously over the last 10 to 15 years with the

realization that unless regulatory affairs are in order and without proper regulatory input into

policy and strategy development, the core of the business of pharmaceutical companies (i.e.

selling products), could be seriously undermined. The priority now given at EU level to

pharmacovigilance cannot be ignored. Current proposals for the review of the pharma-

ceutical legislation place considerable focus upon drug safety; and include proposals for the

end of five-yearly MA renewal linked directly to enhanced pharmacovigilance obligations.

Nonetheless, compliance failures can occur7 and may include:

• Misunderstanding the requirements. The more complex the requirements and the

greater the multiplicity of requirements imposed by different authorities, the easier it is

to make errors. It is still the case that the Commission’s aim8 of consistency across the

EU has still not fully been achieved, given that member states continue to insist upon

adding their own national requirements to those in Directive 2001/83. A misunderstand-

ing of terminology (e.g. ‘serious’, ‘severe’ and ‘relevant’) is not unusual.

7A small study in 16 countries in 2001, discussed at the Drug Industry Association Euro Meeting in Basle 5–8

March 2002, found problems in the following areas: confusion amongst personnel; difficulties in arrangements with

sub-contractors and non-compliance; lack of experienced personnel; lack of interaction between staff in post

marketing, clinical trial and epidemiological groups/departments; poor review of functions, poor quality control/

monitoring/auditing.
8‘Whereas it is the interest of the Community to ensure that the pharmacovigilance systems for centrally authorized

products . . . and those authorized by other procedures are consistent.’ Recital 57, Directive 2001/83/EEC.
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• Poor or incomplete SOPs. SOPs must be written to cover all aspects of pharmacov-

igilance procedures. Poor drafting will mean that SOPs are not comprehensive and

cannot perform the function of ensuring compliance. Moreover, failure to review and

update SOPs will ultimately result in out-of-date, non-compliant procedures and results.

Regular audit of pharmacovigilance clause functions is also important in order to

identify areas of procedure that are not applied, do not work or are incomplete/

inadequate. SOPs are an identified target for inspectors looking at a company’s com-

pliance with the legal requirements. (See Guideline 1618/01 on compliance.)

• Poor inter-company communication. This may lead to unnecessary delays in relevant

information being reported by the MAH. Increasingly, over recent years, various

regulatory authorities have shown that they are minded to try to look through the

separate legal personalities of different companies within (or even without) a corporate

group and to expect rapid exchange of information within those corporate groups,

particularly in relation to pharmacovigilance. As a matter of law, there are established

principles for respecting the individuality and separate ‘personality’ of companies,

which, although part of a global group of companies, may well be totally separate in

terms of their jurisdiction, operations and internal organization. Nonetheless, from a

product liability aspect, it is in the interests of the companies and corporate head-

quarters to ensure efficient exchange of relevant product and market information and

regulatory data between group members who have products in common. Moreover, in a

legal climate where the Directive and, pursuant to the Review, the Regulation; (see

Article 104.3 of 2001/83/EEC and Article 22 (proposed amendment) of Regulation

2309/93) requires reporting of ADR data of which a company should ‘reasonably be

aware’, the MAH must put in place and be able to demonstrate that it has a system in

which all reasonable steps are taken to place the MAH in a position to make such

reports. Even between unrelated corporate entities engaged in a contractual arrange-

ment, the guidelines indicate the authorities’ expectation that procedures in both

companies should be designed so as to ensure expedited reporting within 15 days of

receipt of data by the first company to receive the data, whether or not that company is

the MAH.

• Delay. This is usually consequential upon one of the other shortcomings above.

Inefficiency in company systems, can lead to backlogs developing.

• Failure to train representatives. As part of the company structure, representatives in the

field are often the first point of contact between the company and healthcare profes-

sionals. EC law makes it plain that company representatives have a clear role in

pharmacovigilance (see Article 21, Regulation 2309/93 and Article 103, Directive

2001/83/EEC). Failure to train representatives, and failure to establish procedures that

require and enable them to pass on promptly, information collected in the field from

healthcare professionals, can lead to companies overshooting the 15 calendar day (from

receipt by the representative) reporting period for spontaneous, serious adverse reac-

tions.

• Failure to provide for regular review. Before the requirements were introduced for

PSURs it was not unusual to come across MAHs who did not have adequate procedures
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in place for regular review of the totality of ADRs and safety data received within a

given period and comparison against the previous product record. In this way, for

example, increased incidence might be missed. The requirements under the legislation

for PSURs should make such omission impossible. However, inadequacies in PSURs

are a major focus of the compliance guideline 1618/01 and it is clear that the authorities

place considerable importance upon this aspect of practice. Proposals to remove the

requirement for 5-yearly MA renewals are largely dependent upon the operation of a

robust periodic reporting and assessment system. (Review proposals 5/3/02 COM

(2001) 404-1 and 404-2.)

• Poor follow up. It is a common criticism by regulators that reports are not adequately

followed up by MAHs. However, it may be that the MAH’s ability to undertake follow-

up is severely curtailed by the attitude and lack of cooperation from the original sources

of reports or lack of knowledge, such as when corroboration is sought from a doctor

when the original source is a patient or pharmacist. This highlights the general absence

in much of the EU of any legal compulsion for healthcare professionals to submit

reports. The European rules ‘allow’ (Article 101 Directive 2001/83) member states to

make reporting by healthcare professionals a legal requirement. In the majority of

member states, however, the professionals have not had this obligation imposed upon

them (an exception is Italy, where rules affecting doctors and pharmacists have been

introduced). The receipt of initial reports and of follow-up information may be affected,

therefore, by the knowledge of and approach to reporting that is characteristic of the

health professionals in particular member states. In some cases this may not be

especially well developed. For example, even in the more sponsor-controlled environ-

ment of clinical research, it seems practice may be patchy. Bohaychuk and Ball (1999),

in their book ‘Conducting GCP Compliant Clinical Research’ commented that it was

not uncommon for investigators to decide for themselves (irrespective of protocol)

whether to record an adverse event (AE) in a case report form and for follow up to be

confined only to the first stages of a clinical study.

• Failure to tie in licensees, distributors, joint venture and other partners. It is still

common for contracts between commercial partners to give low priority to the

arrangements for liaison in relation to pharmacovigilance. It is also still common for

these arrangements to be addressed only after a contract has been entered into and for

there to be little or, in some cases, no provision for exchange or supply of information.

Although imposing obligations does not guarantee adherence by a contractual partner,

total failure to set them out clearly in the first instance is a major oversight. Addressing

the issue only after a contract has been completed may give rise to delay and difficulties

when the parties cannot agree the arrangements in subsequent discussion, and may have

more far-reaching consequences when the structural and financial provisions are, or

would have been, affected by the arrangements necessary for pharmacovigilance prac-

tice (e.g. in a large contract where the cost of IT systems is an issue). Volume 9 now

makes it very clear that the regulatory authorities will expect to be informed of and, by

implication, satisfied by the arrangements put in place in these circumstances. Compa-

nies should be prepared to submit copy documents to provide information and to be

inspected for good pharmacovigilance practice. Whatever the legal position as to

whether a company has breached actual reporting requirements, a poor showing at an
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inspection is clearly undesirable for a number of reasons, including loss of credibility

with regulators and exposure in product liability terms.

• Failure to learn from mistakes/experience. The consequences here are self-evident.

Consequences of failure to meet requirements

The consequences of failure to meet requirements can be roughly divided into three

categories:

• regulatory

• civil

• criminal.

The consequences may apply to the MAH, to the individual who is appointed as PRP and

also to other officers of the MAH. It may be thought that the appointment of a ‘person

responsible’ would insulate all other senior company officers from any responsibility in

relation to a failure of compliance, but this is a misconception. As a matter of law, and

depending upon the provisions applicable in the member state dealing with the breach, it is

possible for other officers of the company of sufficient level of authority and having some

degree of responsibility, involvement and/or knowledge to be made subject to enforcement

proceedings.

Regulatory consequences

Regulatory consequences will affect the MAH and the MA itself. A loss of credibility with

regulatory authorities can be a serious commercial concern. A failure in reporting com-

pliance may ultimately result in product safety being reviewed (see below), although it is

probably actually more common for failures in reporting to come to light ‘after’ a product

safety issue has already been identified.

It is very doubtful that a breach of pharmacovigilance requirements could ever justify

revocation of an MA in the absence of a clear and immediate safety concern of a serious

nature (i.e. whether the technical breach alone would be significant justification). As

discussed above, Directive 2001/83 provides for suspension or revocation of authorizations

where the product proves harmful in normal conditions of use, its therapeutic efficacy is

lacking, or where its qualitative and quantitative composition is not as originally declared

where the ‘particulars’ supporting the MA are incorrect or have not been amended or where

quality controls have not been carried out. (N.B.: the ‘particulars’ include details of adverse

reactions, warnings, precautions, etc.; see Article 116 and Article 117; see also Regulation

2309/93 for equivalent provisions for centralized products). Directive 2001/83/EEC refers to

suspension or withdrawal taking place where it is necessary for the protection of public

health. As mentioned, in the case of Pierrel SPA versus Ministero Della Sanita (C183/92, 7

December 1993), the ECJ found that the only grounds upon which revocation would be

justifiable by the Italian authorities were those mentioned in the Directive (then 65/65/EEC).

It is not open to competent authorities (central or national) to add to those provisions.
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Therefore, it seems that any failure in pharmacovigilance compliance must be more than a

technical breach: it must raise a question of safety, quality or efficacy for a revocation of the

authorization to be justifiable and consistent with the terms of the Directive. In contrast, US

provisions for post-marketing reporting of adverse drug experiences state, ‘If an applicant

fails to establish and maintain records and make reports as required under this section, FDA

may withdraw approval of the application and thus prohibit continued marketing . . .’
(Paragraph 71, 423 S314.81). (Note: amendments proposed pursuant to the Review to these

provisions do not require a product to ‘prove’ harmful, only for the ‘view to be taken’, i.e.

by the competent authorities, that it may be. This is a shift in emphasis that has worked its

way into the draft legislation pursuant to the Review in order to clarify that the authorities

may act upon reasonable suspicion rather than upon proof, applying the precautionary

principle to the protection of public health.)

There is an obvious possibility that a breach of a pharmacovigilance obligation would

provoke/justify competent authority inspection (ad hoc, and/or increased frequency of

periodic inspections). Where products are nationally authorized, local law will be applicable

in respect of operations taking place within the jurisdiction. Member states’ national laws

may assign wide powers to the competent authority inspectorate (e.g. UK Medicines Act

1968, Section 111 et seque). Directive 2001/83/EEC clearly envisages ‘repeated inspections’

to ensure compliance with legal requirements (see Article 111). Although the inspection

provisions were originally placed in the legislation in the context of the regulation of

manufacturing operations, it has arguably been the basis for inspections to be undertaken by

certain competent authorities in much broader circumstances and, with the modification of

the legislation, is more clearly applicable.

Where a product is centrally authorized, the responsibility for following up pharmacov-

igilance matters rests with the EMEA. However, the EMEA has no real manpower for the

conduct of inspections and EC legislation generally envisages cooperation between the

Community and member states. The mechanism for an inspection in those circumstances,

would be liaison between the EMEA and the member state(s) in which the MAH conducted

relevant operations, where the pharmacovigilance function took place. Regulation 2309/93

envisages the Commission, in such circumstances, coordinating the ‘supervisory responsi-

bilities’ of member states. The concept paper envisages the results of inspections being

provided to the MAH with an opportunity for comment being afforded. As a matter of

proper practice, established at national level, due process would dictate an opportunity to

respond and a mechanism for responding to any enforcement action that an authority may

institute. Article 17 states that the ‘supervisory authorities shall have responsibility for

exercising supervision over MAHs’ in accordance with Chapter V of Directive 75/319/EEC

(i.e. pharmacovigilance activities), now Chapter 4 Title IX of 2001/83/EEC. The Regulation

actually defines ‘supervisory authorities’ as those who have granted a manufacturing

authorization, or where batch control and release of third-country imports takes place. This

may not, however, be the same country as that in which the company bases it pharmacov-

igilance activities. However, ‘supervision’ and enforcement are not necessarily synonymous,

and this does not seem to rule out action by another member state with legal jurisdiction,

perhaps at the supervisory authority’s request. This remains speculation in the absence of

any actual examples.

Article 17.2 of Regulation 2309/93 provides further for ‘serious disagreements’ between

member states as to MAH compliance with manufacturing or pharmacovigilance require-

ments to be settled by the Commission requesting an inspector from the supervisory
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authority to undertake a further inspection accompanied, if required, by an impartial member

state, and/or a Rapporteur or expert nominated by the CPMP. Member states are also obliged

to refer to the CPMP concerns arising and proposals for action to be taken where they

consider one of the measures covered in Chapter Vor VI, Directive 75/319/EEC or 2001/83/

EEC (pharmacovigilance sections) should be applied.

Civil consequences: – product liability

Although, in the context of personal injury claims, the MAH and other parties (e.g. doctors,

licensing authorities) may all be the target of proceedings, it is usually the MAH pharma-

ceutical company, perceived as having ‘deep pockets’, that is the prime target for claimants.

Claims for negligence based upon a failure to act with reasonable care (e.g. to obtain or act

upon pharmacovigilance data) and/or the supply of a product that is ‘defective’ in legal

terms (e.g. because its labelling was not amended, pursuant to the receipt and review of

pharmacovigilance data so as to give adequate warnings and precautions) are always

possible.

Tables 10.5 and 10.6 set out in very simple terms the necessary ‘ingredients’ for

establishing product liability, either in negligence or under statute: so-called ‘strict liability’.

All of the elements of each of these legal wrongs must be present in a given situation for

liability to be established. In negligence, therefore, where the claim is made against the

person alleged to owe the duty of care (in the context of this chapter this will be the MAH

putting the product on the market), proof of causation, without a lack of reasonable care

Table 10.5 Criteria for negligence (N) – D+L+F+C¼N

D: Duty of care Owed to the claimant; easy to establish in the case of the supplier/manufacturer

vis à vis the patent who uses the product

L: Lack of

reasonable care

Evidenced by a failure (through an act or omission) to conduct operations

according to accepted standards applicable at the time – i.e. a breach of

regulatory requirements, or possibly failure to take account or apply (industry)

guidelines

F: Foreseeable injury Of the type likely to occur following the failure identified (e.g. side effect of

the drug)

C: Causation The lack of reasonable care must have caused/contributed to the injury; if a

label would not have been read by the patient in any event, then an omission

from it might not have ‘caused injury’

Table 10.6 Criteria for strict liability (SL) – D+D+C¼SL

D: Defect Widely defined – product design defect, manufacturing error, or deficiency in

‘presentation’, i.e. product information labelling which renders the product

safer than persons generally are entitled to expect

D: Damage To person (or property) flowing from the defect

C: Causation See Table 10.5
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having occurred, will not afford the claimant a remedy. However, the chief distinction

between negligent liability and so-called strict liability is that, in the case of the latter, fault

is not required to be shown. To establish strict liability (Directive 85/374/EEC) the claimant

must establish against the ‘producer’ (manufacturer/supplier/first importer into the EU), that

the product was ‘defective’ (for the purpose of the law, this could refer to shortcomings in

its presentation, design or manufacture) and that it caused the injury suffered. In practice,

claims in negligence have outnumbered strict liability cases. It is only in recent years that

strict liability claims have started to emerge in personal injury cases.

It would not be at all unusual for claimants in personal injury actions to look for a

regulatory compliance failure on the part of a company defendant. The demonstration of a

regulatory breach will significantly assist the plaintiff in establishing lack of reasonable care

(i.e. conduct falling below acceptable standards) for the purposes of a negligence claim. In

fact, whether the alleged failure is directly relevant to the injury or not, it can be used to

demonstrate a more general lack of care in the operation of corporate systems with

prejudicial effect. Indeed, a breach of legal requirements may not be necessary to establish

lack of care. Failure to apply accepted standards (e.g. recommendations in guidelines) may

be significant in the absence of good reason on the part of the MAH. Failure to warn is a

common element of many pharmaceutical product liability cases, where the pleadings

(of negligence and strict liability) might be expected to assert that had the labelling

accurately dealt with contraindications, precautions and/or warnings, the patient would have

avoided the injury allegedly suffered, either because the product would not have been used/

administered at all, or the patient would have been monitored, advised (by the treating

doctor), or managed differently so as to avert injury.

In a case where pharmacovigilance omissions are identified that can be said to lead to no/

or an insufficient response being adopted by the MAH (especially where the regulatory

authorities have taken some form of action, or simply criticised a company), then the

plaintiff is a significant way towards establishing a case for lack of reasonable care in

negligence, or that the product was defective in strict liability terms, because it was not

presented accurately and was, therefore, less safe than persons were entitled to expect, given

the content of the labelling.

Table 10.7 sets out a hypothetical example that briefly illustrates the basic issues. In this

situation, the company has received reports of serious unexpected possible ADRs. The

Table 10.7 Example

Product X MA granted in 1993

Patient A prescribed product in July 1994

Company receives several reports of serious unexpected possible ADRs early May 1994

Follow-up poor and protracted

Reports not filed for 12 weeks; company takes no further action thereafter

Mr A suffers serious reaction (same as those reported) end July 1994

Following eventual receipt of reports, regulatory authority reviews product safety profile and (a) takes

it off market, or (b) strictly limits its use and amends warnings and contraindications (identifying an

ascertainable group of patients in whom use is discouraged) in September 1994

Mr A sues, claiming he would not and should not have been exposed to the drug at all; he falls within

the contraindicated group
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product has not long been on the market and is probably under intensive monitoring. Where

those professionals reporting the events clearly suspect them to be ADRs, the company

should have treated them as such and notified the authorities with basic information

immediately, supplying follow-up data as it was obtained and affording the authorities the

opportunity to pursue their own line of enquiry. To report only after follow-up and then not

to consider (aside from compulsory activity by the authorities) what would be an appropriate

response would not amount to reasonable, responsible conduct, especially when the

authorities subsequently take action to withdraw/amend the MA.

In such circumstances, Mr A can make a good case for saying that swifter action by the

company would have resulted in earlier product withdrawal/MA or labelling amendment

such that he would not have been exposed to the risk of hazard.

There are factors that might alter the legal assessment of such cases. For example, had the

information received been garbled and difficult to draw any conclusions upon, or insufficient

to constitute an ADR report, the delay in following up until the ‘minimum’ information

necessary was available might not be unreasonable where action could not be taken until

intelligible, assessable data were obtained. If follow-up were unsuccessful, the ability to

demonstrate that all reasonable steps had been taken by the company would be crucial.

(Note: in the USA, regulatory requirements require a report of ‘steps taken to seek

additional information and the reasons why it could not be obtained’ with regard to 15-day

alert reports.)

It may be that even had a label change been implemented earlier, Mr A’s doctor would

still have prescribed X, judging the potential risks to be outweighed by the potential benefit

and that Mr Awould have agreed to take it, so that the omission/defect did not actually lead

to the injury and the label change would not have changed the course of events. This line of

argument can be problematic where the compulsory regulatory action taken is MA

suspension followed by revocation. It may well be less likely (although not impossible) that

the exercise of medical discretion would have led to the prescription of a withdrawn

product.

The company’s failure to amend labelling or withdraw the product might still be

acceptable if the company can show that it did promptly, fully and properly consider the

data, but reasonably (i.e. for good, identifiable, recorded reasons) decided in all the

circumstances to leave the product on the market in its current presentation. Subsequent

compulsory action by the authorities, defended by the company, would not render a well-

considered decision unreasonable retrospectively, although that fact is likely to test

strenuously the rationale of the company’s earlier decision making. In general, in any event,

although certainly influential, the decision of an authority will not be determinative of

whether there has been negligence or whether a product is defective.

Criminal consequences

The possibility of criminal sanctions for breach of pharmacovigilance requirements arises in

a number of member states, including the UK. They may be applied to MAH companies and

to individual employees, including the ‘responsible persons’, with the resulting prosecution,

in the worst cases, leading to a fine and/or imprisonment, loss of reputation and, in the case

of individuals, loss of employment. These sanctions are clearly, for individuals, potentially

very serious consequences and highlight the level of responsibility imposed upon those

taking on the role of ‘person responsible’ for pharmacovigilance. Having said this, within
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Europe, individual prosecutions are relatively rare in relation to regulatory breaches

generally. It is difficult to identify any publicity within the EU of any prosecution of a

private individual in cases of non-compliance with MAH obligations since the requirements

were introduced.

Where nationally authorized products are concerned, the relevant local provisions may be

applied by the member state in respect of the MAH and possibly company officers, including

a ‘person responsible’ whose identity is notified to the authorities. With regard to mutual

recognition products, these are still locally granted authorizations and breaches could be

expected to be dealt with on a local level with liaison between authorities.

The relevance of local sanctions to breaches occurring in relation to centrally authorized

products, where the competent authority is the EMEA/Commission, must be examined further.

The Commission has no powers of prosecution, no criminal competence in this context and the

regulations and legislation do not currently contain any specific reference to types of sanction.

(But note, the Review provisions foresee the Commission having powers to impose fines in

certain cases of breach of the Regulation.) However, the EC does expect member states to take

proportionate measures in order to enforce EC law. It is expected that member states will

enforce the law with the same effectiveness and thoroughness as national law (see Council

Resolution 95/C 118/01). As with regulatory supervision, the mechanism, therefore, is for

authorities at EC level (EMEA/Commission) to request a member state or states to take action

according to their local provisions in respect of MAHs/persons responsible, etc. operating

within their jurisdiction. Article 69 of Regulation 2309/93 specifically provides that member

states must determine the penalties for infringement of the Regulation. These penalties must

be ‘sufficient to promote compliance’. If a breach occurs in certain jurisdictions, then this

might constitute an offence, but the MAH could, it would seem, be subject to different

enforcement action in other member states where the locally provided penalties are less strict.

Table 10.8 shows the differences between somemember states in their provisions for sanctions

for breaches of pharmacovigilance regulations. For example, in the UK, the Medicines Act

1968 provides for criminal sanctions for several offences and, under Section 124, for the

individual ‘personal’ criminal responsibility of corporate officers. Under Regulation 3144 of

1994, which implements all recent EC pharmaceutical directives, enforcement powers are

expressly reserved in respect of ‘EU obligations’, which include those relating to pharmacov-

igilance (see Schedules 3, 10 and 14). The legislation makes no distinction whatsoever

between action taken where centrally authorized products are concerned and where products

have national authorizations. However, it would be unlikely that a member state would act in

respect of breaches concerning a centralized product without first reporting/referring to or

receiving a request from the competent authority – EMEA/Commission/CPMP.

It is clear from EC legislation (see above) that the member states’ competent authorities

are expected to monitor compliance and to keep the European authorities well informed.

Under UK law, criminal prosecutions against individuals are still relatively rare and, indeed,

prosecutions generally are undertaken only in clear-cut cases, since the competent authority

must make a significant commitment of its limited resources. However, EC policy in

addressing regulatory obligations and allocating regulatory responsibility is increasingly to

nominate individuals within MAHs for key responsibilities at the regulatory level with the

intention, no doubt, of focusing activity and attention, and improving compliance. For this

to be achieved, there must evidently be potential for sanctions to be imposed where

standards are not achieved, particularly where there are marked consequences for patient

health.
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Safety in research products

Regulatory controls

Although this chapter is concerned with marketed products, some comments should be

added concerning products in development. Until Directive 2001/20/EEC on Clinical Trials,

there was no European-level legislation relating specifically to the conduct of clinical

research. (Directives 65/65/EEC and 75/319/EEC addressed only the technical aspects of

the content of dossiers compiled for the purposes of making an MA, i.e. ‘analytical,

pharmacotoxic . . . and clinical standards and protocols in respect of the testing of medicinal

products’, and imposed a generalized requirement for ‘good clinical practice’ in research.)

Controls were purely a matter for the national authorities and local legislation. This situation

will continue until implementation of the new Directive by member states during 2003–04

(and by May 2004 at the latest). Until that time (and possibly even after it) the various

different methods of trial authorization and control of trial products and practices will

Table 10.8 Pharmacovigilance – member states (survey McKenna & Co., autumn 1996 and spring

1997)

Country Legislation Offence Sanction

Belgium Law on Medicinal Products

25.3.1964 (as amended),

Royal Decrees 3.7.69

(as amended) 7.4.95

Breach may be punished by

criminal sanction or

administrative fine; depends

upon seriousness

Imprisonment (8 days to 1

month) and/or fine

(BEF100–1000 3 200)

Administrative fine

(BEF100–500 3 200)

Germany German Drug Law 1976

(as amended), Regulation

(Pharm. BetrV) Federal

Health Office (BGA) 1991

(due to be replaced by

announcement of Federal

Institute (BfArM))

Administrative offence Fine up to DM50 000

(criminal liability for bodily

injury or involuntary

manslaughter)

Italy Presidential Decree No. 93

25.1.91, Decree of Ministry

of Health 20.4.91, Circular

of Ministry of Health

29.4.93, Law 24.1.96,

Legislative Decree No.

44.F18-2-97

Administrative sanctions

for breach of rules with

regard to institution of

pharmacovigilance services:

fines from Itl30 million to

Itl180 million (MAH and

person responsible)

Penalty Itl1 million Itl10

million and imprisonment up

to 6 months in cases of

violation of duty to record

and notify serious ADRs to

the competent authorities or

to file a report upon request

or periodic reports

Spain Law 25/1990, Royal Decree

767/93

Administrative infringement

(serious)

Fine 500 000–2 500 000 Ptas

(or five times value of

product)

UK Medicines Act 1968,

Regulation 3144 of 1994

Criminal offence Fine and/or imprisonment.

Fine £5000 (summary)

unlimited (indictment) and/or

imprisonment (2 years on

indictment)
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continue to vary by member state. This necessarily includes requirements relating to

reporting of adverse events/reactions.

Looking ahead, the Clinical Trials Directive will lead to a number of changes in handling

and reporting safety data. The objective of the directive in the context of pharmacovigilance

is to introduce harmonizing provisions for ‘the monitoring of adverse reactions occurring in

clinical trials using Community surveillance procedures, in order to ensure the immediate

cessation of any clinical trial in which there is an unacceptable level of risk’. It can be

expected that monitoring of trial sponsors’ compliance with the law, in particular through

‘good clinical practice’ (GCP) inspections, will develop significantly after the directive is

implemented. In a regulatory climate in which pharmcovigilance generally has assumed

major importance, safety reporting is likely to be a significant focus of such trial inspections.

As indicated, research has suggested that safety reporting in clinical studies is below

standard. In 41 per cent of 378 study sites audited by Bohaychuk and Ball (1999) ‘significant

under-reporting of safety information’ was uncovered.

The requirements (a) for reporting by the investigator to the trial sponsor and (b) by the

sponsor to the competent authorities of the member states (and ethics committees) are

contained in Articles 16–18 of the new directive. As in the case of marketed products, the

legislation sets out fundamental requirements, but envisages (Articles 1.3 and 18) the

drawing up and publishing of ‘detailed guidance on the collection, verification and

presentation of adverse event/reaction reports together with decoding procedures for

unexpected serious adverse reactions’. In the context of this directive, the guidance gener-

ated/adopted in line with Article 18 is advisory and there is no text explicitly requiring acts

to be done in accordance with the guidelines. In practice, however, the authorities are likely

to expect reference to the guidelines and cogent reasons for deviating from them. Some may

use the guidelines in developing the implementing local legislation.

It is also worth remembering that it is already a legal requirement and will remain so, if

data are to be acceptable to competent authorities, that clinical trial data should derive from

trials conducted in accordance with ‘GCP’ (Part 4, B Annex 1, 2001/83/EEC). The new

Clinical Trials Directive includes similar wording in Article 1.4. ADR reporting is a feature

of working to GCP standards.

Current law, i.e. Directive 2001/83/EEC, is not specific as to the basis of determining

GCP, but, in practice, the ICH guidelines (ICH/135/95), which have been in place since

January 1997, are and have been an obvious relevant set of standards for application to

European trials. Paragraphs 4.11, and 5.16,17 of the ICH GCP guidelines addressed safety

reporting and information as follows:

• Investigator obligations (Paragraph 4.11)

(a) To report serious AEs, immediately to the sponsor.

(b) To provide ‘detailed’ follow-up reports in writing.

(c) To comply with applicable regulatory requirements re reporting of unexpected

serious ADRs to regulatory authorities and ethics committees.

(d) To report AEs identified in the protocol as critical to safety evaluation to the

sponsor according to the protocol.

488 LEGAL ASPECTS OF PHARMACOVIGILANCE



(e) To supply information relating to deaths to the sponsor and ethics committees as

requested.

• Sponsor obligations

(a) Responsibility for ongoing safety evaluation of investigational products.

(b) To notify ‘promptly’ all concerned investigators, institutions and the regulatory

authorities of findings that could adversely affect the safety of trial subjects, impact

the conduct of the trial or alter the ethics committee’s approval or favourable

opinion.

(c) To expedite the reporting to investigators, institutions, ethics committees and

regulatory authorities of serious and unexpected ADRs.

(d) To comply with ‘applicable regulatory requirements’ and ICH guidelines on

expedited reporting.

(e) To submit to regulatory authorities safety updates and periodic reports ‘as required

by applicable regulatory requirements’.

By referring throughout to ‘applicable’ or ‘relevant’ requirements, the guidelines simply

advise compliance with the rules applicable in the countries in which the research is

conducted (and where the results may be used in a regulatory MA submission). What is

interesting about the pharmacovigilance provisions of the Clinical Trials Directive is that

Article 16 of the directive draws much of its text from the ICH guidelines. However, the

directive does/will impose some specific reporting obligations (e.g. as to time limits) upon

trial sponsors (Article 17).

It seemed highly unlikely that any future guidelines adopted pursuant to Article 18 of the

Clinical Trials Directive would be inconsistent with the ICH GCP standards. In July 2002,

the Commission released a draft of guidelines on the principles of GCP in the EU of clinical

trials (ENTR/6416/01). It specifically cross-referred to ICH GCP (135/95), which must be

‘taken into account’ in the conduct of clinical trials. At the same time, the Commission

released the draft ADR reporting guidelines (Detailed Guidance on the Collection, verifica-

tion and presentation of adverse reaction reports arising from clinical trials . . . ENTR/6422/
01). There were marked similarities between the draft and ICH guidelines, but the latter

contained recommendations that were not part of the ICH guidelines. In the consultation

process in relation to the draft EU guidelines a number of issues were identified as requiring

further consideration or revision. These included:

• resolving what approach should be adopted in determining whether there is an adverse

event or reaction, i.e. causation. The guidelines contained advice in relation to two

different tests: that a causal connection could not be ruled out and that there were

reasonable grounds to consider the existence of a potential link between the event and

the administration of the investigational product.

• Clarifying whether Annual Reports were to be required per protocol or per programme.
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The law is drafted in a way suggesting that annual reports are required per protocol at

intervals determined according to commencement of an individual study.

• Determining the practicality of reporting of individual ADRs to ethics committees and

the way in which ethics committees are to handle and respond to the data.

• Clarifying when trial sponsors should break a study blind in order to report to

competent authorities – when the event that may be a reaction occurs or at the end of

the study?

• Clarifying who determines expectedness of an ADR – investigator or sponsor?

• Addressing the overlap of trial requirements (which can include studies after the grant

of an MA) with the requirements for reporting in respect of marketed products.

ENTR/6422/01 was finalized in April 2003. Several issues thrown up by the previous

draft were clarified. Paragraph 6.2.2 provides that an adverse event ‘‘judged either by the

investigator or sponsor as having a reasonable suspected causal relationship’’ to the study

drug is an adverse reaction. The Annex clarifies that there should be evidence or argument

to suggest a causal relationship.’’ Paragraph 6.3.2 confirms the need to submit ‘‘once a year

throughout ‘‘the clinical trial a safety report. Where several trials are being conducted on the

same product, it is also provided that the report should include a ‘‘concise global analysis of

the actual safety profile’’ of the product. The provisions are still expressed on a per trial

basis. Further guidance has been given on the submission of ‘‘SUSARs’’ (serious unex-

pected suspected adverse reactions) to ethics committees (paragraph 6.3.1.6.5) allowing for

quarterly reporting. Expectedness is to be determined by the trial sponsor (paragraph 6.2.3).

Some post marketing studies falling within the clinical trials Directive will feed data both

into an annual safety report and into reports made pursuant to Directive 2001/83. The GCP

guidelines have not been finalized and are expected to re-emerge as a new directive.

Notwithstanding the finalization of Article 18 guidelines, it would not be surprising to

find member state regulatory authorities imposing additional reporting requirements locally,

as has happened in relation to pharmacovigilance in respect of marketed products and taking

individual approaches to interpretation.

Consent and risk

Achieving regulatory compliance in terms of adverse event/ADR recording and reporting

(and thus avoiding problems with regard to trial ‘authorization’) is only part of the legal

considerations related to the handling of safety data/information. Subject consent to trial

participation is not a ‘one off’ event. Conducting a trial lawfully and ethically requires

ongoing attention to the issue. A vital component of consent is information. In particular, it

is only when adequate information has been given to the individual that he/she can assess

the trial and the risks attached and make a proper decision as to participation. If the facts

concerning a product change, in particular in the hazards and/or level of risk relating to the

product and the change in fact may be such that a trial subject’s assessment of his/her

participation might be affected/informed by that information, that information should be

passed on promptly to the trial subject. Failure to inform may undermine consent. If

490 LEGAL ASPECTS OF PHARMACOVIGILANCE



information is deficient, a subject may have a claim in negligence and/or strict liability. For

example, if a subject continues in a study when he/she may otherwise have withdrawn and

suffers an adverse event of which he/she did not know but ought to have known was possible

through trial participation, there is the basis for a claim.

Personal data privacy

A discussion of the law concerning confidentiality and the protection of personal data

privacy would be a detailed and lengthy undertaking and, accordingly, is not part of the

scope of this chapter. However, it is a significant legal issue in the context of ‘‘processing’’

(see Data Protection Directive 95/46/EEC) pharmacovigilance data. Local implementation

of the EC directive has resulted in differing approaches to the processing of sensitive,

personal, health-related data, the provision of exemptions from requirements and certain

data – subjects’ rights (e.g. access to personal data held). The rules are relevant to all

aspects of the ‘processing’ (everything from the collection, to the recording and circulation

of data) of ‘personal data’ (i.e. which identify an individual or from which an individual

could be identifiable) and, therefore, affect:

• the drafting of consent forms in clinical trials which consent to collection, use, and

transmission of personal data to regulators and also out of the relevant jurisdiction may

easily be sought

• receipt recording, storage, access, anonymization of data;

• reporting to regulatory authorities (these should be anonymized, but, in practice are not

always supplied in that form).

A data privacy/protection assessment of all pharmacovigilance processes and procedures is,

therefore, essential.
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