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PREFACE
In 1999, WHO published a manual entitled Marketing
Authorization of Pharmaceutical Products with
Special Reference to Multisource (Generic) products
- a Manual for a Drug Regulatory Authority. After
an initial distribution of two thousand copies to the
Regulatory Authorities of WHO member countries,
more than three thousand additional copies were
printed and distributed in response to requests.
Feedback was received from many who have used
the manual in their assessment work or in training
courses. The manual became known as the Blue Book
and has been used as reference document when the
WHO Prequalification of Medicines Programme
started in 2001.
This is the second edition of the Blue Book. In
developing this new edition, many practical
suggestions made by regulatory officials were taken
into account and incorporated as far as possible.
Now included are a series of documents that will
be of practical assistance to regulatory authorities,
including checklists, flow charts, model evaluation
reports and model correspondence. Relevant WHO
guidelines (such as those concerning stability and
bio-equivalence testing) are referenced in the text but
are no longer attached for these reasons:
• With the additional material to be incorporated in
this edition, the Blue Book could have become long
and cumbersome;
• Updated versions of guidelines may become
available before a new version of the Blue Book is
produced;
• All of the relevant guidelines are available via the
WHO website 1.
An important addition is the section concerning Good
Regulatory Practice.
The Blue Book should be seen as a dynamic document
that responds to a rapidly changing environment.
Further updates may be anticipated. When the book
will be published it may not reflect the latest WHO
guidelines nor the latest Prequalification practices
and readers should note that when documentation or
websites are referenced, the latest edition should be
consulted.
While WHO recognizes the value of the technical
guidelines that have been prepared by the International
1 www.who.int/medicines
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Conference on Harmonization (ICH), to date ICH has
focussed on new chemical and biological substances,
and new dosage forms that contain new substances.
However regulatory requirements for multisource
(generic) medicines are somewhat different, and these
are the main focus of the Blue Book.
Like the first edition, the new Blue Book offers
regulatory authorities a number of options for the
administration of medicines regulation. In the case of
pre-marketing evaluation, the options can be grouped
into three broad categories:
• No pre-marketing evaluation;
• Verification of regulatory status in other countries;
• Full assessment of application data.
The first option puts patients and public health at risk
and is obviously not acceptable. For most countries
the most realistic approach is a combination of the
other two options. This requires setting up a system
that will permit:
• Identification of reference countries or authorities
whose regulatory decisions are considered
acceptable or recognizable; and
• Conducting assessments of applications on the basis
of a number of criteria established within the limits
imposed, on one side, by a reasonable certainty of
filtering out substandard, unsafe products and, on
the other side, by the available human and material
resources.
This manual is based on the above considerations
and aims at providing technical advice to countries
intending to strengthen their pre-marketing
evaluation and marketing authorization system.
It is intended in due course to develop a separate
manual to address aspects of post-marketing
control, which is an equally important component
of a regulatory authority’s activities in assuring the
quality, safety and efficacy of medicines.
This document, as the previous version, was developed
by Dr Susan Walters, former staff of the Therapeutic
Goods Administration of Australia. The draft was
circulated for comment to national medicines
regulatory authorities within WHO’s Member States
and discussed at several informal consultations
convened by WHO in Geneva and elsewhere. Specific
contributions were made several WHO staff and by:

Fudziah Ariffin,
National Pharmaceutical Control Bureau, Malysia
Esperanza Briceño,
Ministry of Health, Caracas, Venezuela
Charunee Krisanaphan,
Food and Drug Administration, Thailand
Hui Keng Lee,
Health Sciences Authority, Singapore
Gugu Mahlangu,
Medicines Control Authority, Zimbabwe
Maryam Mehmandoust,
AFSSAPS, France
Celeste Sánchez,
CECMED, Cuba
Josephine Serau,
formerly with the Bureau of Food and Drugs, Philippines
Linda Sitanggang,
National Agency for Food and Drug Control, Indonesia
Amor Toumi,
Direction de la Pharmacie et du Médicament, Tunisia
Prapassorn Thanaphollert,
Food and Drug Administration, Thailand
The text has been finalized by Dr Valerio Reggi and Dr Samvel Azatyan, WHO.
This document has been produced with the financial assistance of the Bill and Melinda Gates Foundation and
the European Community. The views expressed herein are those of the authors and can therefore in no way
be taken to reflect the official opinion of the Bill and Melinda Gates Foundation or the European Community.
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1. INTRODUCTION
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As outlined in WHO’s Guiding Principles for Small
National Drug Regulatory Authorities [3] an important
task for a national medicines regulatory authority
(NMRA)2 is to institute a system which subjects all
pharmaceutical products to premarketing evaluation,
marketing authorization and postmarketing review
to ensure that they conform to required standards of
quality, safety and efficacy. This manual is intended to
provide guidance to countries that do not already have
a fully developed system of premarket evaluation and
market authorization, and have a particular interest
in the assessment and authorization of multisource
(generic) pharmaceutical products. Many of the
principles apply to other groups of medicines (such
as complex biologicals and ‘alternative’ preparations),
but most details may be specific to multisource
products.
Because it has responsibilities in public health, in
most countries the NMRA is located in, linked to or
reports to the Ministry of Health.
For the purposes of this manual, the term medicines
regulatory authority means a network that administers
the full spectrum of medicines regulatory activities,
usually at a national level, including at least the
following functions and sometimes others:
• Marketing authorization for new products and
variation of existing authorizations;
• Quality control laboratory testing;
• Good Practice inspections/audits and licensing
of manufacturers, wholesalers, other distribution
channels, clinical trial centres, and laboratories
responsible for quality control and toxicology
testing;
• Adverse drug reaction monitoring (pharmacovigilance);
• Provision of medicines information and promotion
of rational use of medicines;
• Control of promotion and advertising;
• Monitoring of Medicines Utilization;
• Enforcement operations.
In some regulatory systems the functions of an
individual NMRA may be more limited. The manual
may still be used when, for example, the NMRA is
confined to marketing authorization activities.
2 Since the evolution of the WHO Essential Medicines Concept after its
inception in 1977, the term “medicine” is preferred rather than “drug”
for common use in WHO documents.
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This manual provides detailed guidance on the
structure and operation of those functions of a
NMRA that deal with premarket evaluation and
marketing authorization, also known as medicines
registration. The other activities are a necessary
complement to the marketing authorization function
but are not discussed in detail in this document. The
principles underpinning premarket evaluation and
the marketing authorization process are discussed in
WHO’s Guiding Principles for Small National Drug
Regulatory Authorities[4].
The advice in this manual is intended to be
independent of local political and legal structures.
Instead of being prescriptive, it describes options
from which governments and regulatory authorities
can select the most suitable path, depending on
current circumstances.
Marketing authorization applications can be classified
broadly into three groups, comprising applications
for:
• Products containing new chemical or biological
active pharmaceutical ingredients (APIs), new
routes of administration, new strengths, new
indications, new fixed-dose combinations;
• Multisource pharmaceutical products (generic
products): including new marketing authorization
holders and new dosage forms;
• Variations to existing marketing authorizations, (e.g.
reformulations, new shelf life, new manufacturing
sites etc).
Evaluation of the complex toxicological and clinical
data which accompany new chemical entities requires
resources and experience that are usually found
only in NMRAs with substantial funding and skills.
Countries with more limited resources may wish to
give priority to well established medicines and await
the outcome of detailed premarketing evaluation of
safety and efficacy, and postmarketing surveillance
of safety, by the well resourced authorities before
considering issuing marketing authorizations for
newer medicines (see “Collaboration with other
NMRAs” below). If a new medicines appears to be
important for an endemic disease, a report may be
available on request from one of the well-resourced
NMRAs. If not, WHO is usually able to provide
technical advice.

THE BLUEBOOK
CHAP. 1 | Introduction

A number of existing international guidelines that
are directly relevant to this manual are referenced
in the Table below entitled Guidelines to consider
during an evaluation. Updates of guidelines are
issued from time to time, and it is the current issue
that will usually be the most relevant. Key terms used

in the manual are defined in the Glossary (see below).
A list of abbreviations also appears below under the
heading Abbreviations.

2. PROVISIONS AND PREREQUISITES FOR
REGULATORY CONTROL
2.1

Political will and commitment

No NMRA will be successful in implementing these
guidelines if it does not have full and continuing
government support, including when the government
changes. The government must provide:
• Clear, firm, and equitable legislation that addresses
all the relevant issues and carries appropriate
sanctions for violations (see [4]);
• Support in the form of financial and other resources
that are commensurate with the designated
functions, particularly in relation to staffing and
the resource needs for the GMP inspectorate and
quality control laboratories;
• Advocacy in the political arena, and particularly a
willingness to defend decisions and policies which
may be unpopular with vested interests but which
are to the benefit of public health;
• Support when legislated sanctions are imposed for
violations of legislation;
• Fair but firm implementation of accountability
provisions.
The relevant political authority is usually the Minister
for Health but may be a person or persons under a
different title, depending on the country’s legislative
system.
The appropriate level of financial support depends on
what functions the government intends the NMRA to
undertake. If an authority is expected to review only
well established medicines products, not products
containing new chemical or biological APIs, and to
rely mainly on decisions made by NMRAs in other
countries, it would be reasonable for financing to be
sufficient for only these functions, with allowance
for the evaluation of interchangeability and of

locally developed and manufactured products. More
extensive responsibilities would require additional
resources. A system of fees for evaluation of
applications and subsequent retention fees to
maintain the marketing authorization is one means
of recovering costs and is further discussed below.
The budget should be subject to adjustments
according to the resources required for the NMRA’s
functions as they evolve.
A number of decisions of principle must be made by
government at a very early stage (see below). These
decisions should be issued in writing, and should not
be changed so often that a coherent and consistent
approach becomes impossible.

2.2

Legislation

The minimum provisions required for national
medicines regulatory legislation are set out in the
WHO guiding principles [3, 5]. Inter alia legislation
should provide for establishment of the agency and
definition of its responsibilities and powers, including
the powers necessary to acquire an initial inventory
of products already on the market and to access
premises where medicines are manufactured, stored
or sold in order to inspect the site and collect samples.

2.3

Definition of responsibilities

As noted above, ultimate responsibility for the
marketing authorization function lies with the
country’s government and the responsibilities and
powers that are assigned to the NMRA must be
defined in legislation. The minimum necessary
activities are as follows:
• Establishing and maintaining an inventory of the
products available on the local market;
7
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• Premarket evaluation of new products;

2.4.2 Premises

• Ensuring that a complete data-set on quality is
available;

Data submitted by applicants for marketing
authorization should be stored with sufficient security
to give the applicants the confidence that they cannot
be subject to theft or unauthorized copying. As far as
possible, premises should be fire- and water-proof.

• Ensuring for NCE that a minimum set of nonclinical and clinical information is available;
• Evaluating, as appropriate, either data on quality,
safety, efficacy or relying on a WHO-type certificate
(see glossary) or on the assessment reports provided
by another NMRA;

The BLUE BOOK

• Ensuring that newly authorized products containing
well established medicines are interchangeable
(as defined in the glossary) with locally marketed
products, and that the approved product information
is accurate and locally useful;
• Issuing a written marketing authorization (or
rejection) on completion of the assessment process;
• Evaluating applications to make changes to product
information and to pharmaceutical aspects of
existing marketing authorizations;
• Noting possible breaches of legislation and referring
them to the investigatory arm of the NMRA.
In addition to marketing authorization activities,
NMRA staff may be given responsibilities such
as handling of donations, licensing, GMP and
distribution channels inspections, enforcement and
investigation, promotion of rational use of medicines,
provision of medicines information, control of
company promotion, monitoring of adverse
drug reactions, publication of information on
pharmaceuticals (e.g. a newsletter), and studies
of medicines utilization to enhance rational use
of medicines and assess the impact of regulatory
decisions. In some countries, the purchase price
may be a consideration in reaching a decision on
marketing authorization.
As already indicated, resources provided to the
NMRA for performing marketing authorization
activities should be consistent with the defined
responsibilities.

2.4
2.4.1

Resources for the marketing
authorization function
Staff

Resources should permit employment of a sufficient
number of staff with the appropriate skills to
undertake the functions that have been designated
by the government.
8

Professional staff whose responsibilities include
sustained periods of concentration will perform more
efficiently, in terms of output and reliability, in quiet
surroundings.

2.4.3 Archiving
Access to earlier documents is essential for technical,
legal and political reasons, and must be considered at
the time the data are first stored. Electronic archiving
has considerable advantages in terms of information
retrieval, but is not yet sufficiently durable and reliable.
For the foreseeable future, electronic archiving should
be backed up by storage of paper copies.

2.4.4 Computers
Given:
• The numbers of applications likely to be processed
by a NMRA;
• The quantity of information associated with each
application; and
• The frequent need for rapid retrieval of information,
computerization is the most viable means of
recording and keeping track of applications and
marketing authorizations.
The process of keeping a record of the progress of an
application at all stages and of the status of marketing
authorizations is known as tracking. These are some
examples of the information that a computerized
system can provide:
• The progress of a particular application for
marketing authorization;
• All premises for which a GMP inspection/audit is
due or a report is available;
• Applications that have been awaiting evaluation for
a given period of time;
• The reference number or date of the currently
approved product information;
• Details of previous decisions taken on the same or
similar active ingredients;
• A list of marketing authorizations that are due to
expire over the next 12 months;

THE BLUEBOOK
CHAP. 2 | Provisions and Prerequisites for Regulatory Control

• A list of post-approval obligations that are due over
the next 3-8 weeks.

retention fees relate to the other functions of the
NMRA, such as postmarketing activities.

Applications for variations should also be listed
on a computerized system, because even if their
progress is often too rapid for tracking to be valuable
it will nonetheless permit retrieval of information on
variations after they have been approved.

Whether fees are set high enough to recover all or
only a part of the NMRA’s costs should be determined
by the government. If cost recovery is set at 100% of
total costs, there is a risk that the NMRA’s budget will
fluctuate unacceptably from year to year in parallel
with the variability in the numbers of applications.
If only part of the costs is recovered, the remainder
is usually funded by the government from general
revenue. If cost recovery is set at a proportion of
total costs, for example 50% of total costs, one option
is to define those agency functions that are funded
by the government, such as pharmacovigilance
and provision of courses for general practitioners in
rational use of medicines.

The country’s register of authorized medicines
products is most easily maintained in electronic
format so that the dataset can be quickly searched for
relevant information.
Access to the internet is of immense value to an
NMRA, both for e-mail communication and to obtain
information from relevant websites. Probably all well
resourced NMRAs have a home page which smaller
national authorities will find invaluable as a source of
information.
The costs and benefits of computerization are
discussed in detail in a WHO document on How to
introduce computer-assisted drug registration[6]. The
WHO manual entitled A model system for computerassisted drug registration, User manual [7] should
also prove useful.

2.5

Fees and cost recovery

A number of countries impose fees for the evaluation of
applications for new marketing authorizations. Some
countries also impose retention fees (usually annual)
after the authorization has been granted. As well as
contributing to cost recovery and therefore to better
medicines regulation, application fees discourage
applications that may never result in a marketed
product (applications which “test the water”). The fees
should be collected by the NMRA and used by it to
fund regulatory activities.
Fee income could allow for staff numbers to be
adjusted so as to match the current workload. At
times when the number of applications is high, the
inome from fees will be higher and more staff can
be employed. It takes time and resources to train
additional evaluators so, when application numbers
are low, it is better to redeploy them (for example as
GMP or distribution channels inspectors) rather than
dismiss them, so that they are available for future
periods of high work-flow.
If fees are imposed, they should be high enough to
contribute significantly to the efficient and effective
functioning of the NMRA. Application fees relate to
the cost of the marketing authorization system, while

Fees are usually set as a proportion of the cost of
the work that the application will generate, i.e. the
nature and amount of data to be analysed. Fees for
applications for multisource products are usually
lower than for new medicines because they require
less assessment work. Fees can also be adjusted to
achieve national goals. For example, provision can
be made for reducing or exempting fees for vital
medicines with a limited market (e.g. antidotes,
orphan medicines), and/or annual charges can be
made proportional to gross annual sales. Application
and retention fees should not normally be different
for imported and locally produced pharmaceuticals.
However, some countries with developing economies
have reduced fees for local companies to promote
local production.
The scale of fees should be published, including
any variation applied to local products. Thus the fee
structure should be transparent and fees should not
vary in individual cases.
Some NMRAs have been asked by governments to
generate their own income by undertaking activities
that yield a profit, usually by means of consultancies.
Examples of consultancy services for profit include
acting as a commercial testing laboratory, providing
advice to other governments and agencies, and
providing advice during legal proceedings.
Conducting such activities for profit is contrary
to the purpose and ethic of a regulatory agency. It
distracts from the regulatory function and should be
discouraged. However, provision of limited services in
the public or international interest on a cost-recovery
basis is acceptable, for example training activities
and the supply of publications aimed at helping less
well resourced NMRAs.
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2.6

Inventory of existing products
on the market

The BLUE BOOK

Important as it is to evaluate new products prior to
marketing, the marketing authorization process and
control of quality, safety and efficacy are compromised
if the NMRA cannot identify any products that are
being marketed without prior approval. It would be
inequitable if those applicants who have generated
scientific documentation and submitted their
products to the authorization process are penalized
by delays in reaching the market, expenditure of
resources and payment of any fee that is in place, as
compared with manufacturers who have not sought
premarket approval.
The market inventory needs to be conducted only
once, shortly after the marketing authorization system
is established. It is normal to issue a provisional
marketing authorization at this point, and to conduct
a review (or screening) of provisionally authorized
products as soon as possible. Products holding a
provisional marketing authorization are commonly
described as grandfathered. All manufacturers
and importing agencies must be given reasonable
notice through official publications (e.g. government
gazettes), the trade press and other media of their
obligation to notify the authority by a specific date
of all the medicinal products that they currently
distribute within the jurisdiction of the authority and
that they intend to continue to supply after a duly
appointed date on which licensing requirements
become effective.
Once completed, the inventory consists of a printed
text and/or electronic database. The information
it should contain and the subsequent review of
provisionally authorized products are discussed
in National drug legislation: Guiding principles
for small national drug regulatory authorities [3].
Essentially the dataset comprises pharmaceutical,
clinical and administrative information about the
product. A model system for computer-assisted drug
registration [7] includes provision for an inventory.
Knowledge of what is already on the market has a
number of benefits for public health, including:
• The ability to produce a list of products manufactured
at a site found to be unsuitable by GMP inspectors/
auditors;
• Ready access to a list of products containing a
particular substance when a hazard associated with
that substance has been identified;
• Knowledge of competing products for pricing or
other purposes.
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It is a major task to build a complete inventory of a
hitherto unregulated market and most countries
undertake it in stages. It should be undertaken in
parallel with the introduction of premarket evaluations
and authorizations; a short delay in commencing the
inventory quickly becomes a long delay.
Among the first steps in conducting an inventory is to
obtain an estimate of the number of products that may
require provisional marketing authorization. It can be
difficult to arrive at even a reasonably accurate figure,
and the total may be dauntingly large. Experience
has shown, however, that with each step taken by the
NMRA in conducting the inventory and accumulating
data for the subsequent review, significant numbers
of products are voluntarily withdrawn [8]. These
are likely to be products of marginal viability that
do not warrant expending company resources on
preparation of the necessary documentation and
generation of data on, for example, stability. Some
of the products may not even be marketed, but have
simply been kept on file as an option for the future.

2.7

Structure of the
pharmaceutical market

2.7.1

Public health need

Each country must first decide, as a part of its health
policy, whether it intends to allow a large number of
medicines to be authorized, or instead to concentrate
its financial and distribution resources on a smaller
number of medicines which it considers to be
essential in the light of public health need. This is a
political and economic decision and would normally
be made by the government rather than the agency.
In the first case, a company would be allowed to
submit an application for marketing authorization for
any new product that is supported by proven quality,
safety and efficacy, without considering whether
it is essential for public health. In the second case,
marketing authorizations would not be issued for
medicines that are deemed non-essential in the light
of, for example, the WHO Model List of Essential
Medicines [9] and of local requirements and public
health needs, notably in relation to endemic diseases.
In both cases, new products must be subject to an
application for marketing authorization and a process
by which a decision is made as to whether the product
meets appropriate standards of quality, safety and
efficacy, product information and, when applicable,
therapeutic equivalence.
For countries with limited financial and distribution
resources, medicines that are essential to public health
must be a priority. Availability of essential medicines
within a small potential market can be encouraged

THE BLUEBOOK
CHAP. 2 | Provisions and Prerequisites for Regulatory Control

by, for example, waiving the initial application fee and
not charging a retention fee.
These decisions guide the functioning of the NMRA.
Whatever approach the government chooses to take
must be defined in both the legislation and in the
NMRA’s guideline documentation.

2.7.2

Number of interchangeable products

A separate decision is needed on whether any number
of licence holders may be authorized to market the
same active ingredient, or whether the number for
each should be restricted. This is a decision that
each government must make on the basis of the local
situation. Some of the factors are set out below:
In favour of limiting the number of licence holders:
• More resources are needed for premarket evaluation
of multiple licence holders prior to issuing
marketing authorization, GMP inspection/audit,
and subsequent quality control laboratory testing
to detect substandard and counterfeit products;
• More resources are needed for distributing and
holding stocks of several licence holders’ products
than for dealing with a more limited number,
particularly in terms of administrative records;
• Multiple licence holders stimulate competitive
promotion, leading to more pressure on pharmacists
and prescribers and possibly to unnecessary
prescribing;
Against limiting the number of licence holders:
• In the absence of price controls, price competition
among multiple licence holders can be encouraged,
which may – depending on local circumstances –
lead to a lower prices;
• The existence of multiple licence holders can
stimulate local economic growth and hence
employment;
• In addition to the potential for lowering price,
competition promotes manufacturing efficiency,
and possibly even improved quality if regulatory
controls are comprehensively applied and
adequately enforced;
• Enforcement of regulations becomes difficult if
only one brand is authorized (i.e. has a monopoly)
and the medicine is essential. The NMRA may
then have to decide whether to allow substandard
batches to remain on the market, or to interrupt
supplies of an essential medicine;
• If only one brand is authorized, failure of that source
(e.g. because of a fire at the site of manufacture or a
decision to discontinue marketing) means that the
medicine is no longer available.

If it is decided to limit the number of licence holders
then, in keeping with the principle of transparency,
criteria for granting marketing authorizations should
be published and the reasons given for any negative
decisions.

2.7.3

Price

Pricing is a complex and political issue on which
WHO has published widely (see for example the
headings Medicines Price Information, Intellectual
Property Rights and Access to Medicines, Sustainable
Financing Mechanisms for Medicines, Supplying
Medicines at the URL http://www.who.int/medicines/
areas/access/en/). For some NMRAs, evaluation of
price is still a part of the marketing authorization
procedure, but in others it is a separate process
handled by reimbursement or insurance agencies,
which may be public or private. Although pricing
policies are not discussed here, the following points
are relevant to quality, safety and efficacy.
• A low price does not justify accepting supplies that
are of inadequate quality, safety and efficacy.
• While some governments take price into account in
deciding registration, others consider it separately
from the assessment of quality, safety and efficacy;
• Prescribers and the public should be made aware of
differences in the clinical performance of medicines
authorized for the same indication in order to be
able to make informed choices when considering
‘value for money’.

2.8

Special access schemes

Legislation should allow access to unregistered
medicines in special or emergency situations.
Sometimes a patient has a severe or life-threatening
illness and existing therapy has failed, or the disease
is a rare one for which specialist medicines do not
have a local marketing authorization. In many cases
the medicines are still experimental, or at any rate
unproven, and the government is not obliged to fund
their supply. Care is necessary in the administration
of these schemes to avoid de facto marketing.
So-called orphan medicines are subject to special
provisions in many jurisdictions. Orphan medicines
products are used in the treatment, prevention or
diagnosis of rare diseases. They have marginal
commercial viability at best. Regulatory authorities
may encourage the registration of such medicines
products, for example by waiving application
and/or annual fees, or sometimes by actively
soliciting applications for registration. However it
is important that standards of evidence for quality,
safety and efficacy be maintained prior to marketing
authorization. In addition, given the advantage of
11
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a waived fee or other inducement, designation of
orphan medicines must be carefully administered so
as to maintain equity among applicants.

2.9

Postmarketing activities

The BLUE BOOK

Having satisfied itself that it has in place a reliable
system of premarket evaluation, the NMRA must
ensure that the standards required are maintained.
As far as resources allow
allow, postmarketing activities
should include:

• Promotion of rational use of medicines;
• Monitoring of the implementation of the regulatory
component of the national medicines policy;
• Drug utilization studies.
Priorities within this list may vary in different
countries, however a minimum set of post-marketing
activities is necessary in order to protect public
health.

• Review of applications to vary authorized products;

2.10 Intellectual property

• Random audits of notified variations;

Issues of intellectual property often arise during
the regulatory process, especially in relation to
multisource (generic) products. This is a rapidly
changing area and it is important to be aware of the
latest situation. WHO publishes regular updates, and
especially when there has been a major change in
this area. Current publications may be found under
the heading Trade, Intellectual Property rights and
Access to Medicines at the URL http://www.who.int/
medicines/areas/policy/globtrade/en/index.html.

• GMP inspections/audits of local manufacturers;
• Quality control laboratory testing of samples
selected randomly using a strategy based on risk
assessment;
• Quality control laboratory testing of samples
suspected to be substandard;
• Monitoring
of
adverse
(pharmacovigilance);

drug

reactions

• Monitoring of advertising and other promotional
activities;

3. GOOD REGULATORY PRACTICE (GRP)
GRP aims to improve the efficiency and effectiveness
of regulatory agencies and of regulators themselves.
This issue has been discussed at meetings of the
International Conference of Drug Regulatory
Authorities (ICDRA). Summaries of presentations
may be found at the URL http://www.who.int/
med ici nes/a rea s/qua l it y_ sa fet y/reg u lat ion _
legislation/icdra/en/.
legislation/icdra/en/
Each NMRA should define and publish its own
standards of GRP. The elements of GRP for a NMRA
may comprise, but are not limited to:
• Definition of the organization’s mission, vision and
functions;
• Mechanisms to ensure that the organization is
accountable to government, those regulated, and
the public;
• Possibility to assess attainment of objectives;
• Mechanisms to ensure that outcomes are
transparent to applicants, health professionals, and
public;
12

• Commitment to equity;
• Arguments used to reach decision accessible to the
public;
• Reasonable duration of assessment
compromising quality, safety & efficacy;

without

• Expedite review for orphan and outstanding publichealth-value medicines;
• Provisions for appeals and complaints;
• Ensuring that staff are:
> suitably qualified; and
> have the necessary facilities to perform their
work at a high standard; and
> are appointed by a fair and transparent
mechanism; and
> are of high integrity.
• Existence of a human resource development
programme;
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• Mechanisms for appeal and for citizens’ complaints;
• Access to appropriate knowledge and technology;
• Citizens are provided with accurate and appropriate
medicines information;
• Mechanisms to ensure quality of operating
procedures.
The elements of GRP are inter-related and often
overlap.

Modern management strategies involve giving
more flexibility and responsibility to managers and
staff at each level, and the ability to manage risk.
This extra responsibility is sometimes referred to as
empowerment. Consequently, in order to balance the
extra power, there must be greater transparency and
accountability. See the figure below, The Regulatory
Balance.

The Regulatory Balance

Risk

3.1

Transparency

Flexibility

Accountability

Empowerment

Definition of mission, vision
and functions

The NMRA’s mission and functions will normally be
defined in legislation, but not necessarily using the
words ‘mission’ and ‘functions’.
‘Vision’ is more personal and reflects the perceptions
by management and staff of their roles. Management
and staff, as a body or ‘college’, must ‘own’ the vision.
A vision incorporates cultural values and ethics,
and in part reflects the skills and background of
management and staff. It is likely to change, perhaps
over periods of years, to reflect changing cultural
norms, a changing staff profile, and other contributing
factors.

3.2

Accountability

Accountability means being required to account for
one’s conduct and actions, usually to an individual or
group but ultimately to the public. Both individuals

and organizations may be accountable. There is some
overlap between accountability and transparency.
Because the field of medicines is highly
commercialized, it is characterized by extreme
pressures on the NMRA and by intensive lobbying
from stakeholders at many levels. A system of
accountability is essential in managing these
tensions. A NMRA is usually accountable to an
individual official, such as the Minister for Health, or
to a body, such as the parliament. However, since a
NMRA’s raison d’être is the promotion and protection
of public health, a NMRA is also accountable to the
public.
Mechanisms for ensuring accountability may include:
• A requirement to provide public reports on a
periodic (e.g. annual) basis;
• Publication of decisions, processes and policies;
• A legislative mechanism for appeals against NMRA
decisions;
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• A procedure for complaints about the actions of the
NMRA and the conduct of individual staff;
• A code of conduct describing the behaviour
expected of NMRA staff;
• Regular presentations by senior officers of the
agency at government hearings;
• Formalized mechanisms for consulting independent
experts;
• Public hearings on new policies, or on applications
to register new pharmaceutical products or products
containing new APIs. However public hearings can
be expensive and time-consuming;

The BLUE BOOK

• Establishing a website (or another equivalent
mechanism to provide information) containing
comprehensive information about the NMRA, its
activities and the outcome of its work.
It is not necessary to implement all of these
mechanisms. The appropriate mechanism(s) will
depend on the local context, but should be defined
and recognized by the government and the NMRA in
published documentation.
While it would be desirable to measure a NMRA’s
performance in terms of its impact on public health,
such criteria are not measurable. Consequently
performance is judged by means of operational
statistics.
Performance measures might include:
• Target timeframes for the various functions, such
as processing of applications;
• A requirement to ensure that the information
provided prior to registration of a medicine is
adequate to ensure that the medicine will be of
appropriate quality, safety & efficacy on an ongoing
basis;
• A requirement to ensure that adequate medicines
information is published by the NMRA together
with each marketing authorization in order to
contribute to rational use of medicines;
• A requirement to audit every site of manufacture in
the country at least every two years;
• A requirement that there be a follow up audit within
(say) six months of sites of manufacture that receive
a poor GMP audit report;
• A requirement that all samples received by the
laboratory be tested within (say) two weeks of
receipt;
• A requirement that complaints of inadequate
14

quality, safety or efficacy of authorized products is
properly investigated with a report issued within a
reasonable time;
• A requirement that there be no more than x justified
complaints per year about the NMRA’s activities.
Performance targets might be for example the
proportion of instances in which the criterion is met.
For example the percentage of applications to register
that are processed within the target timeframe.
Performance targets must be:
• Reasonable and achievable with the existing
resources;
• Meaningful and useful within the framework of
NMRA’s vision, mission and responsibilities.
Target timeframes should not be excessive but should
be consistent with ensuring the quality, safety and
efficacy of marketed products given the available
resources.
In some countries, a marketing authorization is
followed by the assessment of a medicinal product
in the context of its therapeutic group in order
to determine its suitability and relative value for
inclusion in public and private reimbursement
schemes. This assessment, sometimes referred
to as ‘pharmacoeconomics’ or ‘reimbursability’,
will provide prescribers with useful additional
information on the therapeutic value of new medicine,
which complements the work done by the NMRA.
In countries where this type of assessment is not
conducted, the NMRA should consider whether to
include it in its own assessment work, rely on the work
done by another institution in a reference country, or
leave to individual prescribers alone the responsibility
to obtain and assess the necessary information for
making rational therapeutic choices among the
different medicines approved for marketing.

3.3

Transparency

Transparency means (1) defining policies and
procedures in print and publishing the printed
documentation, and (2) giving reasons for decisions
to the parties concerned. NMRAs should adopt a
policy of transparency because:
• It is the simplest and most efficient way of
conducting business; and
• It is a part of the regulatory balance (see the Figure
above).
Many countries also consider that patients and health
professionals have a right, as consumers, to accurate,
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relevant and comprehensible information on
medicinal products that are registered in the country.
In the modern world, provision of a website is probably
the most important element of transparency. The
website should allow access to all of the information
discussed below.
While the circulation of some documentation may
need to be restricted, for example during policy
development, the majority of finalized written
documents (and particularly those concerning
policy and administration) should be made available
to NMRA staff, the pharmaceutical industry, the
parliament and the general public. NMRAs with
limited resources may achieve cost savings by posting
their guidelines on the Internet. Transparency has
these advantages:
• Applicants and the NMRA do not spend time trying
to clarify each other’s policies and attitudes;
• Staff within the NMRA do not spend time
determining what their own agency’s policies are;
• Communication at all levels is facilitated if each
party understands the other’s starting point for
discussions;
• Terminology is defined in policy documents so that
the parties use the same terms to mean the same
thing.
Transparency also means giving reasons for
decisions. For example, letters rejecting applications
should include reasons for the decision.
Implementing transparency would normally involve
publication of key documents including:
• Legislation, policies, guidelines, application forms,
standard operating procedures, decisions etc;
• Data requirements for registration and standard
formats for evaluations and other reports;
• The rationale for recent (and archived) regulatory
decisions;
• Provisions for complaint and appeal by stakeholders;
• Provisions for accountability. Inter alia, required
reports should be made available on the agency’s
website or through another suitable mechanism;
• The agency’s performance in terms of the published
predefined measures;
• Appointment procedures for staff, including
public advertising of vacancies and criteria for
appointment;

• Statistics, both those that are performance
measures and those that are not. They should
normally include:
> The numbers of applications processed in
various categories;
> Timeframes achieved in processing different
types of application;
> The numbers of samples tested, and the number
that do not comply with requirements for
various (specified) reasons;
> The number of audits conducted, both locally
and internationally, and the types of such audits
(e.g. GMP, GLP etc);
> The numbers of reported adverse reactions and
their classification;
> A description of activities relating to rational
use of medicines (e.g. training courses) and
medicine utilization studies.

3.4

Equity

It is an important principle in public affairs that all
persons and organizations should be treated fairly
and equally. That is to say public officials should not
act either favour of or against the interests of any
party as compared with other parties in the same
circumstances. If government-imposed legislation
dictates different treatment, for example local
companies as compared with foreign companies,
that is a matter that has been debated and decided
in the public arena and public officials will have to
comply with the final legislation. But public officials
themselves should not add any further distinction
between the persons and companies that they deal
with.

3.5

Appeals and complaints

Formal appeal procedures should be laid down in
the legislation and administrative details should be
described in the NMRA’s guidelines for applicants
and on the website, if available.
Informal appeal and complaint mechanisms can also
be made available and described in policy guidelines.
These are often effective and they avoid the need for
legal processes, which are costly and time-consuming
for all parties. If necessary and useful, a meeting
can be set up in order to clarify issues before filing
a formal appeal. In appropriate cases, and where
available, professional mediation may avoid the need
for legal action.
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3.6

Personnel

The staff of an agency is one of its most important
assets. Their abilities and commitment will determine
the agency’s effectiveness and efficiency.

3.6.1

Skills

Staff should have qualifications and experience that
are consistent with their responsibilities.

The BLUE BOOK

Decisions
concerning
quality,
therapeutic
equivalence and product information must be taken
by persons with suitable knowledge and practical
experience of the subject. The quality control of
medicines requires a knowledge of pharmacy and
chemistry. Evaluation of therapeutic equivalence and
product information labelling requires a knowledge
of the therapeutic use and safety of medicines. As a
minimum, evaluators of therapeutic equivalence and
product information labelling should be qualified
in pharmacy, clinical pharmacology, medicine or
a similar discipline, and have practical experience
in at least one of these disciplines. In addition, it is
desirable that evaluators of therapeutic equivalence
have practical experience of biopharmaceutics.
While external expertise should also be available (see
below), the authority’s own staff must be capable of
understanding and implementing the expert advisory
body’s recommendations (see below “Expert advisory
body”), acting on information made available by
WHO or other NMRAs on aspects such as safety,
efficacy and quality, and taking action on their own
initiative in a crisis.
Some part of the NMRA needs the capacity, including
staffing, to investigate possible breaches of legislation
and, if necessary, to initiate action in the courts
in cooperation with legal officers. Some NMRAs
have employed former police officers in this role.
Knowledge of the local judicial procedures and
legislative process is essential. It is not essential that
the NMRA itself employ a full-time lawyer but it must
have access to legal advice in relation to its functions.
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The major determinants of staff numbers include
these:
• The degree to which the authority is prepared to
rely on decisions made, and reports prepared, by
well resourced authorities in other countries;
• Whether there is a local pharmaceutical industry
in the country, and hence whether there are local
products for which a suitable foreign evaluation will
not be available;
• The number of applications to be processed.
In addition, if there is no current list of pharmaceutical
products authorized for marketing, also known as
the register
register, appropriate additional resources will be
essential for preparing an initial inventory.

3.6.3 A code of conduct for officials
Some governments have general codes of conduct for
government officials, while others have codes that are
specific to particular agencies. WHO has published
an Example of a Code of Conduct [10], and the
Observatory on Ethics Codes and Codes of Conduct
in OECD Countries lists a number of recent national
publications (see http://www.oecd.org/ and search
Conduct
for Code of Conduct).

3.6.4

Training and ongoing professional updates

Knowledge and scientific skills must be continuously
updated to keep pace with medicines discovery
and development, including the development of
new means of formulating, controlling and using
well established medicines. It is therefore essential
for suitable training and practical experience to be
offered regularly to the staff concerned, and that they
be encouraged to participate. WHO is able to provide
assistance in finding places for such training.
Staff who have other skills (for example in computer
operations or clerical staff ) should also be encouraged
to undertake ongoing training.

Any organization needs the skills of competent
administrators. The scientific and medical experts
should be complemented by a suitable number of
administrative staff, including computer specialists
or access to them. A NMRA has a particular need
for persons experienced in handling large quantities
of documents and daily correspondence, which may
need to be retrieved at short notice.

3.6.5

3.6.2 Numbers

3.6.6 Access to sources of information

The number of staff to be employed in marketing
authorization activities should be determined by the
responsibilities to be undertaken and the workload.

Evaluators and other professionals within the NMRA
must have access to suitable sources of information,
including literature search facilities and access to

Public advertising of vacancies

In order to obtain the best available staff, and to
maintain transparency, a system of post-descriptions
and staffing vacancies and criteria for appointment
should be advertised publically and posted on the
website. Appointment procedures should also be
published.
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databanks (see some examples in the table on the next
page).
A NMRA should maintain a suitable library for daily
reference.

3.6.7

A regulatory ‘culture’

The NMRA should cultivate an attitude among its
staff of independent thinking, impartiality and pride
in their work. Everyone in the organization should be
motivated by a desire to ensure that effective, safe and
good-quality medicinal products are available to the
public in adequate quantities and are used rationally.
It should be clear that staff at whatever level who
succumb to favours from outside sources are damaging
the reputation of the whole organization, including that
of their colleagues.

17

Marketing Authorization of Pharmaceutical Products with Special Reference to Multisource (Generic) Products:
a manual for medicines regulatory authorities

The BLUE BOOK

URL
www.who.int/medicines/en

Essential Medicines and Pharmaceutical Policies, WHO

www.cochrane.org

The Cochrane Collaboration

www.pubmed.gov

National Library of Medicine, USA

www.library.nhs.uk/default.aspx

National Electronic Library for Health, National Health
Service, UK

www.bnf.org/bnf

British National Formulary

www.clinicaltrials.gov

National Institutes of Health, USA

www.guideline.gov

Public resource for evidence-based clinical practice
guidelines, USA

www.medicine.ox.ac.uk/bandolier

Independent journal about evidence-based healthcare,
Oxford, UK

www.nice.org.uk

National Institute for Clinical Excellence, National
Health Service, UK

www.cbip.be
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Description

Centre Belge d’Information Pharmacothérapeutique

www.icf.uab.es/informacion/Papyrus/sietes.asp

Sistema de Información Esencial en Terapéutica y Salud,
Universitat Autónoma de Barcelona, España

http://afssaps.sante.fr/

Agence française de sécurité sanitaire des produits de santé

www.ema.europa.eu

European Medicines Agency

www.fda.gov/medwatch

US Food and Drug Administration

www.has-sante.fr/portail/jcms/j_5/home

Agence nationale d’accréditation et d’évaluation en santé

www.bmlweb.org/consensus.html

Conférences de Consensus ou Recommandations
pour la pratique clinique, Bibliothèque Médicale
A.F.Lemanissier, Le Mans, France

www.clinicalevidence.com/ceweb/conditions/index.jsp

Clinical Evidence, British Medical Journal Publishing
Group - free access for many developing countries

www.sign.ac.uk/guidelines/published/index.html

Scottish Intercollegiate Guidelines Network, Royal
College of Physicians of Edinburgh
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4. ORGANIZATION, MANAGEMENT, AND
OPERATIONAL ASPECTS
4.1

Policies

General policy should be documented and published.
Policy documentation may specify, for example:
• Situations in which specific
bioequivalence) are required;

data

(e.g.

on

• Whether and under what circumstances evaluation
reports prepared by another NMRA will be
accepted;
• Which fixed-dose combinations are considered
rational, safe and effective.
The advantage of such “in principle” policies is that
decisions on individual applications become easier
and less time-consuming.

4.2

Administrative procedures

Administrative procedures should be documented
and published. Correspondence and data are far
less likely to go astray when clear procedures are in
place. It is particularly important that all NMRA staff
have copies of administrative documentation and
understand their own role in the procedures.
If pharmaceutical companies have access to the
written administrative procedures, they will better
understand how to submit applications, whom to
contact when they have questions, and how to respond
on receipt of correspondence. When they have an
inquiry, they can ask more precise and sensible
questions. The industry and NMRA staff should be
informed of the appropriate lines of communication.

4.3

Timeframes for processing of
applications

Applications for marketing authorization of new
products should be processed within a reasonable
time-frame. For all types of product, the NMRA
must maintain a balance between (1) ensuring that a
product is safe, efficacious and of good quality, and
(2) not delaying access to the market and availability
of the product to the public. It is in the public interest
that good new pharmaceutical products be made
available as rapidly as possible, both multisource
products and those containing new APIs.

NMRAs are encouraged to publish target time-frames
as an element of transparency.

4.4

Expert advisory body

In any country, whether or not the NMRA has extensive
resources, maximum advantage should be taken of
local expertise available in universities, research
institutes, teaching hospitals and primary health
care facilities. This is usually achieved by setting
up an expert advisory body that meets on a regular
basis to provide advice to the NMRA. Membership
should include individuals with the highest available
scientific expertise so that their advice is seen by the
community, health workers and the government as
authoritative and credible. The scope of issues to be
discussed will determine the expertise required, but
it should normally include pharmaceutical chemistry,
pharmaceutical technology pharmacokinetics/
bioavailability, pharmacology, toxicology, clinical
pharmacology and medicine. Members should include
both those with up-to-date theoretical knowledge
and those with practical experience, especially in
quality control, clinical medicine, clinical trials,
epidemiology and the conduct of bioavailability/
bioequivalence studies. Pharmacists with experience
of pharmaceutical distribution, and primary health
care physicians, should be included in the expert
advisory body to provide practical advice.
If members of the expert advisory body are given
membership for a fixed term, their advice is less likely
to be dependent on political considerations.
The practical role of such a body varies. Some NMRAs
seek advice only for applications on marketing
authorizations concerning new chemical entities. On
the other hand, a newer and/or smaller NMRA may
chose to refer all interchangeable products which are
to be evaluated in full to the advisory body, at least
until sufficient experience has been gained to serve
as precedent and guidance for the future. Similarly a
NMRA may request the expert advisory body to lay
down broad technical policies so that only difficult
applications need to be referred. In addition to giving
technical advice, the expert body can be constituted
so that it provides up-to-date information on the local
clinical situation, for example in relation to microbial
resistance or the prevalence of certain diseases. The
expert advisory body can also be a source of advice
as to whether a particular medicine is essential in
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the local context, but it is better for this function to
be performed by a separate body or committee if
resources permit.

It is a matter for local legislation whether final
responsibility for marketing authorization decisions
lies with the expert advisory body, or with the NMRA
on advice from the expert advisory body. The legal
position, whatever it may be, should be made clear to
all parties.

Figure 4.5.1
Managing Risk
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Define the risks associated
with each area of the
MRA’s responsibility

Define the available
financial resources

Define the available
staffing profile:
Numbers, skills

Analyse the risks according to:
likelihood (frequency or
probability) and the consequences
(impact or magnitude) if the event
should occur

Prioritise the risks

Decisions of the advisory body need to be transparent.
In practice, this means that reasons should be given
for all decisions.
If the expert advisory body is to review applications for
new marketing authorizations or variations to existing
registrations, it is inappropriate to appoint people
who are currently employed by the pharmaceutical
industry as members because this would give rise to a
conflict of interest. Members should in any case sign
a declaration that they have no conflict of interest
before participating in the activities of the expert
advisory body. The Annexes to this manual contain a
model form for this purpose, together with guidelines
(for both experts and NMRAs) as to what constitutes
a conflict of interest.
It should be noted that the model statement on
Conflict of Interest (see Annex 2) allows (among
other things) for a member to declare that he or she
has a conflict of interest in relation to a particular
item in an agenda. The NMRA (or the committee’s
chairman) may permit the member to withdraw from
consideration of that item but remain as a member of
the committee for other purposes. Such declarations
should be recorded, for example in the committee
minutes.
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Allocate finance & resources according to risk

Financial support for the NMRA should include
provision for the expert advisory body. Expenses
may include reimbursement of members’ travel and
accommodation costs if incurred. Remuneration for
loss of income should not be excessive and should not
be related to the outcome of the evaluation.
The NMRA should prepare and implement
written procedures for the selection, appointment,
remuneration and working conditions of experts
serving in expert advisory bodies.

4.5

Risk management

Not all areas of responsibility in a regulatory agency
carry the same level of risk. Consequently in order
to use resources most effectively, it is sensible to
commit more resources to those responsibilities that
carry higher risk. This is especially important when
resources are limited. Figure 4.5.1 below outlines the
process of risk management.
In 2005, the ICH adopted a guideline entitled Quality
risk management (Q9). This is an entirely valid
application of the risk management concept but it
is different to, and should not be confused with, risk
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management for medicines regulation. The scope of
the ICH guideline is described in the box below [1]:
“SCOPE: This guideline provides principles and
examples of tools for quality risk management
that can be applied to different aspects of
pharmaceutical quality. These aspects include
development, manufacturing, distribution, and
the inspection and submission/review processes
throughout the lifecycle of drug substances,
drug (medicinal) products, biological and
biotechnological products (including the use of
raw materials, solvents, excipients, packaging and
labeling materials in drug (medicinal) products,
biological and biotechnological products) [1]”

4.5.1

Defining risk

There are a number of ways in which risk can be
defined in the context of medicines regulation.
Probably the most obvious is based on the fact that
not all medicinal products carry the same risk to
the patient if they are of poor quality. For example
if a homeopathic medicine is not of the labelled
strength by a factor of 100 (higher or lower), there
is little risk to the patient but, in contrast, if an
anti-epileptic medicine or a thrombolytic agent is
superpotent by only 3 times, the patient is at serious
risk of adverse reactions. Sub-potency can lead to
therapeutic inefficacy. Products for injection are
extremely hazardous if they are non-sterile. Highly
potent medicines in slow release dosage forms can be
hazardous if they release all of their content over a
short period (‘dose dumping’).
The European Union has adopted risk-based
regulation of medical devices in its Conformity
Assessment processes.
Political and cultural considerations will in part
determine risk classifications of medicines in a
particular country. However it would seem logical to
assign a high risk classification to:
• Injectable products;
• Highly potent medicines;
• Blood and blood products;
• Other medicines that carry a high risk of adverse
reactions or therapeutic inefficacy with some
consequences if they are of poor quality.
It might be appropriate to define ‘Highly potent
medicines’ and ‘medicines that carry a high risk of
adverse reactions or therapeutic inefficacy if they are
of poor quality’ as those that may only be supplied on
prescription.

A low risk classification might be assigned to:
• Homeopathic medicinal products;
• Vitamin and mineral supplements, provided that
labelled daily doses do not exceed recommended
daily allowances;
• Herbal medicines except those that have known
toxicity, or toxicity in high doses.

4.5.2 Allocating resources according to risk
Examples of the reduced resources that might apply
to low risk products include:
• A lower frequency of laboratory testing;
• A lesser degree of scrutiny during pre-market
evaluation.
Pre-market evaluation of low risk products might, for
example, be confined to:
• Ensuring that they do not contain high risk or
potent medicines, and that only safe excipients are
used in their formulation;
• Ensuring that product information and labelling
do not make unjustified therapeutic claims or
claim effectiveness in life-threatening or otherwise
serious illnesses.
It is possible to partially automate the processing of
applications to market low risk products. For example
electronic submission of applications can be followed
by automatic review of whether all ingredients are
considered safe and whether all label and PI claims
are acceptable for that category of product. Final
marketing authorization is validated by a staff
member prior to issue. If the computer detects an
item in the application that it is not consistent with its
databases, that item is referred to the staff member for
more careful scrutiny. Examples might include:
• An ingredient that is not listed in the computer’s
database of ‘safe’ excipients by that route of
administration;
• A therapeutic claim whose wording is not one
of those deemed to be acceptable for this class of
product.
The Australian Electronic Lodgement Facility is an
example of this type of process (www.health.gov.au/tga).
(www.health.gov.au/tga).
www.health.gov.au/tga
Products that potentially carry an intermediate risk
to the patient, such as ophthalmic preparations and
pharmacist-only medicines, can be subjected to an
intermediate level of review.
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Criteria for high and low risk should be published
on the agency’s website, together with the datasets
required for marketing authorization of each group.
It is important to emphasize that, in the risk
management of medicinal products, there should
be no compromise for any product in relation to
standards of GMP. Any type of product that is
manufactured under a poor standard of GMP can
become a hazardous product. Examples of hazards
due to poor manufacturing include:
• Microbial contamination;
• Product mix-ups;

The BLUE BOOK

• Incorrect labelling;
• Contamination with miscellaneous impurities
(such as other APIs, heavy metals etc);
• Misidentification of APIs;
• Misidentification of excipients.

4.5.3 Risk and flexibility
If an agency is to be able to manage risk, it must have
the flexibility to make certain decisions itself. See
the Figure above entitled The Regulatory Balance.
Consequently there should be careful consideration
of the degree of detail that appears in legislation.
Once a requirement appears in legislation, the
agency no longer has the flexibility of whether or not
to implement it. Consequently some details are better
implemented by means of the agency’s own policies.
Requirements that appear in legislation tend to
entrench a particular situation for all time. Risk
management dictates that resources be committed
according to current risks, not according to the risks
that were paramount when legislation was prepared.
For example, it may at some point in time have been
appropriate to test all batches of antibiotics released
on to the market. But to incorporate this policy in
legislation would be to entrench it for a prolonged
period, including at a time in the future when it has
become outdated. The agency would be obliged to
commit a significant proportion of its laboratory
facilities to testing antibiotics when testing of other
types of products may be more effective from a public
health perspective. The agency may even prefer,
on the basis of current risks, to move some of the
professional laboratory staff to other functions within
the agency. Consequently details of this nature should
be devolved to the agency itself. The agency should
be given the flexibility to determine its own priorities
in terms of risk management and legislation should
be consistent with this.
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As an example, legislation might state that the
agency may test any imported batch of medicinal
product. That is to say the Agency is not obliged to
test every imported batch, but it may choose to do
so according to current risks. The agency may then
decide, on the basis of the current situation, to test all
batches of medicinal products produced by a certain
manufacturer. Similarly, legislation may state that the
agency may test products submitted for registration
but should not oblige it to test every single product.

4.5.4 Ongoing review of risk management
practices
New scientific and medical knowledge may alter risk
classifications. And, as noted above, risk classifications
are in some part determined by political and cultural
considerations, which are subject to continuous
change. Consequently agencies should undertake a
formal review of their risk management practices on
a regular basis, perhaps every two years.

4.5.5 Variations to pharmaceutical aspects
of registered products which may be
made without prior approval, subject to
conditions
A system of self-assessable changes to pharmaceutical
products, subject to conditions, is a form of risk
management (see the section entitled Variations
below).
Important as it is to restrict the changes that
may be made to a product without prior approval,
imposing a requirement to evaluate and approve
every change to pharmaceutical aspects of marketed
product is inefficient and wasteful of resources. A
system of defined self-assessable changes, subject
to conditions, addresses this problem and greatly
reduces an agency’s workload. However legislation
should provide for strong penalties when agencies
find that changes have been made without regard
to the conditions, for example if specified validation
data have not been generated. Penalties should vary
according to whether the violation was unintentional,
negligent or deliberate. When violations are
unintentional, agencies should have the discretion as
to whether a penalty need be imposed.

4.6

Guidelines for applicants

In keeping with a policy of transparency, the
NMRA should publish guidelines on the data to be
provided with the different types of applications. It
is not necessary to write a completely new guideline
when several such documents exist worldwide. The
simplest approach is to adopt the content and format
of an already existing guideline with, if necessary,
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modifications to accommodate the local situation.
More than one guideline can be adopted, in which case
applicants may follow either guideline. It will often be
appropriate to add technical requirements appropriate
to local circumstances, such as requirements for
higher temperature and/or humidity data to reflect the
climate, or for interchangeability. WHO guidelines
are available on most of the technical requirements
for multisource pharmaceutical products (see http://
www.who.int/topics/pharmaceutical_products/en/).
Harmonization of technical guidelines is a desirable
goal for following reasons:
• Companies have to generate only one dataset for
all regions, and consequently the amount of human
and animal experimentation is reduced;
• The cost of development of new medicines is
reduced, which ought to lead to lower price;
• Local products are more likely to be acceptable for
export to other countries.
Some additional experimentation may be necessary
for local purposes. For example:
• Studies on interchangeability with locally available
products;
• Stability studies under conditions of high
temperature and/or humidity (see current WHO
guidelines [11]) to verify local applicability;
• Clinical and/or toxicological studies in support of
use in endemic diseases;
• Special studies in ethnic groups.
Such studies may be conducted in another country
provided that they directly address the local issues
and are of a good scientific standard.

ICH (the International Conference on
Harmonization) is an initiative supported by
regulatory and industry associations from the
three major economic areas of the world, namely
the USA, the European Union and Japan. Other
parties, such as WHO, are observers. ICH
produces guidelines on data requirements for
marketing authorization of new chemical entities
and biologicals for use in the member regions of
ICH. These guidelines are sometimes adopted by
other countries for reasons of harmonization.
Other regional groupings are in the process of
building up similarly harmonized guidelines,
including the Association of South-East Asian
Nations (ASEAN http://www.aseansec.org/64.htm)
http://www.aseansec.org/64.htm

and the Convenio Hipólito Unanue (http://www.
orasconhu.org/ - an agreement between a group of
South American nations).
The guidelines on data to be submitted should be
interpreted in a flexible manner. There may be means
of establishing quality, safety and efficacy other than
those in the guidelines. A general guideline may
not be applicable to a particular product. Applicants
should have the option of presenting data that are not
in conformity with guidelines, but the onus is then on
the applicant to demonstrate, by science and sound
argument, that the alternative is acceptable. It is not
the NMRA’s responsibility to make the best of poor
data. The NMRA should be able to refuse applications
which do not meet the guidelines if the case being
argued is not sound.
It is usually appropriate to combine guidelines
on technical data with those on administrative
requirements in a single publication. Technical and
administrative guidelines should be readily available
on request by potential applicants. A fee may be
charged, depending on government policy.

4.7

Model application form for
multisource products

Annex 2.4 below contains a model application form
for marketing authorization for a multisource product,
with notes to the applicant.

4.8

Communication among
departments within the
NMRA

For maximum efficiency, the various components of
the NMRA must function as an integrated whole, or
team. Regular meetings of the leaders of the different
departments, each presenting short progress reports
and news items, ensure that all areas are aware of
each other’s current activities. New activities should
be agreed by the department as a group and not by
individual areas in isolation. Priorities should be
set by the group, for example among those listed as
minimal for the marketing authorization function in
the section on “Definition of Responsibilities” above.
Examples of the types of operational interaction that
can be beneficial are given below.

4.8.1

Relationship of evaluators with GMP
inspectors

GMP is recognized as a vital component of the
control of pharmaceuticals. All sites of manufacture
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for new marketing authorizations, and new sites for
existing products, should be cleared with respect to
GMP, either by the NMRA’s own inspectorate or by
means of appropriate certification (e.g. a WHO-type
certificate of pharmaceutical product) or inspection
report from the country of manufacture. Irrespective
of any system of risk management, sites of manufacture
for all types of product should be cleared with respect
to GMP.
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Whether local sites are given a general inspection,
or whether a separate inspection is conducted for
each new marketing authorization, is a matter
for local legislation or policy. At least finishedproduct manufacturing sites should be certified,
and preferably sites of manufacture for APIs as well.
WHO guidelines are available for both types of site.
NMRAs should encourage communication between
evaluators and the GMP inspectors. An evaluator
reading a dossier must ultimately take on trust much
of what the company states, for example that certain
equipment is available and is used. An experienced
evaluator can sometimes detect discrepancies in
the dataset that suggest misrepresentation or even
outright fraud. In these cases, a GMP inspector is in
a position to follow up the evaluator’s queries, and
should do so. The inspector and the evaluator should
discuss whether the discrepancy is sufficiently
critical to warrant site inspection prior to issuing the
marketing authorization, or whether it can wait until
the next scheduled inspection of the site.
Even when a discrepancy has not been detected,
GMP inspectors should make random checks during
routine inspections to verify information submitted
with applications.

4.8.2 Relationship of evaluators with the
quality control laboratories
If a quality control laboratory exists within or in
connection with the NMRA, then its staff should be
involved in the pre-marketing assessment whenever
evaluators alone are unable to satisfactorily address
issues such as standards, specifications for finished
products or analytical methods.
Quality control laboratory testing should be available
as a part of the premarket evaluation process. It is
essential that a sample be tested if the NMRA has
been unable, for whatever reason, to conduct a full
evaluation itself. If testing is undertaken in the premarketing evaluation, attention should be given to
the following points:
• Pre-marketing testing should not exhaust resources
and therefore hinder the capacity to conduct
routine testing on marketed products, NMRA
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should ensure that samples submitted for testing
are actually coming from the manufacturing site
for which the application is filed, have the same
biopharmaceutical characteristics described in
the application and are a proper sample from a real
batch;
• Quality control laboratory testing should also be
available in cases where the evaluator has reason
to question the information provided, for example
to check whether an assay method will in fact work;
• Samples that are subjected to testing should comply
in all respects with the information submitted
for premarket evaluation, including formulation,
method and site of manufacture, quality control,
and so on.
If there is no national quality control laboratory, or if the
country in question lacks the facilities to test the product
(e.g. because special equipment is required), contract
testing by another NMRA or by WHO interregional
or regional laboratories is acceptable. Where national
quality control laboratories do exist, operational links
with peripheral laboratories (both public and private)
can enhance geographical coverage.
Quality control laboratory testing of products that are
already marketed, followed up by strong action when
quality is found to be poor, encourages manufacturers
to maintain product quality.
Countries with limited resources that cannot afford a
quality control laboratory may opt for a) identifying
reference countries and b) limiting market approval
to products that are actually on the market of those
reference countries.

4.8.3 Functional relationship of the
evaluators with the expert advisory body
The functions of the expert advisory body (see above)
and the types of application to be referred to it should
be defined in writing and published on the website
or another effective mechanism to make information
available. The NMRA normally provides the advisory
body’s secretariat, and keeps records of the matters
discussed and its recommendations.
To take maximum advantage of the skills available
via the expert advisory body, members of this body
must feel free to provide independent advice. Check move to section on expert advisory body.
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4.9

4.9.1

Relationship of evaluators with
the pharmaceutical industry
and confidentiality of data
General

A balance must be achieved in relationships with
the pharmaceutical industry. While the industry
can assist the agency by providing useful comments
on guidelines and administrative procedures, the
NMRA ultimately has responsibility for decisionmaking. Relationships with industry associations
and individual companies should be cooperative and
friendly, but the NMRA must be seen to be impartial
and must guard its independence carefully. Any sign
of favouring one or more companies must be avoided.
It is perhaps self-evident that an adversarial
relationship between the industry and the NMRA
is unhelpful and contrary to the public interest.
However, this has sometimes happened and efforts
should be made to avoid it.
When discussion of draft policies is necessary, it is
helpful if there is an industry association to which
the majority of companies belong. Some countries
have more than one association, in which case all
should be consulted. This avoids the impression that
a particular company or group is being favoured.
Informal communications with an applicant,
respecting appropriate procedures (see below
‘Meetings with Applicants’) towards the end of an
evaluation can both save time and avoid recourse to
legal channels.

4.9.2 Confidentiality of data
Companies submitting data to the NMRA are entitled
to expect that those data will be held in to the extent
allowed by local legislation and in accordance with
the NMRA’s responsibilities. However, NMRAs
should not comply with demands for undertakings
of confidentiality that seek to limit the lawful use or
release of information. What constitutes such lawful
use or release depends on local legislation. Examples
of what is usually lawful in the exercise of the NMRA’s
responsibilities include:
• Release of certain information to other NMRAs and
to WHO, especially information relating to safety;
• Release of documents in accordance with
legislation on freedom of information where such
legislation exists. There is normally an opportunity
for the supplier of the documents to appeal against
a proposed decision to release them;

• Access to earlier records, for example during the
evaluation of applications.
Each NMRA should ascertain its responsibilities
and obligations in relation to confidentiality (e.g. in
respect of international treaties) and should publish
this information, for example in its guidelines
for applicants and on the website or equivalent
mechanism to make information available.
Companies sometimes attach a declaration of
confidentiality to each application. These are
acceptable provided that they do not conflict with
the NMRA’s responsibilities. If a dataset includes a
declaration of confidentiality that seeks to limit lawful
use or release of information, the NMRA should not
accept the dataset. An example of a declaration that is
acceptable in some legal jurisdictions is:
“This submission is commercial and is privileged
and/or confidential. It contains valuable data
and/or information which is used in business and is
of a type customarily used in confidence, or regarded
as privileged, and has not been disclosed to any
member of the public by [name of the company or
applicant].”

4.9.3 Progress of applications
Understandably, applicants are often anxious to
ascertain the progress of an application, whether
for a new marketing authorization or for a variation.
While NMRAs may wish to be cooperative, providing
this information can be resource-intensive and some
individuals can be unduly persistent.
It is more efficient for NMRAs to establish a
predetermined and well-publicized mechanism for
dealing with such enquiries. These are some of the
options:
• Do not allow them. This option may be the only
resort in circumstances of limited resources.
• Allow enquirers limited on-line access to a
computerized tracking system. This option has
the major drawback that it facilitates access by
“hackers” to parts of the database to which access is
not intended, and even to different databases on the
same computer. This option is not recommended.
• Publicize a telephone number or email box to which
enquiries may be directed. This option is suitable
if resources permit and will reduce the number of
enquiries to evaluators.
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4.10 Meetings with applicants
Meetings between the NMRA and applicants can be
helpful to both parties. They can minimize delays
and correspondence, clarify misunderstandings,
and avoid expensive and time-consuming legal
proceedings.
However, the authority must maintain control over
the venue, conduct and content of the meeting.
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Because the authority must maintain its impartiality,
meetings should normally take place on its premises.
It is useful for more than one member of staff to be
present so that (1) subsequent misunderstandings
can be resolved and (2) any perception of conflict
of interest or bias is avoided. A staff member of the
authority should normally chair the meeting. It is also
appropriate and useful for the authority to prepare a
brief note fore the file outlining decisions taken and
any departures from normal (written) policy. Future
disagreements can be avoided if a copy of the file note
is forwarded to the applicant company.
The party requesting the meeting should list the
issues to be discussed in writing and these should
be agreed in advance. The list need not be more
than a few dot points. The authority is not obliged
to agree to a meeting if it feels that the issues have
already been dealt with or are adequately outlined in
documentation available to the company.
The subject of such a meeting could include:
• The content of an application in an unusual
situation;
• Data requirements for a new class of product;
• Feedback to applicants on the reasons for failure of
a particular application or applications;
• An enquiry from a new applicant that has not
previously prepared a marketing authorization
application;
• Discussion (initiated by the NMRA) of
inconsistencies between submitted data and
information obtained by a GMP inspector.
It is prudent not to consider new data at a meeting
but instead to evaluate them at a later time (but as
soon as possible). It is easy for an evaluator to be
influenced by personalities and personal pressures if
new information is examined when the applicant is
present.
In many circumstances, if any existing application
has already been rejected, the new data may constitute
a new application or a new procedure.
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4.11 Collaboration with other
NMRAs
Some NMRAs choose to rely on decisions made by
NMRAs in other countries, or to use scientific reports
prepared by other NMRAs.
If the decision of another NMRA is adopted, it
is nevertheless essential for certain minimum
information to be available. This is further discussed
below (see sections entitled Initial decisions on
options for premarket evaluation and Evaluation of
data on quality
quality).
The use of scientific reports prepared by experts
in other national authorities does not necessarily
mean that decisions made by the other authorities
are automatically adopted. When a well-prepared
scientific report is available, a small NMRA may be
in a position to make its own decision in the light of
local circumstances. With experience and a readiness
to listen to feedback from local health professionals,
the utility of local decisions will improve.
Some agencies share in the preparation of reports
while maintaining sovereignty over decision-making
(e.g. the E.U.). This is in no way a loss of sovereignty,
but a sharing of expert resources to the advantage of
all parties.
WHO encourages regional and international
collaboration among NMRAs to promote the
harmonization of requirements and practices,
and to strengthen professional competence. The
International Conference of Drug Regulatory
Authorities (ICDRA), which was founded for this
purpose in 1979, meets biannually in different regions
with the intention of sharing experiences and foster
collaboration.
It is recommended that NMRAs establish
communication links with other agencies in order,
among other activities, to share scientific reports
on new products. Links that include one or more
well resourced national authorities are of benefit
to less well resourced authorities. As a part of a
broader package, such linkages can be of benefit to
all participants, for example to take advantage of
the larger population base to generate statistics on
adverse reactions, medicines utilization, and so forth.
However, when sharing scientific reports, it is
important to ensure that the data received by both
agencies are the same; a report on a different dataset
will only cause confusion. It is also usual to seek the
written agreement of the applicant company before
using a report from another NMRA. However, this
may not be mandatory in all countries, depending on
legislation concerning confidentiality of data. If the
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applicant’s approval is not sought, it is nevertheless
usual for it to be informed that a foreign report has
been used. The usual sequence of events is:
• Make provisional arrangements with the other
NMRA (e.g. arrange the timing and check whether
an evaluation is already available);
• Seek the company’s agreement and a statement
confirming that the data are the same;
• Exchange the evaluation.
If a report from another NMRA is either not relevant
(e.g. it relates to a different formulation or different
data), is incomplete, or is of a poor scientific standard,
the receiving NMRA is not obliged to use it in order
to generate its own report.
Even when a government intends that ultimately the
NMRA should prepare its own reports, evaluators
cannot be expected immediately to acquire the
expertise and experience needed; these must be built
up over time. The available options therefore depend
on the expertise and experience that are immediately
available.

4.12 Collaboration with WHO
Regular publication of marketing authorization
decisions is helpful to procurement and distribution
networks and to other NMRAs. This does not
represent a breach of confidentiality as national
registers are usually public documents. The
WHO Pharmaceuticals Newsletter also publishes
information on new marketing authorizations, as
well as the latest regulatory safety information on,
for example, withdrawals and changes in product
information (see Periodicals at http://www.who.int/
medicines/publications/en/index.html). NMRAs are
encouraged to transmit their regulatory decisions
to the Department of Essential Medicines and
Pharmaceutical Policies, WHO, 1211 Geneva 27,
Switzerland.
WHO distributes an Alert to all NMRAs when
important medicines safety problems are detected.
The journal WHO Drug Information (also available
via Periodicals at http://www.who.int/medicines/
publications/en/index.html) provides more in-depth
information, together with a discussion of current
topics in medicines regulation. The United Nations
and WHO jointly prepare a Consolidated List of
Products Whose Consumption and/or Sale Have
Been Banned, Withdrawn, Severely Restricted or
not Approved by Governments ((available via http://
www.un.org/esa/coordination/Consolidated.list-

13FinalFinal.pdf). This publication enables NMRAs
which assess applications for marketing authorization
to ascertain whether any restrictive action has been
taken in other countries. It is updated periodically.
WHO also distributes information to NMRAs about
new ICH guidelines, both those under discussion and
those that have been finalized.

4.13 Use of external experts as
evaluators
In addition to an expert advisory body and in order to
take maximum advantage of available local expertise,
independent experts can be contracted to perform
evaluations as consultants to the NMRA. However,
while the NMRA should maintain good relations with
the pharmaceutical industry and should consult with
the industry, it is vital that external experts do not have
a conflict of interest, and in particular they should
not work for a pharmaceutical company or have an
ongoing consultancy with a pharmaceutical company
(including the preparation of “expert reports”). Ad
hoc contracts with companies, e.g. for the conduct
of a particular stability study or clinical trial, do not
disqualify an expert from performing evaluations
provided that the expert declares the contract to the
NMRA and does not conduct evaluations of the same
company’s products while the contract is in force.
The guidelines on conflict of interest set out in the
Annexes are also applicable to external evaluators.
The Annexes also include a model format for a
contract with an external evaluator; it includes a
declaration concerning conflict of interest.
Most commonly, the external expert evaluates
an application for marketing authorization of a
new pharmaceutical product. Experts can also be
contracted to conduct other work for a NMRA,
such as a review of the safety of a particular
medicinal product. In countries that use external
experts, suitable candidates are usually to be found
in universities (e.g. departments of medicine,
pharmacology or pharmacy), research institutes and
teaching hospitals. The reports prepared by these
experts should be clearly distinguished from those
prepared on behalf of the applicant (e.g. the European
Union ‘expert
expert report’
report’), which do not meet the criterion
of regulatory independence. The term evaluation or
assessment report should be used and reserved for
reports prepared by or on behalf of a NMRA.
Experts may be contracted for a particular evaluation
and paid a fee by the NMRA, or they may be
employees of the government from a different agency,
e.g. an Institute of Health. The cost and benefit of
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external evaluations must be weighed against the
cost of conducting evaluations within the NMRA,
if the same expertise is available in house. External
experts are also useful to extend evaluation capacity
during periods of high work flow.
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External experts usually appreciate feedback on their
work. The feedback should be oriented to regulatory
aspects of the work. Some agencies provide external
experts (in confidence) with a copy of the letter
that sent to the applicant on the basis of his/her
external report so that the expert can see how the
recommendations have been interpreted within the
regulatory process. Other agencies invite external
evaluators to group meetings at which one or more
officers of the agency make presentations on, for
example, what happens to their external reports,
current policy within the agency, or new regulatory
guidelines etc. It would not normally be appropriate
to discuss individual evaluations at such a meeting,
both for reasons of commercial confidence and so as
not to embarrass individual experts.
It is important that external experts summarize the
data they have reviewed and give reasons for their
recommendations (see the Model Evaluation Form
below) because:
As a matter of natural justice, applicants are entitled
to know why particular decisions are made and on
the basis of what data the decisions were made, and
Officers of the NMRA must be able to discuss the
detailed reasoning with applicants in the event of an
enquiry. In the event of an appeal, the reasons would
form the basis of a legal defence of decisions.
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4.14 Publication of marketing
authorization decisions
NMRAs should publish lists of newly authorized
products, including at least the following information:
• Generic name, dosage form, and strength;
• Trade name;
• Marketing authorization holder; Product marketing
authorization number;
• Product information (indications, contraindications, etc.);
• Status (NCE, Non-NCE).
Commercially sensitive confidential details of the
marketing authorization, such as routes of synthesis,
should not be published except under exceptional
circumstances.
If resources permit, NMRAs may publish a
consolidated list of all products that have received
marketing authorization at regular intervals, for
example on the website or another mechanism that
permits effective dissemination of information.
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5. REVIEW OF APPLICATIONS FOR
MARKETING AUTHORIZATION
OF MULTISOURCE (GENERIC)
PHARMACEUTICAL PRODUCTS
5.1

Applicability

The guidelines in this manual are confined to
multisource pharmaceutical products containing
well established medicines which do not require
submission of the complex toxicological and
clinical data that accompany new chemical entities.
Many of the principles apply to other groups of
pharmaceuticals (such as complex biologicals,
“alternative” preparations and veterinary medicines)
but the details may not. Separate guidelines already
exist for herbal medicines [12]. In many countries
regulation of veterinary preparations is undertaken
by a different agency.
Details in this manual also apply to antibiotics and
substances that, although of biological origin, are
of low molecular weight and can be isolated as pure
substances, such as purified steroids and alkaloids.
On the other hand, the details may not apply to more
complex biological substances of higher molecular
weight whose purity, potency and composition cannot
readily and reliably be determined by chemical or
physicochemical analysis. Examples of this group
include vaccines, blood products, modified animal
tissues, high-molecular-weight hormones, allergens,
and the products of genetic engineering or other
newer biotechnological techniques.
New licence holders can rarely, if ever, be approved
for the second group of biological products only
on the basis of in vitro comparison with the
comparator product. Different brands may have the
same use, for example pertussis vaccine, but each
must independently have been shown to be safe
and effective. They may even have different dose
regimens. Data on plasma concentrations of the
“active ingredient” are also usually unhelpful because
it is unclear whether precisely the same entity is
being measured. These products cannot therefore be
approved without safety and efficacy data, and are not
the subject of this guideline. The model application
form in the Annexes is not suitable for this group.
WHO is currently developing guidelines on the
assessment and marketing authorization of vaccines.
The guidelines in this Manual apply to both
prescription and non-prescription (“over-the-counter”

or OTC) medicinal products. Products that are
authorized for OTC dispensing normally entail a
lower risk for users than prescription products. Thus,
if resources are limited, NMRAs may choose to give
priority to prescription medicinal products when
committing resources to assess the quality aspects
of applications. Control of GMP, product information
and promotional material, on the other hand, can be
equally important for OTC products in order:
• To ensure that the product is what it purports to be
and is of good quality; and
• To encourage appropriate use and keep the use of
the patient’s personal resources for ineffective or
less effective therapy to a minimum.
This manual is not intended to address the question
of counterfeit medicines, which is being taken up
separately by WHO (see the URL http://www.who.
int/impact/resources/en/).

5.2

Initial decisions on options for
premarket evaluation

The minimum that must be assured for well
established products is:
• Consistent and acceptable quality;
• Interchangeability with pharmaceutical equivalents
on the same market (see Interchangeability/
bioequivalence);
• Accurate and locally useful product information.
Together these amount to assurance of quality, safety
and efficacy.
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In conducting evaluations of well established
products, a NMRA may:
• Prepare its own reports; or
• Rely on evaluation reports prepared by other
national authorities; or
• Rely on decisions made by other national authorities;
or
• Use some combination of these approaches.

The BLUE BOOK

The Model Application Form (available in the Annexes
below) is intended to facilitate data submission,
whichever type of evaluation is intended, and should
be completed in all cases. A report and/or a decision
from another agency may not always be available,
particularly for locally developed and manufactured
products. In these cases, the NMRA must conduct its
own evaluation. Similarly, if a WHO-type certificate
of pharmaceutical product exists, but does not certify
marketing authorization in the issuing country, the
NMRA must conduct its own evaluation of the data.
In these cases, the WHO-type certificate provides
information as to regular GMP inspection of the site
of manufacture.
The European Commission may grant marketing
authorizations for products in the EU through
the centralized procedure. The EMA issues
certificates for these products. An EMA
certificate implies a single decision on marketing
authorization valid as such in the following EU
Member States: Austria, Belgium, Denmark,
Finland, France, Germany, Greece, Ireland,
Italy, Luxemburg, Netherlands, Portugal, Spain,
Sweden, United Kingdom.
From http://www.who.int/medicines/areas/quality_
safety/regulation_legislation/certification/contacts/
en/index1.html
Each of these options is examined below.

5.2.1

Preparing an evaluation report

A NMRA may prepare its own evaluation report or
it may make a commentary on an “expert report”
provided by the applicant, if the expert report is of an
adequate standard. The evaluation report is needed
both for presentation to the expert advisory committee
and for future reference in the event of an appeal,
subsequent regulatory action or later applications to
make changes to the marketing authorization.
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The report would normally comprise:
• A brief outline of the data provided in the
application;
• The reasons for any disagreement with the
applicant’s proposals, for example the proposed
shelf- life, specifications for the finished product, or
the content of product information;
• A summary and evaluation of information on
interchangeability with products already marketed,
with recommendations and reasons.
If the NMRA considers some of the applicant’s
proposals unacceptable, a letter and/or fax should
be sent to the applicant. Such letters are sometimes
referred to as a “deficiency notice”, “request for
additional information” or some similar title.
They must be drafted in a manner consistent with
legislation.
It is quite legitimate for a NMRA to prepare a
commentary on an expert report and use the
commentary plus the report as its own evaluation
report. The evaluator must remember, however, that
his/her function is to provide an independent review
of the product and the data. Therefore assertions by
the applicant’s expert must be checked against the
data. If the expert report is of poor quality or does not
present a balanced view, the evaluator should not be
obliged to use it.

5.2.2 Relying on an evaluation report
prepared by another national authority
If the applicant has confirmed that the dataset
submitted in the two countries was the same, and with
the other authority’s evaluation report in hand, the
NMRA may need only to prepare a “deficiency notice”
for return to the applicant (if one is necessary). If
certain recommendations made in the other agency’s
report are considered inappropriate, it is useful to
record the reasons, both for future reference and in
the event of an appeal.

5.2.3 Relying on a decision made by another
national authority
It is recommended that a WHO-type certificate with
approved product information be obtained in all
cases, together with an assurance by the applicant
that the product to be supplied is identical in all
aspects of manufacturing and quality to that in the
exporting country. The model application form in
the Annexes provides for such an assurance. It will
also be necessary to consider whether the proposed
produce information is appropriate in the importing
country. This is further discussed below.
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5.3

Evaluation of data on quality

Irrespective of the extent to which the NMRA intends
to evaluate the data itself, all the technical data on
quality should be provided by the applicant so that, in
the event of a reported problem, the batch in question
can be fully investigated, for example by quality
control laboratory testing. The model application
form requires a full quality dataset. The types of
information in the quality dataset that may be needed
in the future include:

manufacture has a valid manufacturing licence and
complies with GMP standards.
If the product has been developed in another
country, for example by a multinational company,
but is manufactured locally, then a report may be
available from the NMRA in the other country. The
local NMRA then has the option of seeking the other
country’s report, and possibly even relying on the
decision made by the foreign NMRA, or conducting
its own evaluation. However, it is not possible to seek
a WHO-type certificate in these circumstances.

• Test methodology; for use in testing samples of the
product;

5.3.2 Imported products

• The nature of impurities found in stability
studies, and the testing methods for detecting
and quantitating them; for use when impurities
are found during testing. It is important to know
whether impurities are degradation products or
contaminants from another source, and whether
they are present in harmful quantities;
• Sites of manufacture of the active substance or
manufacturing intermediates (e.g. granulates);
for use in the event that a particular site is closed
because of poor GMP performance;
• Stability data; for comparative purposes when
a company wishes to extend the shelf-life of the
product;
• Container labelling; for comparative purposes
during review by the quality control laboratory.
After a dataset on quality has been obtained, the
evaluation procedure depends on (1) whether the
product is imported or has been locally developed
and manufactured, and (2) to what extent the NMRA
intends to rely on decisions made by other national
authorities. See the Charts in the Annexes below.
Once a NMRA has determined whether and under
what circumstances it will rely on decisions made by
other national authorities, it should proceed in this
manner in all but exceptional cases. It is important
that decisions be consistent. An exceptional case
might be when an applicant company has previously
been found to market substandard products.
The NMRA should apply the same standards of
quality, safety and efficacy to imported and locally
manufactured products. This is an element of equity,
as discussed above under the title Equity.
Equity

5.3.1

Domestically manufactured products

If the product has been locally developed and
manufactured, the NMRA must evaluate the dataset
itself. It must also ensure that the local site of

If the NMRA intends to make its own decision, it
should first ascertain whether a report is available
from another national authority. If it is, the decision
on quality can be made quite soon after the other
NMRA’s report is received. If no other national
authority’s report is available, the NMRA must
conduct its own evaluation and then make a decision.
In either case, it is recommended that marketing
authorizations should not be granted unless a WHOtype certificate is available.
If the WHO-type certificate includes marketing
authorization in the exporting country, then the
applicant should either provide an assurance that the
product to which the certificate applies is identical in
all respects to that marketed in the exporting country,
or define and justify any differences. The model
application form in Annex 2 requires the applicant
to provide such an assurance. The influence of
climate on stability must also be taken into account,
as should local storage conditions, for example the
availability of air-conditioned storage or facilities
where temperature is monitored. If any part of the
manufacture is conducted locally (e.g. packaging),
the site should have a valid licence and be GMPcompliant. Finally, interchangeability with local
pharmaceutical equivalents must be considered (see
below), even if the NMRA intends to rely on a WHOtype certificate.
Unless either the WHO-type certificate includes
marketing authorization in the exporting country,
or the differences are minor and are justified, the
NMRA must conduct its own evaluation of the data,
as it would for locally developed and manufactured
products.
WHO-type certificates should normally be
accompanied by a copy of the approved product
information in the country of origin (see section 2 a.5
of reference [13]). This should be compared with
the product information proposed for local use and
should be evaluated in terms of local applicability, for
example in relation to indications.
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Information on marketing authorization status
in other countries may also provide a degree of
assurance of quality. However, if any reliance is to be
placed on marketing authorization status in another
country, the applicant should provide an assurance
that the batches imported are of at least the same
quality and, unless new data are supplied, are of
the same manufacturing origin, including active
starting materials. This must not be assumed. It is
recommended that marketing authorizations not be
granted solely on the basis of marketing authorization
in other countries, i.e. without a WHO-type certificate.

5.3.3

Sampling and GMP inspections

The BLUE BOOK

Whenever a NMRA has relied on decisions made by
another national authority or is doubtful about the
data provided by the applicant, the product should
be sampled and tested in the NMRA’s quality control
laboratory prior to marketing, or in a contract testing
laboratory on commission for the NMRA.
If manufacture is undertaken locally, all sites should
have a valid certificate of GMP. If the NMRA is doubtful
about the data provided by the applicant, a productspecific GMP inspection should be conducted, and if
necessary supported by a site inspection.
The recommendations in the above two sections
(under “Initial decisions on options for premarket
evaluation” and “Evaluation of data on quality” are
summarized in the attached decision trees (see the
charts on the next two pages).
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Chart 1
DECISION TREE FOR MARKETING AUTHORIZATION OF DOMESTIC PRODUCTS
Applicant submits full dataset

Is the manufacturing site regularly inspected & compliant
with current GMP requirements ?
YES

NO

Prepare own evaluation report considering:
- Quality
- Product information & container labelling
- Bioequivalence if required
- Evaluation report from another NMRA if
available & relevant

Reject application

Issue decision

Chart 2
DECISION TREE FOR MARKETING AUTHORIZATIONS OF IMPORTED PRODUCTS
Obtain full quality dataset & WHO-type certificate(s) of pharmaceutical product
Do you intend to rely on the exporting country’s regulatory authority ?
YES
Does the product have marketing
authorization in the exporting country ?
YES
Is the product identical to the one approved
in the exporting country ?
NO
Are the differences
acceptable ?
YES

NO

NO

Make you own assessment

NO

- Ensure that analytical methods can be applied in the national
QC laboratory
- Review & if necessary adapt product information & labelling
- Assess bioequivalence & relevance of stability data, if required

Issue decision
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5.4

Quality of starting materials

No pharmaceutical product can be of good quality
unless it is manufactured from good-quality starting
materials. In particular, starting materials should
at least comply with the requirements of a current
pharmacopoeia if a relevant monograph exists. This
is especially important for APIs.

The BLUE BOOK

Manufacturers of finished products should ensure that
each batch of starting materials has been tested for
compliance with specifications for identity, strength,
purity, and other quality parameters before it is used
(see reference [14]). Other quality parameters might
include, for example, limits on particle size of an
insoluble API, or limits on the viscosity of a solution
of an excipient.
In accordance with GMP guidelines[14], all shipments
should be accompanied by a list of the batch or control
numbers, and certificates of analysis for the batch or
batches. The WHO GMP guidelines allow reliance to
be placed on the supplier’s certificate of analysis for
the API provided that the manufacturer of the finished
product establishes the reliability of the supplier’s
analysis, normally through periodic validation of the
supplier’s test results ([14] part 17.7). Failure to validate
the reliability of suppliers carries a major risk[15, 16].
Even when a supplier’s findings have been validated,
the finished product manufacturer must conduct at
least an identity test on every container of starting
material.
APIs should where possible be purchased directly
from the producer rather than from an intermediary.
However it is recognized that this is not always
possible. Consequently it is recommended that each
batch of API be tested in full (i.e. all tests should
be conducted and not only the identity test) in the
following circumstances:
• The batch has been obtained via an intermediary
rather than directly from a validated producer, and
particularly if the finished product manufacturer is
not aware of the identity of the producer; or
• It has not been possible to validate the reliability of
the producer’s analysis.
Certificates that are issued by the producer of the
API should be retained by the finished product
manufacturer for each batch of API. They should be
kept for at least the duration of the shelf-life of all
batches of finished product in which the batch of API
is used.
In the event that a batch of active ingredient is found
to be defective, it should be possible to trace all the
batches of finished product that it has been used to
manufacture.
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It is recommended that contracts for the supply of
starting materials should include a requirement as
to quality, for example “...should comply with the
current requirements of the International, European,
Indian, Japanese or United States Pharmacopoeias”.
Batches found not to comply should be returned to
the supplier.

5.5

Container labelling

In accordance with GMP guidelines, container labels
should comply with national legislation and should
include at least the information required by GMP (see
section 15.11 of reference [14]).

5.6 Toxicological, pharmacological
and clinical data
Full toxicological, pharmacological and clinical
data are not usually required in applications for
marketing authorization on products containing well
established medicines. Exceptions may be made in
special circumstances, such as when a new indication
or patient population is claimed, use in a new
combination is intended, or there is recent evidence
that may alter the accepted view of the medicine’s
safety/efficacy balance. In such circumstances, the
NMRA can conserve resources by checking whether
one of the NMRAs with which it has links has already
prepared a scientific report on the same data.
New fixed-ratio combination products are regarded as
new medicines in their own right. They are acceptable
only when (a) the dosage of each ingredient meets the
requirements of a defined population group, and (b)
the combination has a proven advantage over single
compounds administered separately in terms of
therapeutic effect, safety or compliance. They should
not be treated as generic versions of single-component
products. WHO has issued separate guidelines
concerning fixed dose combination products ([17]).
If the new product is an alternative brand of an
existing product (same active ingredient, dosage
form and strength), full safety and efficacy data are
not normally required. However, the applicant should
provide, for the information of the NMRA, summaries
of toxicological, pharmacological and clinical
information in the published scientific literature. The
summaries should be fully referenced, and copies of
key texts should be provided. The NMRA may, in its
guidelines as to requirements, opt not to require this
information.
Data establishing therapeutic equivalence [2] with a
suitable locally available pharmaceutical equivalent
will usually need to be evaluated.
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5.7

Product Information

The product information (PI) is a key document in
the regulatory process. It is the means by which the
NMRA comes to an agreement with the company
as to the approved circumstances of use, including
indications, patient populations, contraindications,
warnings, etc., based on available information
on safety and efficacy. The product information
determines how the company may promote the
product [18], and in large measure it dictates
how the product will be used in clinical practice.
It is the means of communication between the
pharmaceutical company and the health professions,
especially the prescriber, and should be a publicly
available document. Marketing authorization holders
should be encouraged to make product information
available on request to enquirers, including patients
and health practitioners. It is desirable that NMRAs
publish approved product information if resources
permit and if possible include them on their website.
Because of its critical role, the product information
and its status should be recognized in law and its
contents defined. For flexibility, the law can lay down
a requirement for a document that meets guidelines
issued by the NMRA. The guidelines can then be
updated as the need arises. The minimum product
information provided should be that listed in the
current WHO Guidance on Package Leaflet, Summary

of Product Characteristics and Labelling [19]. A copy
of the agreed product information should accompany
the certificate of marketing authorization when it is
despatched by the NMRA.
It is not normally acceptable to have two equivalent
multisource products on the same market with product
information documents that do not match. In general,
one or both sets of the product information will have
to be amended so that they are consistent and are as
close as possible to each other, although the wording
need not be identical. More substantial differences
in product information may have to be tolerated in
certain situations, particularly where local legislation
allows new uses to be patented (which means new
indications in the case of pharmaceuticals) or where
market exclusivity arrangements apply. Further
comment on the review of product information may
be found in the Annexes.
A practical way to ensure that all multi-source
products containing the same active ingredient
or fixed-dose combination do not have conflicting
product information is described in the text box
below.
Variations to product information that only add new
safety restrictions should be permitted without prior
approval but must be notified to the NMRA.

Ensuring that multisource products have consistent Product Information
PI is a document published by the registration holder and authorized by the NMRA which includes
information on all strengths and forms for products that contain the same active substance or fixed-dose
combination. The PI is in the public domain.
One ‘reference’ product is identified for each substance or fixed-dose combination according to WHO
guidelines [2]. PI documents have previously been developed for ‘reference’ products.
Applicants for multisource products will refer to the reference product’s PI in order to prepare and submit
package inserts and patient information leaflets in applications for marketing authorization and for updates.
Responsibility to keep the PI up to date rests with the marketing authorization holder of the reference product.
Marketing authorization holders of multisource products must update their package inserts and patient
information leaflets within a specified date from the publication of an updated PI document.
The model marketing authorization letter set out in
the Annexes incorporates this provision.
The advice of the expert advisory body is useful in
finalizing PI documents. In addition several materials
produced by independent sources are publicly
available and can be used as reference (see above
under the heading Access to sources of information
information).

5.8

Interchangeability

New multisource (generic) pharmaceutical products
must be of good quality and at least as safe and
efficacious as existing products. The need for
interchangeability arises when a patient may change
from one brand to another, for example in these
circumstances:
• Physicians prescribe by generic name;
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• Generic substitution is permitted by national
legislation;
• The same brand is not always available, for example
in remote areas of the country;
• Patients in hospitals are given whatever brand
the hospital has in stock, and sometimes different
brands on different occasions;
• Patients receive a different brand after discharge
from hospital.

The BLUE BOOK

WHO’s guidelines on “Multisource (generic)
pharmaceutical products” mentions a number of
features which are important to interchangeability [2],
and these are examined in the Annexes. The science
behind demonstrating interchangeability is still
evolvingand further developments are likely [20].
By their nature, different brands of modified
(sustained, continuous, prolonged, slow) release
products are more likely not to be equivalent than
are different brands of immediate, conventional
release products. Some NMRAs take the view
that such products should never be considered
interchangeable, while others define a series of
studies that should be conducted, including in
some circumstances comparative clinical trials. For
delayed release products, such as enteric-coated
tablets,
interchangeability
is
more
readily
demonstrated.

5.9

The acceptability of data

5.9.1

Flexibility

It is normally appropriate to interpret technical
guidelines in a flexible manner. Guidelines as to
administrative matters (such as the number of
copies of the application that should be supplied, or
completion of an application form) are in general less
amenable to flexible interpretation.
In relation to technical guidelines, an alternative
approach may be appropriate in some cases. For
example when:
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i.

Scientific developments allow alternative
means of achieving the same goals;

ii.

A circumstance unique to the product in
question can be demonstrated;

iii.

An original but acceptable approach is
devised;

iv.

Sufficient alternative studies have been
conducted which, whilst not exactly what

the guidelines seek, nevertheless satisfy the
criteria of quality, safety and efficacy.
When guidelines describe evidence that is required,
applicants should normally be allowed to either:
• Provide the requested evidence; or
• Provide an alternative form of evidence that
addresses the same issues. In that case, the
application should include an explanation and
justification of the approach taken.

5.9.2 Principles for determining whether
data from the scientific literature are
acceptable
When a guideline outlines evidence that may be
required, it is not always necessary to generate new
(original) data. Evidence may be obtained from the
scientific literature, subject to its being of adequate
quality. For example literature-based data concerning
FDCs may be acceptable, subject to the principles
outlined in Appendix 2 to reference [17].
A single application for marketing authorization may
include both original data and data from the literature
(a ‘hybrid’ submission).
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6. ISSUE OF WRITTEN MARKETING
AUTHORIZATION
To avoid misunderstandings, some form of written
marketing authorization should be sent to the
applicant when a product is deemed acceptable.
A certificate signed by a person authorized by
legislation, and accompanied by the approved
product information, is the usual means of verifying
marketing authorization. In the event of a dispute as to
whether a product is authorized, possession of a duly
signed and dated certificate should be the sole means
of proof, unless authorization has subsequently been
revoked or has lapsed.
Marketing authorizations usually include conditions
of approval. These may include both standard
conditions that apply to all products, and specific
conditions that apply to the product in question.
The standard conditions should be appended to the
marketing authorization. Some examples of general
conditions are:

• No changes may be made to pharmaceutical aspects
of the product without prior approval, except those
listed in [name of guideline] as not requiring prior
approval;
• The only product information that may be issued
with the product is that approved by the NMRA,
a copy of which is attached to this marketing
authorization certificate;
• All promotion must be consistent with the approved
product information.
Product-specific conditions might include restriction
of the authorization to allow supply only to certain
hospitals (e.g. those specializing in selected diseases),
or only to certain regions of the country.
The Annexes to this manual include a Model
Marketing Authorization Letter to be sent by the
NMRA to applicants.

7. VARIATIONS
A number of NMRAs define changes (variations) to
products that may be made without prior approval,
but subject to conditions, sometimes known as selfassessable changes. The European system of Type I
and Type II variations is an example [21, 22]. WHO’s
Prequalification Programme has its own guideline [23].
Self-assessable changes are those that may be made by
a manufacturer without prior approval but only if the
relevant NMRA has designated that type of change as
self-assessable but subject to strict conditions. Such
changes have a low risk of compromising quality,
safety and efficacy. For some types of change, the
manufacturer must notify the NMRA that the change
will be or has been made (WHO suggests not later
than one month after implementation) and in many
cases supporting validation data must be generated.
However the data are not submitted to the NDA with
the notification of a variation but instead are held by
the manufacturer and must be supplied if requested
by the NDA within one month of the request.

The objectives of this system of self-assessable
changes are:
• To reduce impediments to legitimate commerce;
• To encourage improvements to product quality; and
• To reduce the agency’s workload in approving
variation.
After a product has been authorized for marketing,
the manufacturer will often wish to make changes
(variations) for a number of reasons. The two common
areas for change are pharmaceutical aspects of the
product (quality control, manufacturing, shelf-life,
etc.) and product information.
Changes should not be discouraged on principle,
because they are often intended to improve quality
(e.g. stability, batch-to-batch consistency, analytical
methodology) or product information (e.g. updates to
information on adverse reactions). In an application to
vary, the company advises the NMRA of an intended
change and submits appropriate validation data.
To encourage companies to give prior advice of such
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changes, variations should be processed as quickly
as possible. If feasible, the NMRA should have a
separate unit for processing changes. A balance must
be maintained between not placing the company at a
disadvantage because it has made the application but
at the same time ensuring that the change has been
adequately validated.
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Even well resourced agencies find it impossible to
evaluate all the pharmaceutical changes that are
made to all products. It is necessary, therefore, to
define those changes that can be made without the
NMRA’s involvement (self assessable changes) and
those that require prior approval. Some authorities
establish an intermediate category of changes which
do not require prior approval but which must be
notified (“notifiable” changes).
Some NMRAs find difficulty in getting the industry
to comply with the requirement to apply in advance
to make pharmaceutical changes. Better compliance
can be achieved by these means of:

information submitted for marketing authorization
purposes;
• A strong and effective system of enforcement
of legislation when unauthorized changes are
detected.
Some changes are so major that they constitute a new
pharmaceutical product. These should be considered
to be an application for a new product and should not
be accepted as a variation. Such changes include:
• A change of the API to a different API;
• Inclusion of an additional API, or removal of one
API from a multi-component product;
• A change in the dose of one or more of the APIs;
• A change in dosage form, including:
> Change from an immediate-release product to
a slow- or delayed-release dosage form, or vice
versa;
> Change from a liquid to a powder for
reconstitution, or vice versa.

• Definition of minor changes that do not require
prior approval or are notifiable;
• A policy that a complete evaluation of the product
will not be routinely triggered whenever a company
applies to make a change (though if an application
discloses a major defect, the NMRA must take
action);
• For cases in which prior approval is required, data
requirements are defined in published guidelines
so that companies can plan ahead;
• Rapid turn-round of evaluations of applications to
make changes;
• Random review, during GMP inspections, of
company documentation for consistency with

• Change in the route of administration.
It should be noted that a change in the
recommendations for use (e.g. indications or
patient population) would make the product not
interchangeable with other brands and hence would
not be acceptable unless the product information
of all other brands were changed in the same way.
However, as mentioned previously, differences in
product information may have to be tolerated if local
legislation allows new uses to be patented (e.g. new
indications in the case of pharmaceuticals) or where
market exclusivity arrangements apply.

8. PERIODIC REVIEWS
All marketing authorizations should be reviewed
at regular intervals. WHO’s Guiding Principles for
Small National Drug Regulatory Authorities [4]
suggests that this should be done every five years. In
practice the available resources are likely to dictate
the time-frame. Where the authorization is issued for
a fixed period, reviews should normally coincide with
extensions of validity. Some countries require more
frequent safety updates for products that contain new
APIs. WHO’s Prequalification Programme has its
own guideline on this subject entitled Guideline on
the requalification of prequalified dossiers [24].
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NMRAs should avoid routinely conducting full
updates when companies apply to make changes
to existing marketing authorizations, because this
deters companies from disclosing changes. (But, if
an application discloses a major defect, the NMRA
must take action.) If resources are limited, a better
approach is to update products in groups, perhaps
beginning with essential medicines. Candidates
for priority might be (though not necessarily in this
order):
• Essential medicines;
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• Other medicines used to treat life-threatening
diseases;
• Medicines for the treatment of endemic diseases;
• Medicines, or groups of medicines, for which there
are important new discoveries in safety or efficacy;
• Products with provisional marketing authorization
(“grandfathered” products - see glossary), about
which there is so far no information on file;
• The claims made for OTC products (to minimize
patient expenditure on products that are ineffective
for the condition being treated).

In some countries, periodic reviews are explicitly
distinguished from retention of marketing
authorization by payment of retention fees. The
latter simply involves payment of a charge, usually
annually.
The WHO Certification Scheme on the Quality of
Pharmaceutical Products Moving in International
Commerce [13] includes provision for the issue of a
new WHO-type certificate when a periodic review is
due (see paragraph 3.5). If a marketing authorization
relied in full or in part on a WHO-type certificate, a
new certificate should be sought prior to the periodic
review.

Advice on the order of priority to be followed in a given
country can be sought from the expert advisory body.

9. SUSPENSION AND REVOCATION OF
MARKETING AUTHORIZATION
Marketing authorization may be suspended or
revoked in various circumstances, for example:
• The product has proved to be ineffective for the
approved indication(s);
• It is strongly suspected that the product is unsafe in
the normal conditions of use;
• The quantitative or qualitative composition is not
as agreed in the marketing authorization;
• The product found not to be in compliance with the
conditions of marketing authorization;
• The product is found to have been promoted in an
inappropriate or unethical manner.

For imported products, if marketing authorization is
suspended or withdrawn in a country that supplied
a WHO-type certificate, the marketing authorization
holder should be asked to state (by a certain date)
why the authorization should not be suspended.
The company’s statement should address the
quality, safety and efficacy of the product and GMP
certification of the sites(s) of manufacture.
In notifying the marketing authorization holder of any
suspension or revocation of marketing authorization,
the NMRA should state the reasons for the decision
and the appeal mechanisms available.
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GLOSSARY
The terms listed below are defined specifically for
the purposes of this manual. They may be defined
differently in other documentation.
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accountability
Being required to account for one’s conduct and
actions, usually to an individual or group but
ultimately to the public. Both individuals and
organizations may be accountable. There is some
overlap between accountability and transparency
(see below).
active pharmaceutical ingredient (API)
A substance or compound that is intended to
be used in the manufacture of a pharmaceutical
product as a therapeutically active compound
(ingredient).
advertising
For the purposes of this manual, advertising is
considered a part of promotion.
applicant
The person or company who submits an
application for marketing authorization of a new
pharmaceutical product, an update to an existing
marketing authorization, or a variation to an
existing marketing authorization.
assessment (report)
See Evaluation Report.
authorization holder
The person or company in whose name the
marketing authorization has been granted.
This party is responsible for all aspects of the
product, including quality and compliance with
the conditions of marketing authorization. The
authorization holder must be subject to legislation
in the country that issued the marketing
authorization, which normally means being
physically located in the country.
authorized person
A person (among key personnel of a manufacturing
establishment) responsible for the release of
batches of finished products for sale. In some other
GMP guides and legal texts, the term qualified
person is used to describe analogous functions.
bioequivalence
Two pharmaceutical products are bioequivalent
if they are pharmaceutically equivalent
or pharmaceutical alternatives, and their
bioavailabilities, in terms of peak (Cmax and
40

Tmax) and total exposure (area under the curve
(AUC)) after administration of the same molar
dose under the same conditions, are similar to
such a degree that their effects can be expected to
be essentially the same.
comparator product
The comparator product is a pharmaceutical
product with which the multisource product is
intended to be interchangeable in clinical practice.
The comparator product will normally be the
innovator product for which efficacy, safety and
quality have been established. The selection of the
comparator product is usually made at the national
level by the medicines regulatory authority. See
elsewhere for guidance on how to deal with the
situation where the comparator proves, on testing,
to be of poor quality, e.g. it has poor bioavailability.
container labelling
All information that appears on any part of a
container, including that on any outer packaging
such as a carton.
dosage form
The form of the completed pharmaceutical product,
e.g. tablet, capsule, injection, elixir, suppository.
drug
See medicine.
drug master file
A drug master file (DMF) is a master file that
provides a full set of data on an API. In some
countries, the term may also comprise data on an
excipient or a component of a product such as a
container.
essential medicines
Essential medicines are those that satisfy the
health care needs of the majority of the population.
Each country may generate its own list of essential
medicines.
evaluation report
A critical summary and interpretation of the data,
with conclusions, prepared by or on behalf of the
medicines regulatory authority.
authority
excipient
Any component of a finished dosage form other
than the claimed therapeutic ingredient or
ingredients.
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expert advisory body
A standing advisory board (or committee) of
independent experts, including academic experts
and practicing health care professionals.

quality (according to requirements at the time of
the authorization). When a substance has been
available for many years, it may not be possible to
identify an innovator pharmaceutical product.

expert report
In European Union usage critical summary and
interpretation of the data, with conclusions,
prepared by or on behalf of an applicant.

interchangeable pharmaceutical product
An interchangeable pharmaceutical product
is one which is therapeutically equivalent to a
comparator product and can be interchanged with
the comparator in clinical practice.

finished product
A product that has undergone all stages of
production, including packaging in its final
container and labelling.
formulation
The composition of a dosage form, including
the characteristics of its raw materials and the
operations required to process it.
generic products
The term generic product has somewhat different
meanings in different jurisdictions. Use of this
term is therefore avoided as much as possible,
and the term multisource pharmaceutical product
(see below) is used instead. Generic products
may be marketed either under the approved non
proprietary name or under a brand (proprietary)
name. They may be marketed in dosage forms
and/or strengths different from those of the
innovator products. Where the term generic
product is used, it means a pharmaceutical
product, usually intended to be interchangeable
with the innovator product, which is usually
manufactured without a licence from the innovator
company and marketed after expiry of the patent
or other exclusivity rights. The term should not be
confused with generic names for APIs.
grandfathered
A product that is grandfathered is one that has
been granted marketing authorization because
it was already being marketed at the time the
marketing authorization system was established.
The terms provisional registration or provisional
marketing authorization (see below) are preferred,
but some countries do not have a separate category
of provisional marketing authorization.
immediate release dosage form
A dosage form that is intended to release all
the active ingredient on administration with no
enhanced, delayed or extended release effect.
innovator pharmaceutical product
The innovator pharmaceutical product is
generally that which was first authorized for
marketing (normally as a patented product) on
the basis of documentation of efficacy, safety and

labelling
The word “labelling” has been avoided in this
manual because its meaning is not consistent
between Member States. See container labelling
and product information.
licence
See marketing authorization.
manufacture (manufacturing)
All operations of purchase of materials and
products, production, quality control, release,
storage, shipment of finished products and the
related controls.
marketing authorization
An official document issued by the competent
medicines regulatory authority for the purpose
of marketing or free distribution of a product
after evaluation for safety, efficacy and quality. It
must set out, inter alia, the name of the product,
the pharmaceutical dosage form, the quantitative
formula (including excipients) per unit dose (using
INNs or national generic names where they exist),
the shelf-life and storage conditions, and packaging
characteristics. It specifies the information on
which authorization is based (e.g. “The product(s)
must conform with all the details provided in
your application and as modified in subsequent
correspondence”). It also contains the product
information approved for health professionals
and the public, the sales category, the name and
address of the holder of the authorization, and the
period of validity of the authorization.
Once a product has been given marketing
authorization, it is included on a list of authorized
products – the register – and is often said to be
“registered” or to “have registration”. Market
authorization may occasionally also be referred to
as a licence or product licence.
master file
A master file is a dataset that is:
• submitted by someone other than a finished
product applicant, e.g. the supplier of an active
ingredient or the supplier of a packaging
component;
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• a common feature of more than one product,
e.g. sterility test procedures; or
• some other matter that is conveniently dealt
with by means of a master file.
An applicant for a new marketing authorization
or for a variation may make reference to a master
file, but must have the permission of the person or
company that submitted the master file.
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master formula
A document or set of documents specifying the
starting materials with their quantities and the
packaging materials, together with a description
of the procedures and precautions required to
produce a specified quantity of a finished product
as well as the processing instructions, including
in-process controls.
medicinal product
See pharmaceutical product.
medicine
Any substance or pharmaceutical product for
human or veterinary use that is intended to modify
or explore physiological systems or pathological
states for the benefit of the recipient.
medicines regulatory authority
A national body that administers the full spectrum
of medicines regulatory activities, including at
least all of the following functions:
• marketing authorization of new products and
variation of existing products;
• quality control laboratory testing;
• adverse drug reaction monitoring;
• provision of medicines information
promotion of rational use of medicines;

and

• good manufacturing practice (GMP) inspections
and licensing of manufacturers, wholesalers and
distribution channels;
• enforcement operations;
• monitoring of medicine utilization.
multisource (generic) pharmaceutical product
Multisource pharmaceutical products are
pharmaceutically equivalent products that may or
may not be therapeutically equivalent. Multisource
pharmaceutical products that are therapeutically
equivalent are interchangeable.
new chemical or biological APIs (new APIs)
New chemical or biological APIs are those not
previously authorized for marketing for any
pharmaceutical use in the country in question.
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Those provisionally authorized at the time
of the initial market inventory are not new
pharmaceutical ingredients.
new medicine
Any medicine that does not match the definition
of well established medicines (see below).
new pharmaceutical product
A pharmaceutical product that contains a new
API, a new combination of marketed APIs, or a new
multisource (generic) product. It may be available
either on prescription or without prescription.
newer medicine
See new medicine.
periodic review
The regular process, usually occurring every
five years, by which the validity of a marketing
authorization is renewed and information on a
product is reviewed (validated), consolidated and
sometimes expanded.
pharmaceutical equivalents
Products are pharmaceutical equivalents if they
contain the same amount of the same active
substance(s) in the same dosage form; if they meet
the same or comparable standards; and if they are
intended to be administered by the same route.
Pharmaceutical equivalence does not necessarily
imply therapeutic equivalence, as differences in
the excipients and/or the manufacturing process
can lead to differences in product performance.
pharmaceutical product
Any preparation for human or veterinary use that is
intended to modify or explore physiological systems
or pathological states for the benefit of the recipient.
product information
A document defining information that may be
supplied with or about a pharmaceutical product
by or on behalf of the marketing authorization
holder. The minimum information in the product
information is that defined by WHO’s sample
product information sheet (see the appendix
to reference [18]). The content of the product
information is agreed between the marketing
authorization holder and the NMRA at the time
the market authorization is issued.
promotion
All informational and persuasive activities by
manufacturers and distributors, the effect of which
is to induce the prescription, supply, purchase
and/or use of medicinal products Ethical criteria for
drug promotion, WHO, 1988 [18]. For the purposes
of this manual, promotion includes advertising.
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provisional marketing authorization
Temporary authorization following the initial
market inventory, and pending full approval based
on evaluation of quality, safety and efficacy.
provisional registration
See provisional marketing authorization.
quality control
Quality control is concerned with sampling,
specifications and testing, and with the organization,
documentation and acceptance/rejection procedures
which ensure that the necessary and relevant tests
are actually carried out and that starting materials,
intermediates and finished products are not accepted
for use, sale or supply until their quality has been
judged to be satisfactory.
register
A list of all the pharmaceutical products authorized
for marketing in a particular country. The register
is maintained by the medicines regulatory
authority of the country in question.
registered medicinal products
Pharmaceutical products that have a marketing
authorization.
registration
See marketing authorization.
renewal
The word “renewal” has been avoided in this
manual because its meaning is not consistent
between Member States. See periodic review and
retention fee.
retention fee (for marketing authorization)
A fee paid to maintain marketing authorization,
usually annually. Product details are not normally
reviewed when retention fees are paid. (See also
periodic review
review).
specification - expiry, check or shelf life
The combination of physical, chemical, biological
and microbiological test requirements that an
active ingredient must meet up to its retest date or
a medicinal product must meet during its shelf-life.
specification - release
The combination of physical, chemical, biological
and microbiological test requirements that
determine whether a medicinal product is suitable
for release at the time of its manufacture.
stability
The ability of an active ingredient or a medicinal
product to retain its properties within specified
limits throughout its shelf-life. The chemical,
physical, microbiological and biopharmaceutical

aspects of stability must be considered.
starting material
Any substance of a defined quality used in the
production of a pharmaceutical product, but
excluding packaging materials.
therapeutic equivalence
Two pharmaceutical products are considered
to be therapeutically equivalent if they are
pharmaceutically equivalent or pharmaceutical
alternatives and after administration in the same
molar dose, their effects, with respect to both
efficacy and safety, are essentially the same when
administered to patients by the same route under
the conditions specified in the labelling.
tracking
Keeping a record of the progress of an application
at all stages.
transparency
The term transparency means (1) defining policies
and procedures in writing and publishing the
written documentation, and (2) giving reasons
for decisions to the affected party. There is some
overlap between transparency and accountability
(see above).
unregistered medicinal products
Pharmaceutical products that do not have a
marketing authorization.
update
See periodic review.
Validation
The demonstration, with documentary evidence, that
any procedure, process, equipment, material, activity,
or system actually leads to the expected results.
Variation
A change to any aspect of a pharmaceutical
product, including but not limited to a change
to formulation, method and site of manufacture,
specifications for the finished product and
ingredients, container and container labelling,
and product information.
well-established medicines
APIs (not products) which:
• have been marketed for at least five years in
countries that undertake active postmarketing
monitoring;
• have been widely used in a sufficiently large
number of patients to permit the assumption
that safety and efficacy are well known; and
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• have the same route of administration and
strength, and the same or similar indications as
in those countries.
See also well established medicines combinations
and well established medicinal products.
well-established medicines combinations
Combinations of medicines which:
• have been marketed for at least five years in
countries which undertake active postmarketing
monitoring;
• have been widely used in a sufficiently large
number of patients to permit the assumption
that safety and efficacy are well known; and
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• have the same route of administration and
strength, and the same or similar indications as
in those countries.
See also well established medicines and well
established medicinal products.
well-established medicinal products
Pharmaceutical products which contain well
established medicines, and which:
• have been marketed for at least five years in
countries that undertake active post-marketing
monitoring;
• have been widely used in a sufficiently large
number of patients to permit the assumption
that safety and efficacy are well known; and
• have the same route of administration and
strength, and the same or similar indications as
in those countries.
WHO-type certificate
A certificate of pharmaceutical product of the type
defined in the WHO Certification Scheme on the
Quality of Pharmaceutical Products Moving in
International Commerce [13].
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ABBREVIATIONS
API

Active pharmaceutical ingredient

ASEAN

Association of South-East Asian Nations

ATC

Anatomic Therapeutic Chemical classification (WHO)

BP

British Pharmacopoeia

CIOMS

Council for International Organizations of Medical Sciences

DDD

Defined daily dose

EDQM

European Directorate for the Quality of Medicines

EFTA

European Free Trade Association

EMA

European Medicines Agency

EP

European Pharmacopoeia

EU

European Union

FDA

United States Food and Drug Administration

FPP

Finished pharmaceutical product

GMP

Good manufacturing practice

ICDRA

International Conference of Drug Regulatory Authorities

ICH

International Conference on Harmonisation

INN

International Nonproprietary Name

IP

International Pharmacopoeia

JP

Japanese Pharmacopoeia

MKT

Mean kinetic temperature

MPP

Multisource pharmaceutical product

NMRA

National medicines regulatory authority

OTC

Over the counter

PI

Product information

USP

United States Pharmacopeia

45

Marketing Authorization of Pharmaceutical Products with Special Reference to Multisource (Generic) Products:
a manual for medicines regulatory authorities

ANNEXES
Annex 1
WHO guidelines and standards
INDEX
Introduction
The International Pharmacopoeia

The BLUE BOOK

The Expert Committee on Specifications for
Pharmaceutical Preparations
The Prequalification Programme (PQP)
Council for international organizations of medical
sciences (CIOMS)

Introduction
WHO guidelines are referenced extensively in this
manual. In the main these have been generated by:
> The Expert Committee on Specifications for
Pharmaceutical Preparations; and
> The Prequalification Programme.
The guidelines have not been reproduced in the
manual for these reasons:
> With the additional material to be incorporated
in this edition, the Blue Book could have become
long and cumbersome;
> Updated versions of guidelines may become
available before a new version of the Blue Book
is produced;
> All of the relevant guidelines are available via
the WHO website.
The section below entitled Detailed advice to
evaluators includes a table of Guidelines to consider
during an evaluation, indexed by topic.

The International Pharmacopoeia
http://www.who.int/medicines/publications/
pharmacopoeia/en/index.html
The International Pharmacopoeia (Ph. Int.)
comprises a collection of quality specifications for
pharmaceutical substances (active ingredients and
excipients) and dosage forms together with supporting
general methods of analysis, that is intended to
serve as source material for reference or adaptation
by any WHO Member State wishing to establish
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pharmaceutical requirements. The pharmacopoeia,
or any part of it, shall have legal status, whenever a
national or regional authority expressly introduces it
into appropriate legislation.
The current edition 3 of The International
Pharmacopoeia is the Fourth Edition; this now
comprises Volumes 1 and 2 published together in
2006 and the First Supplement published in 2008.
Thus, the Fourth Edition is available in print as the
two main volumes plus Supplement. For the electronic
version, the text of the First Supplement has been
merged with that of the main volumes to provide a
single, consolidated, electronic product, available as
a replacement CD-ROM and on-line. This provides
the user of The International Pharmacopoeia with
a choice of form in which to consult the publication
depending on the circumstances and the type of
enquiry.

The Expert Committee on Specifications for
Pharmaceutical Preparations
http://www.who.int/medicines/services/
expertcommittees/pharmprep/en/index.html
This committee develops and publishes norms and
standards for pharmaceutical preparations.
Originally mandated to develop the International
Pharmacopoeia, the Expert Committee has seen
its quality assurance role broaden and deepen
significantly over the last 50 years. Convened
annually, it addresses a range of subjects, from
active and non-active pharmaceutical ingredients,
to regulatory guidelines for marketing authorization
(registration) of medicines - an effort that deals
with such issues as stability testing, manufacturing
variations and interchangeability. But whatever the
subject, the aim remains constant: To promote quality
assurance and quality control of pharmaceuticals.
Details may be found at http://www.who.int/
medicines/publications/brochurepharma.pdf.
Many of the committee’s publications are relevant
to the activities of NMRAs. As far as possible, and
to the date of publication, they are referenced in this
manual. It is recommended that NMRAs monitor the
Expert Committee’s publications via its website.

3 At April 2010
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The Prequalification Programme (PQP)
http://apps.who.int/prequal/
The Prequalification Programme was set up in 2001
by WHO to facilitate access to medicines that meet
unified standards of quality, safety and efficacy
for HIV/AIDS, malaria and tuberculosis. From the
outset, the Programme was supported by UNAIDS,
UNICEF, UNFPA and the World Bank as a concrete
contribution to the United Nations priority goal of
addressing widespread diseases in countries with
limited access to quality medicines.

How the PQP works
Prequalification was originally intended to give
United Nations procurement agencies, such as
UNICEF the choice of a range of quality medicines.
With time, the growing list of products (i.e.
medicines) that have been found to meet the set
requirements has come to be seen as a useful tool
for anyone bulk purchasing medicines, including
countries themselves and other organizations. For
instance, the Global Fund to Fight AIDS, Tuberculosis
and Malaria disburses money for medicines that
have been prequalified by the WHO process.
Any manufacturer wishing their medicines to be
included in the prequalified products list is invited
to apply, provided the medicines are on the invitation
for Expression of Interest (EOI). Each manufacturer
must present extensive information on the product
(or products) submitted to allow qualified assessment
teams to evaluate its quality, safety and efficacy.
The manufacturer must also open its manufacturing
sites to an inspection team which assesses working
procedures for compliance with WHO Good
Manufacturing Practices (GMP). Alternatively, the
inspections carried out by stringent regulatory bodies
are recognized and their work is not duplicated by
WHO. The standards against which the assessment
teams evaluate both the quality specifications of
medicines and the manufacturing sites are based
on the principles and practices agreed by the
world’s leading regulatory agencies and adopted by
the WHO Expert Committee on Specification for
Pharmaceutical Preparations. In other words: The
manufacturer provides a comprehensive set of data
about the quality, safety and efficacy of its product,
including details about the purity of all ingredients
used in manufacture, data about finished products,
such as information about stability, and the results of
in vivo bioequivalence tests (clinical trials conducted
in healthy volunteers).
The team of assessors evaluates all the data presented
and if satisfied with the evidence sends the product to

professional control testing laboratories contracted
by WHO in France, South Africa or Switzerland for
analytical verification of quality.
If the product is found to meet the specified
requirements, and the manufacturing site
complies with GMP, both the product linked to this
manufacturing site and company are added to a list
hosted by WHO on a public web site.

An integrated process
The PQP is part of an integrated process. To ensure
that quality pharmaceuticals are available, WHO
sets norms and standards, develops guidelines and
advises Member States on issues related to quality
assurance of medicines in national and international
markets. WHO assists countries in building national
regulatory capacity through networking, training and
information sharing. The Prequalification Programme
is part of these activities and mandate. It does not
intend to replace national regulatory authorities or
national authorization systems for importation of
medicines. Prequalification draws from the expertise
of some of the best national regulatory authorities to
provide a list of prequalified products that comply
with unified international standards.
What is the value of the PQP to small regulatory
authorities?
The value of the PQP to small regulatory authorities
is two-fold.
• There is a regularly updated list of medicines
that have been prequalified. See the WHO List of
Prequalified Medicinal Products;
• Via its website, PQP has published numerous
guidelines and advisories that are of use to NMRAs.
They are included on the A-Z Listing of Documents
on the PQP website http://apps.who.int/prequal/.
http://apps.who.int/prequal/
Examples of useful guidelines include:
> General
notes
on
biopharmaceutical
classification system (BCS) biowaiver-based
applications;
> Good manufacturing practices: Supplementary
guidelines
for
the
manufacture
of
pharmaceutical excipients;
> Guidance on variations to a prequalified
product dossier.

List of WHO guidelines that are referenced in this
manual
WHO guidelines are also included in the list
of references to facilitate cross referencing and
automatic numbering.
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Name of guideline
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Date

Cross reference

Guidance on Package Leaflet, Summary of Product
Characteristics and Labelling (Appendix 3 to Guidance
note to Applicants [Manufacturers] on the compilation of
the WHO Public Assessment Report)

See current

[19]

Guidelines for ATC classification and DDD assignment

See current

[25]

International nonproprietary names: Recommended and
Proposed INN Lists

See current

[26]

Model list of essential medicines

See current

[9]

Overview of WHOPARs of prequalified medicinal
products

See current

[27]

Selection of essential medicines

See current

[28]

WHO good manufacturing practices for active
pharmaceutical ingredients

2010

[29]

Guideline on the requalification of prequalified dossiers
(Unedited version adopted by the Expert Committee)

2010

PQP website [30]

General notes on Biopharmaceutics Classification System
(BCS)-based biowaiver applications

2009

[31]

Guidelines for stability testing of pharmaceutical
products containing well established drug substances in
conventional dosage forms

2009

Annex 2 to TRS 953

Guidelines for stability testing of pharmaceutical
products containing well established drug substances in
conventional dosage forms

2009

Annex 2 to TRS 953

Guideline on active pharmaceutical ingredient master file
procedure

2008

Annex 4 to TRS 948

Guideline on active pharmaceutical ingredient master file
procedure

2008

Annex 4 to TRS 948

Guidance on variations to a prequalified dossier

2007

Annex 6 to TRS 943

Example of a code of conduct

2006

Appendix 1 to Annex 6 of TRS 937

Proposal to waive in vivo bioequivalence requirements for
WHO Model list of Essential Medicines immediate-release,
solid oral dosage forms

2006

Annex 8 to TRS 937

Supplementary guidelines on good manufacturing
practices: Validation

2006

Annex 4 to TRS 937

Multisource (generic) pharmaceutical products:
guidelines on registration requirements to establish
interchangeability

2006

Annex 7 to TRS 937

Handbook for Good Clinical Research Practice (GCP):
Guidance for implementation

2006

[32]
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Name of guideline

Date

Cross reference

Multisource (generic) pharmaceutical products:
guidelines on registration requirements to establish
interchangeability

2006

Annex 7 to TRS 937

Guidelines for registration of fi xed-dose combination
medicinal products

2005

Annex 5 to TRS 929

International Nonproprietary Names (INN) for
pharmaceutical substances: Names for radicals & groups:
Comprehensive list

2004

[33]

Model certificate of Good Manufacturing Practices

2003

Annex 5 to TRS 902

WHO pharmaceutical starting materials certification
scheme (SMACS): Guidelines on implementation

2003

Annex 3 to TRS 917

Model Certificate for Manufacture of Pharmaceutical
Starting Materials issued by the manufacturer

2003

Appendix 2, Annex 3 to TRS 917

WHO good manufacturing practices: main principles for
pharmaceutical products

2003

Annex 4 to TRS 908

Handbook for good clinical research practice (GCP)

2002

[32]

Provisions for evaluators of product dossiers and for
inspectors (team member participating in site visits)
within the scope of the quality assessment procedure of
pharmaceutical products

2002

[34]

Good trade and distribution practices for pharmaceutical
starting materials

2002

Annex 2 to TRS 917

Guidelines on packaging for pharmaceutical products

2002

TRS 902

Medical products and the internet: A guide to finding
reliable information

1999

WHO/EDM/QSM/99.4

Good manufacturing practice: Supplementary guidelines
for the manufacture of pharmaceutical excipients

1999

Annex 5 to TRS 885

Cross-border advertising, promotion & sale of medical
products using the Internet

1998

Resolution WHA 51.9

How to introduce computer-assisted drug registration

1998

[6]

A model system for computer-assisted drug registration

1998

[7]

Guidelines on the use of international nonproprietary
names (INNs) for pharmaceutical substances

1997

WHO/PHARMS/NOM1570

Guidelines for the assessment of herbal medicines

1996

Annex 11 to TRS 863

Guidelines for implementation of the WHO certification
scheme on the quality of pharmaceutical products moving
in international commerce

1996

Annex 10 to TRS 863

National drug legislation: Guiding principles for small
national drug regulatory authorities

1990

Annex 8 to TRS 790

Ethical criteria for medicinal drug promotion

1988

[18]
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Council for international organizations of
medical sciences (CIOMS)
http://www.cioms.ch/
Although a separate organization, CIOMS is hosted
by WHO.
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CIOMS is an international, non-governmental, nonprofit organization established jointly by WHO and
UNESCO in 1949. Through its membership, CIOMS
is representative of a substantial proportion of the
biomedical scientific community. The membership
of CIOMS in 2009 includes over 60 international,
national and associate member organizations,
representing many of the biomedical disciplines,
national academies of sciences and medical research
councils.
The main objectives of CIOMS are:
• To facilitate and promote international activities in
the field of biomedical sciences, especially when the
participation of several international associations
and national institutions is deemed necessary;
• To maintain collaborative relations with the United
Nations and its specialized agencies, in particular
with WHO and UNESCO;
• To serve the scientific interests of the international
biomedical community in general.
To achieve its objectives, CIOMS has initiated
and coordinates the following main long-term
programmes:
• Bioethics;
• Health Policy, Ethics and Human Values - An
International Dialogue;
• Drug Development and Use;
• International Nomenclature of Diseases.
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Annex 2
Model documentation
INDEX
2. 1 Model Guidelines on Conflict of Interest
2. 2 Model text for a signed statement on conflict
of interest
2. 3 Model Contract between a Regulatory
Authority and an External Evaluator
of Chemistry, Pharmaceutical and
Bioavailability Data
2. 4 Model Application Form for new Marketing
Authorizations, Periodic Reviews and
Variations, with Notes to the Applicant
2. 5 Model List of Variations (Changes) to
Pharmaceutical Aspects of Registered
Products which may be made without Prior
Approval
2. 6 Model Evaluation Report
These model documents are intended to be a resource
and should not be considered ‘written in stone’.
NMRAs should feel free to modify them as necessary,
for example to accommodate local requirements and
legislation.
WHO’s Prequalification Programme has its own
confidentiality agreement & declaration of no
conflict of interest entitled Provisions for evaluators
of product dossiers and for inspectors (team member
participating in site visits) within the scope of the
quality assessment procedure of pharmaceutical
products [34].

Annex 2. 1
Model Guidelines on Conflict of Interest
Introduction
This document presents policy on “conflict of interest”
as it applies to external evaluators and members of
advisory committees. These two categories of person
are together referred to as “consultants” for the
purposes of these guidelines.
A model for a signed statement on conflict of interest
may be found later in this Annex.

Conflict of interest
Definitions and Principles
The common meaning of “conflict of interest” is a
conflict between an individual’s private or personal
interest and his or her duty. However, it may also refer
to a situation where an individual has several duties
which conflict without involvement of any private or
personal interests.
A conflicting private or personal interest may be
financial or non-financial:
• When a decision-maker or consultant has a direct
financial interest, however slight, in the matter to be
decided, there is a conclusive presumption of bias
and the decision-maker or consultant will thus be
disqualified from acting.
• Where a decision-maker or consultant has a nonfinancial interest which gives rise to a reasonable
presumption of bias, the decision-maker or
consultant will be disqualified from acting. The
test here is whether a reasonable observer would
suspect that there is a possibility of bias, not whether
that bias actually exists. A relevant non-financial
interest may arise, for example, out of personal or
family involvement between a decision-maker or
consultant and a party whose interests are affected
by the decision or recommendations. Such an interest
may also arise where a decision-maker or consultant
is seen to have prejudged the issues, either through
preconceived opinions or prior involvement with
the facts of a case on which he or she is required to
make a decision on recommendations.
Conflict of interest in relation to consultants
There are variety of situations in which consultants
may find themselves in a situation of conflict
of interest between their professional activities
(e.g. preparation of objective and independent
evaluations,
membership
of
independent
committees) and personal and private interest (e.g.
private consultancies, grants to cover travel and
accommodation at company-sponsored conferences,
share holdings, research grants, honoraria). It is
recognized that almost all consultants have some
potential conflict of interest because of their present
or past association with the pharmaceutical industry.
Some situations of conflict of interest are clear-cut and
some are more difficult to determine. If an individual
is an employee of, or a retained consultant to, a
pharmaceutical company, there is a clear possibility
of conflict of interest. If an individual is an employee
of a government organization, does no work on behalf
of pharmaceutical companies, and is not in receipt of
gratuities or funding, there is minimal risk. Between
these two situations is a spectrum of possibilities
where the decision may be less obvious.
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Contracts are unlikely to be offered to consultants in
any one of categories 1 to 6:
1. The consultant works in the pharmaceutical
industry, including pharmaceutical consultant
companies, either as an employee or as an owner
or part-owner (e.g. owner of a consultancy or
shareholder in the pharmaceutical company).
2. The consultant receives a retainer (fee) from one or
more pharmaceutical companies whose products
she or he has to assess or which the new product is
likely to replace.
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3. The consultant has a significant direct current
relationship with one or more companies. This
may take the form of (a) financial support for
an ongoing research project or projects (b),
sponsorship of graduate or postgraduate students,
or (c) company employees who are under the direct
responsibility of the consultant.
4. He or she receives substantial financial assistance
or expensive equipment to conduct research on
behalf of the pharmaceutical company.
5. The consultant acts or has acted as a consultant
for a pharmaceutical company on the product she
or he has agreed to assess. Such a consultancy
may include sponsorship as a speaker, or
appointment as chairperson at professional
meetings concerning the product, or attendance
on behalf of the sponsoring company at national
or international professional meetings concerning
the product.
6. The consultant has had significant input to
the planning or conduct of a clinical trial of the
product, for example as a principal investigator,
signatory to the study report, or author of any
published or unpublished paper or other report of
the study. Participation limited to the inclusion of
patients in a large-scale multicentre study is not
considered a significant conflict of interest.
A conflict of interest is less likely to be seen in
situations 7 to 10:
7. The consultant has occasional contracts with one
or more companies for particular projects, but does
not have a significant relationship with any one
company. She he has not been directly involved
with the product in question.
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8. The consultant owns or works for a consultancy
which does not provide advice to the
pharmaceutical industry but may provide advice
to other industries, such as the devices, food or
paint industries.

9. The consultant occasionally provides advice to
one or more companies on the design of clinical
trials to be conducted prior to submission of an
application for marketing authorization, but does
not have a significant ongoing relationship with
any one company (e.g. points 1 to 6 above).
10. The consultant has been invited to attend
and contribute to national or international
meetings organized by professional or academic
associations.

The responsibility of consultants
An NMRA cannot be aware of all of a consultant’s
involvements and their ramifications when a contract
is offered. The onus is therefore on the consultant to
declare in writing any potential conflict or what may
be seen as a potential conflict to the NMRA staff
member who negotiated the contract or committee
membership. If there is any doubt, the potential
conflict must be declared.
The consultant may only proceed with the evaluation
of the data or committee membership after any
potential conflict has been discussed with the NMRA
and found not to be significant.
For this reason, each evaluation contract requires the
evaluator to sign a statement to the effect that she or
he has no current conflict of interest and that, if the
risk of such a conflict arises during the evaluation,
the NMRA will be notified immediately in writing.
The evaluator is expected to cease reading the
application immediately she or he becomes aware of a
conflict of interest, and return it promptly to the NMRA.

Confidentiality
Any data concerning a company’s product which are
supplied by the NMRA to a consultant for review
are strictly confidential. As stated in the contract,
all materials included in contract material must be
accepted in strict confidence and held in safe and
secure custody at all times. An application may be
discussed only with NMRA staff members.
Consultants must be aware of and avoid the possibility
of indirect breaches of confidence. There is clearly a
potential, consciously or subconsciously, to misuse
information gained from a consultancy in other
papers or scientific presentations on the product in
question. Such a case would also constitute a conflict
of interest. The consultant must not use information
gained in this way in future scientific papers or
presentations without the agreement of the company
or individual who submitted the data.
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Impartiality
To protect impartiality, the company concerned
is not informed by the NMRA of the consultant’s
identity when applications, data or committee papers
are forwarded to a consultant. For this reason, the
consultant should have no direct communication
with the company concerning the product. The
consultant may not disclose his or her role to the
company, even after a decision on the application has
been completed.

Subcontracting the evaluation
A consultant is not allowed to subcontract part or all
of an evaluation to any second person without written
permission from the NMRA. If the NMRA agrees to
such an arrangement, the consultant must ensure
that the subcontractor is fully aware of the provisions
on conflict of interest, confidentiality and impartiality
set out in these notes.
If the agency permits any part of an evaluation to be
subcontracted, the person who actually undertakes
the work must also sign all reports to which she or he
has contributed.

Annex 2. 2
Model text for a signed statement on
conflict of interest
It is not necessary for external evaluators to sign this
statement if they have signed an external evaluation
contract because the same declarations are included
in such contract.
I ……[name]……… have agreed to participate in meetings
of the committee known as ..........................................................
[name of committee ...........................................................................
For the purposes of my membership of this committee,
I declare and agree as follows.

I will immediately notify the [name of regulatory
authority] of that risk and will cease the activity.
• I will not communicate my deliberations and
findings and/or those of the committee in which
I participate and/or those of officers of the [name
of regulatory authority]
authority], as well as any resulting
recommendations and or decisions, except as
explicitly agreed by the [name of regulatory
authority].
• I will not disclose or make public any material
that becomes available to me as a result of my
membership of this committee, either during my
membership or after my membership has ceased,
without prior approval in writing from the [name of
regulatory authority]
authority], except for information that:
• Was known to me prior to any disclosure by or
on behalf of the [name of regulatory authority]
including via the manufacturer; or
• Was in the public domain at the time it was
disclosured to me by or on behalf of the [name
of regulatory authority] including via the
manufacturer; or
> Becomes within the public domain through no
fault of mine; or
> Becomes available to me via a third party who
is not in breach of any legal obligations of
confidentiality.
Name and address: ....................................................................................
Signature: ..........................................................................................................
Date: .......................................................................................................................

Annex 2. 3
Model Contract between a Regulatory
Authority and an External Evaluator
• I do not hold any office, possess any financial or nonfinancial interest, or have any obligation whereby, of Chemistry, Pharmaceutical and
directly or indirectly, duties or interests are or might Bioavailability Data
be created which would conflict with my duties and
interests as a member of this committee.

• I do not have:
> A vested commercial interest in obtaining
access to any part of the information referred to
below; and/or
> A vested interest in the outcome of the
deliberations in which I participate.
• If, while participating in committee activities, either
during a meeting or when reading or preparing
papers for the committee, a conflict or an immediate
risk of a conflict, including a vested interest, arises,

This is a model contract between a medicines
regulatory authority (MRA) and an external evaluator
of chemistry, pharmaceutical and bioavailability data,
usually but not always in the context of an application
for marketing authorization for a new pharmaceutical
product. The sections in italics describe the general
design of the contract and should not appear in the
final version. Where an asterisk appears, the NMRA
should complete the section concerned for each
individual contract before dispatch to the evaluator.
[Name of medicines regulatory authority]
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CONDITIONS OF APPOINTMENT
AS AN EVALUATOR OF CHEMISTRY,
PHARMACEUTICAL AND BIOAVAILABILITY
DATA ON A MEDICINAL PRODUCT
[*amend data types as applicable]

Name of evaluator:* ...................................................................................
Product:* ..............................................................................................................
Applicant:* .........................................................................................................
Application No.:* ..........................................................................................
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File reference No.:* .....................................................................................
The conditions of appointment are :
1. Definitions
1.1. “Authority” means the [name of medicines
regulatory authority];
1.2. “Authority material” means all material
supplied by the Authority to the evaluator
in connection with, or relating, to this
evaluation;
1.3. “Contract material” means all material
produced under this contract and includes
reports, technical information, plans, charts,
drawings, calculations, tables, schedules,
printouts and data stored by any means;
1.4. All Authority material shall remain the
property of the Authority. Upon completion
by the evaluator of his/her evaluation or if
requested by the Authority, the evaluator
shall return all such material to the Authority.
2. Any intellectual property rights (including
copyright) in contract material are owned by the
Authority.
3. All materials supplied to the evaluator in
connection with this evaluation are accepted
in strict confidence and will be held in safe and
secure custody at all times. The evaluator accepts
responsibility for the protection and maintenance
of all contract material and Authority material
supplied to the evaluator in connection with this
evaluation.
4. The evaluator shall ensure that the contract
material and Authority material are used, copied,
supplied or reproduced only for the purposes of
this contract.
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5. The evaluator shall not disclose any contract
material or Authority material concerning this
evaluation, including the name of the applicant and
the name of the product under evaluation, without
prior approval in writing from the Authority.
6. The evaluator shall not communicate with the
applicant, its employees or its agents with respect
to the contract material or Authority material or
any matter directly or indirectly related to the
product under evaluation or the fact that she or
he is undertaking an evaluation of one of that
company’s products.
7. The evaluator shall prepare a report following
the guidelines supplied by the Authority but
incorporating any information, facts or opinions
that the evaluator feels to be important and relevant.
8. The evaluation is understood to include the
evaluation of materials subsequently submitted
in reply to matters raised by the evaluator. [In
the event that the applicant subsequently submits
substantial additional data, the NMRA may use its
discretion as to payment of an additional fee to the
evaluator].
9. The fee for the evaluation shall be *......... and
payment will be made on completion of the
satisfactorily prepared written report. [May not be
applicable if the external evaluator is an employee
of the government, e.g. in a research institute].
10. In the event of discontinuance of the evaluation
before
completion
through
unavoidable
circumstances, payment shall be made on a
proportional basis for the sections completed.
11. The report shall be submitted to [name and
address of NMRA] and marked to the attention of
[responsible administrative staff member] within
[... weeks] of receipt of the data.
12. Both copies of this contract shall be signed by the
evaluator upon receipt and prior to commencement
of the evaluation. One copy shall be forwarded to
the Authority immediately and the other retained
by the evaluator.
13. If the evaluation is returned to the Authority within
*..... weeks of receipt of the data, a bonus of *.......
will be paid. [This clause is optional . It is intended
to encourage faster turn-round times. Experience
has shown that quite small bonuses, e.g. 10%
of the contracted fee, are sufficient to achieve
rapid turn-round.]
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14. I agree to accept the general conditions of
appointment as an evaluator of applications
for marketing authorizations as outlined in the
statements above, and I declare that:
14.1. I do not hold any office, have any financial or
non-financial interest, or have any obligation
whereby, directly or indirectly, duties or
interests are or might be created which would
conflict with my duties and interests under
this contract. Inter alia, I do not have:
14.1.1. A vested commercial interest in
obtaining access to any part of the
information referred to below; and/or
14.1.2. A vested interest in the outcome of the
deliberations in which I participate.
14.2. If, while performing the consultancy services
specified above, a conflict or an immediate
risk of a conflict arises including but not
limited to a vested interest, I will immediately
notify the Authority in writing of that risk
and will cease the evaluation.
14.3. I will not communicate my deliberations
and
findings
in
performing
the
consultancy services and/or any resulting
recommendations and or decisions, except as
explicitly agreed by the [name of regulatory
authority].
14.4. I will not subcontract any part or all of this
contract to any other person or company
except as explicitly agreed by the [name of
regulatory authority].
14.5. I will not disclose or make public any material
that becomes available to me as a result of
performing the consultancy services, either
whilst performing the services or at any later
date, without prior approval in writing from
the [name of regulatory authority], except for
information that:
14.5.1. Was known to me prior to any
disclosure by or on behalf of the [name
of regulatory authority] including via
the manufacturer; or
14.5.2. Was in the public domain at the time it
was disclosured to me by or on behalf
of the [name of regulatory authority]
including via the manufacturer; or
14.5.3. Becomes within the public domain
through no fault of mine; or
14.5.4.Becomes available to me from a third
party who is not in breach of any legal
obligations of confidentiality.
Signature: ..........................................................................................................
Name: ....................................................................................................................
(Please print clearly)
Date: .......................................................................................................................
Date documentation received: ........................................................

Annex 2. 4
Model Application Form for new Marketing
Authorizations, Periodic Reviews and
Variations, with Notes to the Applicant
This page comprises details of the application and
is followed by a certification form concerning the
dataset. The remaining pages contain an index to
the complete dataset. The form and index should be
read in conjunction with the Notes to the Applicant
that follow. The glossary, list of abbreviations and
references are as those appearing in the main text.

Marketing authorization No.:
.................................................................................................................
(only to be completed when a change to or review of
the marketing authorization is required)
.............................................................................................................................
.............................................................................................................................
.............................................................................................................................

A. Type of application (check the
box that is applicable)
• New marketing authorization for a pharmaceutical
product;
• Periodic review
authorization;

of

an

existing

marketing

• Variation to an existing marketing authorization.

B. Identity of the product
• Proprietary name (trade name);
• Approved name of active ingredient(s) (use INN(s)
if any);
• Strength(s) per dosage unit;
• Dosage form;
• Packaging (including quantity per pack);
• Route of administration;
• Therapeutic classification (use
classification if one is applicable).

the

national

For each country of origin, attach a certificate that
has been issued by the competent authority in terms
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of the WHO Certification Scheme on the Quality of
Pharmaceutical Products Moving in International
Commerce [13]. In relation to pharmaceutical products,
the country of origin is defined as:
• either the country in which the final dosage form is
manufactured;
• and/or the country in which batch release takes
place;
• and/or the country from which products are shipped
to the importing country.
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A pharmaceutical product may have more than one
country of origin.

C. Applicant
Name: ....................................................................................................................
Business address: .......................................................................................
......................................................................................................................................
......................................................................................................................................
Postal address: ..............................................................................................
......................................................................................................................................
Telephone number: ...................................................................................
Fax number: .....................................................................................................

D. Contact person in applicant
company
Name: ....................................................................................................................
Position in company: ...............................................................................
Postal address: ..............................................................................................
Telephone number: ...................................................................................
Fax number: .....................................................................................................
E-mail address: .............................................................................................

E. Sample
Provide a sample of the finished product to enable
visual inspection of the dosage form.

CERTIFICATION4 BY A RESPONSIBLE PERSON
IN THE APPLICANT COMPANY
I the undersigned certify that all the information in
the accompanying documentation concerning an
application for a marketing authorization for:
Proprietary name (trade name) ......................................................
......................................................................................................................................
4 Use the terminology that is appropriate to the legal system in your
country, for example ‘declaration’, ‘undertaking’ etc.
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Approved generic name(s) (use the INN, if any) ............
......................................................................................................................................
Strength(s) per dosage unit ...............................................................
......................................................................................................................................
Dosage form ....................................................................................................
......................................................................................................................................
......................................................................................................................................
......................................................................................................................................
Applicant company ..................................................................................
......................................................................................................................................
............................................................................................…………………………………
is correct and true, and reflects the total information
available. I further certify that I have examined the
following statements and I attest to their accuracy. I
understand that penalties may follow non-compliance
with these statements.
1. The current edition of the WHO guideline on Good
manufacturing practices [14], or an equivalent
national guideline, is applied in full in all premises
involved in the manufacture of this product.
2. For each dosage form and strength, the formulation
is identical to that in the master formula and the
batch manufacturing records.
3. The manufacturing procedure is exactly as
specified in the master formula and batch
manufacturing records.
4. Each batch of all starting materials is either
tested or certified (in an accompanying certificate
of analysis for that batch) against the full
specifications in the accompanying documentation
and must comply fully with those specifications
before it is released for manufacturing purposes.
5. All batches of active pharmaceutical ingredient(s)
are obtained from the source(s) specified in the
accompanying documentation.
6. No batch of active pharmaceutical ingredient
will be used unless a copy of the batch certificate
established by the active ingredient manufacturer
is available.
7. Each batch of the container/closure system is
tested or certified against the full specifications in
the accompanying documentation and complies
fully with those specifications before it is released
for manufacturing purposes.
8. Each batch of the finished product is either
tested, or certified (in an accompanying
certificate of analysis for that batch), against
the full specifications in the accompanying
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documentation and complies fully with the release
specifications before it is released for sale.
9. The person releasing the product for sale is an
authorized person as defined by the WHO guideline
Good manufacturing practices: Authorized person the role, functions and training [35], or is a delegate
of the authorized person (see the designated person
defined in section 9.13 of reference [35]).
10. The procedures for control of the finished product
have been validated for this formulation, including
validation of assay method(s) according to relevant
guidelines.

18. This applicant agrees to provide chemical reference
standards upon request, sufficient to allow at least 20
duplications of the full specifications for this product.
Signature: ..........................................................................................................
Name (print or type): ..............................................................................
......................................................................................................................................
......................................................................................................................................
Position in company (print or type): ..........................................
......................................................................................................................................
Date: .......................................................................................................................

11. When a pharmacopoeial monograph is referenced
in the submission, the most recent edition of the
monograph will be used unless there is a sound
justification for not doing so.
12. The following WHO-type certificates are attached:
.............................................................................................................................
.............................................................................................................................
.............................................................................................................................
.............................................................................................................................
13. All aspects of the product which is the subject of
this application are identical to that marketed in
[the country or countries issuing the WHO-type
certificate(s)]
cate(s)], including formulation, method and
sites of manufacture, sources of active and excipient
starting materials, quality control of the product and
starting materials, packaging, shelf-life and product
information (apart from language), except as follows:
.............................................................................................................................
.............................................................................................................................
.............................................................................................................................
.............................................................................................................................
(Append additional pages if necessary).
14. The market authorization holder has a standard
operating procedure for handling adverse reaction
reports on its products.
15. The market authorization holder has a standard
operating procedure for handling batch recalls of its
products.
16. All the documentation referred to in this certificate
is available for review during a GMP inspection.
17. Any clinical trials were conducted according to
WHO’s Handbook for good clinical research practice
(GCP) [36] or with ICH’s Guideline for good clinical
practice E6(R1) [37].
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Index to the information required and dataset

Details of the product
Route(s) of administration ................................................................................................................................................................................................
Visual description of the product ................................................................................................................................................................................
Visual description of the packaging .........................................................................................................................................................................
Proposed restrictions on sale or distribution. Choose the highest applicable classification in this order:

•
•
•
•
•

Scheduled narcotic;
Restricted prescription-only distribution (specify, for example, hospitals only);
Prescription only;
Pharmacy only;
Over-the-counter (OTC).
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Regulatory situation in the country of origin and in other countries
State whether the product is registered in the country of origin.
• Attach a CPP for each country of origin;
• Provide a list of the countries in which this product has been granted a marketing authorization;
• State for each (and for the country of origin);
• The restrictions on sale or distribution (as defined above but with additional comments as necessary);
• Dosage form(s) and strengths;
• Container/closure system;
• List all countries where the product has been withdrawn from the market, or where an application
for marketing has been rejected, deferred or withdrawn. State the reason in each case.

Nomenclature and properties of the active pharmaceutical ingredient(s)
Provide at least the following information on the following for each active pharmaceutical ingredient:
• International Nonproprietary Name (INN) (other non-proprietary name(s), e.g., national name,
United States Adopted Name (USAN), Japanese Accepted Name (JAN); British Approved Name
(BAN) may also be included);
• The compendial name, if relevant, systematic name(s) and company or laboratory code, if used in
the application dossier;
• Chemical structure, including relative and absolute stereochemistry (e.g. racemate, pure (S)-isomer,
50/50 mixture of (Z)- and (E)- isomers), the molecular formula, and the relative molecular mass;
• For active pharmaceutical ingredients not described in the official pharmacopoeia(s), provide
documented evidence of correctness of structure and stereochemistry. Attach suitable spectra
as appropriate, such as infrared, nuclear magnetic resonance (proton and C-13), ultraviolet, mass
and X-ray spectra, together with interpretation of the relevant parts of spectra. Correlation of the
spectral data with data from peer reviewed literature may also be used for confirmation;
• For active pharmaceutical ingredients described in an official pharmacopoeia, proof of structure
can be demonstrated by comparison of spectral data (in particular overlay IR and/or NMR spectra)
with an official reference standard;
• Physicochemical and other relevant properties of the API, such as solubility in water, other solvents
such as ether, ethanol, acetone, and buffers of different pH; partition coefficient; existence/absence
of polymorphic forms and water/solvent of crystallization; results of hygroscopicity testing and
particle size.
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Index to the information required and dataset

Page

Sites of manufacture - Active pharmaceutical ingredient(s)
State the name and street address of each facility where manufacture (synthesis, production) occurs. Include
any alternative manufacturers.
For domestic sites, attach a copy of the current site licence issued by this medicines regulatory authority.
For each foreign site, attach a Model certificate for pharmaceutical starting materials issued by the competent
authority as defined in Guidelines for implementation of the WHO Certification Scheme on the Quality of
Pharmaceutical Products Moving in International Commerce [13]. It may contain, as attachments, copies of
GMP certification for other sites.

Route(s) of synthesis of active pharmaceutical ingredient(s)
If the API is the subject of a monograph in a recognised pharmacopoeia, provide an outline of the route
of synthesis, including a flow chart with names of solvents, reagents and catalysts. However note that
pharmacopoeial monographs are designed to control impurities from those routes of synthesis that were
considered during monograph development, and impurities from other routes of synthesis may not be
controlled. In the case of the PhEur, provide a European certificate of suitability together with any appendices
and the accompanying “Report A” (see http://www.edqm.eu/site/Certificates-of-Suitability-97.html). When a
certificate of suitability is not available, and in the case of other pharmacopoeias, provide evidence that the
monograph is able to control the impurities that actually occur following this route of synthesis. Normally the
evidence will comprise the results of chromatographic tests (using at least two chromatographic systems) on
several batches. Additionally, specifications may be requested by evaluators for starting materials, solvents,
reagents and intermediates whose purity is critical to the impurity profile of the final API.
If the API is not the subject of a monograph in a recognised pharmacopoeia, submit a sequential procedural
narrative of the manufacturing process, supplemented with a flow chart reflecting the structures of the starting
materials and intermediates, and reagents, catalysts and solvents used in the process. The narrative should
include, for example, quantities of raw materials, solvents, catalysts and reagents reflecting the representative
batch scale for commercial manufacture, identification of critical steps, process controls, equipment and
operating conditions. Comment on known and likely synthesis impurities (inorganic, organic and residual
solvents) and degradation products (related substances), including methods for detection and controlling of
the same.
Note: if an active pharmaceutical ingredient is obtained from more than one manufacturer, the methods
of synthesis (including the purification step) may not be identical. Submissions are then required for the
material obtained from each of the different sources and comparative data should be submitted demonstrating
differences and similarities. It should be ensured that the impurities (especially organic and volatile impurities)
are adequately controlled and that the physical properties (such as particle size and crystal form when there are
polymorphs) are similar to ensure similar pharmaceutical product characteristics of finished products.

Specifications for the active pharmaceutical ingredient(s)
Provide a list of tests and limits for results for the API. Include test methods in sufficient detail for them to be
replicated by another laboratory. Provide the results of validation of the methods for assay of the API and of
impurities. If the ingredient is tested on the basis of a monograph in a pharmacopoeia, it is sufficient to provide
a copy of the monograph together with any test methods referenced but not duplicated in the monograph.
Provide details of any specifications additional to those in the pharmacopoeia.
Provide certificates of analysis for at least two batches produced at each site of manufacture by each synthetic
method, including results for impurities. Any additional tests, with limits, not appearing in the monograph
should be described in sufficient detail to be replicated by another laboratory. Additional tests may for
example include synthesis- (process-) specific impurities not covered by the monograph, and requirements
that are important for the pharmaceutical product (for instance particle size and crystal form when there are
polymorphs).
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Index to the information required and dataset

Stability testing of the active pharmaceutical ingredient(s)
Provide the results of stability testing of the active pharmaceutical ingredient. If the API is well established,
information on its stability may be provided in the form of papers from the scientific literature.
Provide specifications for the primary packaging materials used in stability testing and those proposed for
routine storage and transport of the API, including the nature of each material.
Describe the methodology used during stability studies; if this is identical to methodology described elsewhere
in the dataset, a cross-reference will suffice. If different methodology was used, provide validation of tests for
impurities and assay, and for other tests as necessary (e.g. particle size testing).
Results should be included for physical as well as chemical tests, e.g., (where relevant) particle size and
polymorphic form. The study should be designed to show whether trends occur over time.

The BLUE BOOK

State the proposed shelf-life (or retest date) and justify it in terms of the results of stability testing and the
labelled storage conditions, including storage under an inert gas or in the absence of light if applicable.

Development pharmaceutics
Provide either the results of development pharmaceutics or a review of literature information on the same
topic, including for example:
• Studies of the chemical and physicochemical compatibility of the API with potential excipients, and
with other APIs if present;
• Dissolution rate of pilot formulations, and the selection and justification of the dissolution method
and limit for the final product. Provide dissolution profiles for at least three consecutive batches
manufactured according to the final formulation and manufacturing procedure;
• Stability of pilot formulations under accelerated conditions and under the maximum recommended
conditions of storage;
• Rationale for the selection of excipients and the function of each in the formulation.

Formulation
Provide the formulation for a typical batch and for an administration unit, e.g. one tablet, 5 ml of oral solution,
or the contents of an ampoule or bag of large volume parenteral solution, etc. Include excipients that may be
removed during processing (e.g. solvents), those that may not be added to every batch (e.g. acid and alkali
for pH adjustment), and the qualitative and quantitative composition of any tablet coating, capsule shell and
inked imprint on the dosage form. State and justify any overages. State the function(s) of each excipient (e.g.
antioxidant, lubricant, binder). Indicate any substances whose content may be varied (e.g. inked imprint, tablet
coating) and state how the content is decided for each batch (e.g. “The active therapeutic ingredient is adjusted
for water content to a constant dry weight content; the content of maize starch may be varied by up to +25%
depending on manufacturing conditions”). Provide either validation data or a rationale to justify ranges in the
content of excipients. Ranges should not be excessive nor should they be automatic (e.g. “All excipients may be
varied by ± 10%”).

Sites of manufacture - Finished product
Imported products:
State the name and street address of each facility in the country of origin. Indicate the activity performed at each
site. Include any alternative manufacturers. For each site, provide a WHO-type Certificate of Pharmaceutical
Product that conforms to WHO guidelines [13].
In relation to pharmaceutical products, the country of origin is either the country in which the final dosage form
is manufactured and/or the country in which batch release takes place and/or the country from which products
are shipped to the importing country. A pharmaceutical product may have more than one country of origin. An
importing NMRA has the discretion to determine the country or countries of origin in terms of this definition.
Domestically manufactured products:
For all domestic sites of manufacture, provide a copy of a GMP certificate that contains all of the information
in the WHO model GMP certificate [38].
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Detailed description and validation of the manufacturing procedure for the finished product
Provide a detailed description of the manufacturing procedure for each strength and formulation of the finished
product, including packaging. Provide a flow diagram showing where materials enter the process. Identify any
critical steps and points at which in-process controls apply. Include a copy of the master formula and a copy of
a manufacturing record for a real batch. The master formula should include information listed in Section 15.23
of reference [14].
Provide process validation data for critical manufacturing steps as described in WHO’s Supplementary
guidelines on good manufacturing practices: Validation [39]. As a minimum, identify the parameters that must
be controlled during the critical manufacturing steps. Define optimum numerical values for each identified
parameter.

Specifications for excipients
Provide a list of tests and limits for results for each excipient, including solvents, liquids to adjust pH, coatings,
capsule shell, and inked imprint (on the dosage form). Include test methods in sufficient detail for them to be
replicated by another laboratory. If the ingredient is tested on the basis of a monograph in a pharmacopoeia, it
is sufficient to provide a copy of the monograph together with any test methods referenced but not duplicated
in the monograph. Provide details of any specifications additional to those in the pharmacopoeia. Include
microbiological limits for materials of natural origin. Only colours and other excipients permitted by national
regulation may be used. For excipients of human or animal origin, provide information on the control of
adventitious agents such as transmissible spongiform encephalopathies. For oils of plant origin (eg soy bean or
peanut oil), provide information on the control of aflatoxins and other possible contaminants such as pesticides.
The EU’s Guideline on excipients in the dossier for application for marketing authorisation of a medicinal
product [40] provides useful information concerning the selection and quality of excipients. FDA’s on-line
database of Approved inactive ingredients lists exicipients that have been approved for various routes of
administration [41].
Colours permitted in the EU may be found in the European Commission’s List of permitted food colours [42].
Colours permitted by FDA are listed in the on-line database Summary of Color Additives for Use in United
States in Foods, Drugs, Cosmetics, and Medical Devices [43].

Specifications for the finished product
Provide a list of tests and limits for results for the finished product, including sufficient detail of test methods
for them to be replicated by another laboratory. If the product is tested on the basis of a monograph in a
pharmacopoeia, it is sufficient to provide a copy of the monograph together with any test methods referenced but
not duplicated in the monograph. Provide details of any specifications additional to those in the pharmacopoeia.
Provide both release and expiry limits for results.
Provide the results of validation of analytical procedures. For pharmacopoeial methods, provide data which
demonstrate that the method is applicable to this formulation.
The WHO guideline Guidelines for registration of fixed-dose combination medicinal products should be taken
into account [17].

Container/closure system(s) and other packaging
Give a detailed description of the container/closure system(s), including any liner or wadding, and provide
details of the composition of each component. Describe other (e.g. outer) packaging, and state the materials
they are made from. Provide the specifications for any part of the container/closure system(s) which comes
into contact with the product or is protective. For parenteral and ophthalmic products, components that will at
any stage come into contact with any part of the product must comply with requirements specified by the BP,
EP, JP or USP. Discuss the suitability of container materials with respect to protection from light and moisture,
compatibility with the product including as applicable sorption of actives or other ingredients, and leaching of
container components.
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Stability testing of the finished product
Provide the results of stability testing of the formulation in each of the proposed marketing packs. Results of
testing related formulations and/or the same formulation in other packaging may be provided as supporting
information, but there must be at least some data on the product as it is to be marketed. Describe the
methodology used during stability studies; if this is identical to methodology described elsewhere in the
dataset, a cross-reference will suffice. If different methodology was used, provide validation of tests for
impurities and assay, and for other tests as necessary (e.g. particle size testing).
If the product is a well established medicine in an immediate release dosage form, stability studies should be
conducted according to the relevant national, regional and/or WHO guidelines [11]. For other products, see the
relevant ICH guidelines at ww.w.ich.org.
For most types of product, results should be included for physical as well as chemical tests, e.g. (where relevant)
the presence of particles in a solution and the dissolution rate of solid oral dosage forms.
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If the product contains an antimicrobial preservative, then preservative efficacy should be demonstrated at
batch release and at the end of the shelf life.
Studies should be designed to detect any trends in relevant quality parameters over time.
State the proposed shelf-life and justify it in terms of the results of stability testing, the difference between
release and expiry specifications, and the labelled storage conditions. In interpreting the results of stability
studies, the proposed storage conditions should be realistic and achievable in the country where the application
is submitted.
If (consistent with guidelines) long-term testing does not cover the whole length of the shelf life, provide a
commitment that testing will continue until such data are generated.
Data should also be provided on the product’s stability during any processing prior to use that may be
recommended on the label or in product information, such as reconstitution of a powder, dilution of an injection,
or dispersion of a tablet. Both newly manufactured and aged batches should be tested.

Summary of pharmacology, toxicology and efficacy of the product
For each of the following types of application, provide full information on safety and efficacy as defined in
guidelines by the European Union, the US Food and Drug Administration, or the Japanese Ministry of Health
and Welfare: new active ingredients, new indications, new patient populations, other amendments to product
information, new routes of administration, new dosage forms, all modified-release dosage forms, and new
combinations of active ingredients. Note that a complete dataset of the type expected for a new API is not
usually required when the same API is already available on the same market, e.g. in a different dosage form.
Supply at least the data required by the guidelines named above, e.g. for a modified release product.
As an alternative to providing the full dataset, it is acceptable to provide a WHO-type certificate issued by
the competent authority [13]. As noted in the WHO Guideline, the certificate should be accompanied by the
product information and any patient information leaflet(s) as approved in the country issuing the certificate. A
full dataset on quality is required even when a WHO-type certificate is provided.
Where (1) the new product is an alternative brand of an existing product (same active ingredient, dosage form
and strength) or (2) a WHO-type certificate is provided instead of full data on safety and efficacy, provide,
for the information of the NMRA, a summary of toxicological, pharmacological and clinical information on
each API. This should be based on the scientific literature and fully referenced. Copies of key texts should be
attached. Published literature reviews in refereed journals are particularly helpful. The cited literature should
relate as closely as possible to the product for which the application is submitted, for example in terms of the
intended route of administration, patient population, indications etc. Include recent publications if possible.

Interchangeability
Discuss the interchangeability of the product with existing brands in this market, using the national or regional
guideline as a basis, or WHO’s Multisource (generic) pharmaceutical products: guidelines on registration
requirements to establish interchangeability [2]. Include discussion of quality, stability, therapeutic equivalence,
product information and labelling.
If bioequivalence data were submitted, state whether the batch used in the study was identical in all respects
to that to be registered. If it was not identical, provide details of the differences and justify the relevance of the
study.
Discuss the sensitizing potential of excipients in the new formulation.
Provide data on therapeutic equivalence as necessary.
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Container labelling
Provide copies of all labelling that will appear on the container and on any outer packaging. If final printed
labels are not available, provide a mock-up. For mock-ups, indicate the colouring and sizes of labels.
Labelling should include at least the items listed in section 15.11 of reference [14] namely:
a. The name of the product;

b. A list of the active ingredients (using INNs if applicable [44]), showing the amount of each present, and a
statement of the net contents of the container (e.g. number of dosage units, weight or volume);

c.

The batch number assigned by the manufacturer;

d. The expiry date in an uncoded form;
e.

Any special storage conditions or handling precautions that may be necessary;

f.

Directions for use, and any warnings or precautions that may be necessary;

g. The name and address of the manufacturer or the company or the person responsible for placing the
product on the market.

In addition, include the names of any excipients known to be a safety concern for some patients, e.g. gluten,
metabisulfite, parabens, ethanol, or tartrazine.
The labelled storage conditions should be achievable in practice in the distribution network (for example do
not label the product Store below 8oC if refrigerators are unlikely to be available).
For containers of less than or equal to 10 ml capacity that are marketed in an outer pack such as a carton, and
the outer pack bears all the required information, the immediate container need only contain items (a), (b), (c),
(d), (g) - or a logo that unambiguously identifies the company - and the name of the dosage form or the route of
administration.
Blisters and strips should include, as a minimum, the following information:
1. Name, strength and pharmaceutical form of the finished product;

2. Name of the manufacturer, company or person responsible for placing the product on the market;
3. The batch number assigned by the manufacturer;
4. The expiry date in an uncoded form.

Product information (PI)
Indicate which reference product’s PI will be applicable for this product or provide the draft product information.
Product information should be consistent with any national prescribing guidelines. Justify non-provision of
information in those terms.
Information on adverse reactions should conform to CIOMS guidelines [45].
Product information should not allude to unapproved indications, nor should it be speculative. Favourable
comparisons with other products are permitted but require sound justification, for example with appropriate
reference to published literature.
Note that it will be a condition of marketing authorization that all promotion of the product be consistent with
the product information (once the content of PI has been agreed) and with references [18] and [46].

Patient information and package inserts
Provide copies of all package inserts and any information intended for distribution with the product to the patient.
These should be consistent with the product information and should comply with references [18] and [46].
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Justification for any differences to the product in the country or countries issuing the
submitted WHO-type certificate(s)
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When there are differences between the product for which this application is submitted and that marketed in
the country or countries which provided WHO-type certificate(s), provide arguments and/or data to support
the applicability of the certificates despite the differences. Depending on the case, it may be necessary to
provide validation data for differences in site of manufacture, specifications, formulation, etc.
Note that only minor differences are likely to be acceptable. Differences in container labelling need not normally
be justified provided that the labelling conforms to the requirements mentioned above, and is consistent with
the approved Product Information.
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NOTES TO THE APPLICANT
1. The application form is suitable for applications for
a new marketing authorization for a pharmaceutical
product, to review an existing marketing
authorization, or to vary an existing marketing
authorization.
2. For definitions of terms, see the glossary.
3. Note that a number of WHO guideline documents
exist and should be followed in the absence of
relevant national guidelines. See http://www.who.
int/medicines/en/.
int/medicines/en/
4. New marketing authorizations. For a new marketing
authorization, provide all the data mentioned in the
“Index to the complete dataset” above.
5. Variations. To vary an existing marketing
authorization, not all of the data mentioned in the
“Index to the complete dataset” are necessarily
required. Provide:
a. A full description of the proposed change.
Compare the product before and after the
change, e.g. the nature of a changed component
of the container and its nature before the
change.
b. Validation data as necessary stability data,
comparative dissolution data for a change to
formulation, etc.).
Include this statement in the letter of application:
“I provide assurance that no changes have been
made to this product other than (1) those which
are the subject of this application and (2) changes
described by [name of NMRA] as not needing prior
approval.”
6. Periodic reviews. The intention of a periodic
review is to consolidate the information held by
the NMRA. Any pharmaceutical (manufacturing,
quality control, shelf-life, container labelling, etc.)
variations/changes made to the product since the
first marketing authorization or the last review
should be either those for which prior approval has
been obtained or those not requiring prior approval.
Any safety updates should have been made when
the relevant safety information became sufficiently
well established as defined by CIOMS [45]. GMP
practices should have been maintained and, as
necessary, improved at all sites of manufacture.
For the periodic review of an existing marketing
authorization, submit the following information:
a. An updated WHO-type product certificate for
each foreign site of manufacture of the finished

product [13], and updated certificates of GMP
for domestic manufacturing sites.
b. A chronological list of all approved
pharmaceutical variations of any type, and
all amendments made to product information
since the first marketing authorization or
the last periodic review. Provide the dates of
approval and file reference for each change.
c. A set of current specifications for the API(s)
and finished product, including test methods
in sufficient detail for them to be replicated by
another laboratory.
The periodic review should not be used as an opportunity
to seek authorization for new variations. These should
be the subject of separate applications. Nor should it
be a means of regularizing unauthorized changes to
pharmaceutical or product information.
7. In product information, promotional activities and
applications, always use an INN name for the generic
name when one exists [33].
8. ATC classification means the Anatomic Therapeutic
Chemical classification and DDD means the Defined
Daily Dose [25].
9. Where an applicant is asked to “justify” or “provide a
justification”, it is intended that scientific information
and/or logical argument be provided.
10. The following pharmacopoeias are recognized for
the purposes of this application form.
a. ..............................................................................................................................
b. ..............................................................................................................................
c. ..............................................................................................................................
11. References to a pharmacopoeia should normally
be to the current edition. An applicant must justify
citing an edition other than the latest. If there is no
monograph in the current edition, the year of the
most recent monograph should be cited.
12. The European Pharmacopoeia Commission will,
upon submission of a full drug master file concerning
production of an API by a particular synthetic route at
a particular site, determine whether or not the relevant
EP monograph is suitable to control the material
fully. If the monograph is suitable, the Commission
will issue a “certificate of suitability” [47, 48]. Some
certificates of suitability have appendices, and these
must be attached. The accompanying “Report A” is
available to the manufacturer on request.
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GUIDELINES APPLICANTS SHOULD
CONSULT
Applicants should consult the guidelines issued by WHO’s Prequalification Program (PQP) and by the WHO
Expert Committee on Specifications for Pharmaceutical Preparations in the Technical Report Series (TRS).
Updates and additional new guidelines will appear from time to time and are preferred. See:
• http://apps.who.int/prequal/
• http://www.who.int/medicines/publications/pharmprep/en/index.html
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The following is a selection only. Applicants should consult both of the websites for a complete and up-to-date
set of guidelines.
Examples of guidelines issued by the Prequalification Programme
Date
Recommended comparator products: anti-tuberculosis medicines

2009

Recommended comparator products: Influenza-specific antiviral medicines

2009

Guideline on Submission of Documentation for Prequalification of Multi-source
(Generic) Finished Pharmaceutical Products Used in the Treatment of HIV/
AIDS, Malaria and Tuberculosis

2006

Guide on Submission of Documentation for Prequalification of innovator
Finished Pharmaceutical Products (FPPs) used in the treatment of HIV/AIDS,
malaria and tuberculosis and approved by Drug Regulatory Authorities (DRAs)
in the International Conference on Harmonization (ICH) region and associated
countries, including among others the EU, Japan and USA

2005

Good laboratory practice: Quality practices for regulated non-clinical research
and development

2000

Reference

Supplement2 _
Rev1.doc

UNDP/World
Bank/WHO-TDR

Examples of guidelines issued by the Expert Committee on Specifications for Pharmaceutical Preparations
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Good practices for pharmaceutical quality control laboratories

2010

Annex 1 to TRS 957

Stability testing of active pharmaceutical ingredients and finished
pharmaceutical products

2009

Annex 2 to TRS 953

List of available International Chemical Reference Substances and
International Infra-Red Reference Spectra

2009

Annex 1 to TRS 953

Guidelines on the active pharmaceutical ingredient master file procedure

2008

Annex 4 to TRS 948

Good Distribution Practices for pharmaceutical products

2006

Annex 5 to TRS 937

Multisource (generic) pharmaceutical products: Guidelines on registration
requirements to establish interchangeability

2006

Annex 7 to TRS 937

Guidelines for registration of fi xed-dose combination medicinal products

2005

Annex 5 to TRS 929

Good Manufacturing Practices for pharmaceutical products: main Principles

2003

Annex 4 to TRS 902

Good Manufacturing Practices: Supplementary guidelines for the manufacture
of pharmaceutical excipients

1999

Annex 5 to TRS 885
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Examples of websites that include relevant international guidelines
EMA

http://www.emea.europa.eu/index/indexh1.htm

FDA

http://www.fda.gov/Drugs/default.htm

PIC/s

http://www.picscheme.org/

Annex 2. 5
Model List of Variations (Changes) to
Pharmaceutical Aspects of Registered
Products which may be made without Prior
Approval

1. Analytical methodology for the finished product.
On condition that (a) validation shows that the new
method is equivalent to or better than the existing
method, and (b) major changes (e.g. ultra violet
assay to high-pressure liquid chromatography
(HPLC)) are notified.

Note that WHO has a separate Guidance on variations
to a prequalified dossier [23].

2. Additional tests and limits for starting materials
or finished products. On condition that these do
not reflect a change in processing, e.g. from a fine
to microfine particle size.

The relevant annexes, glossary, abbreviations and
references are those in the main text.
Subject to the general and specific conditions that
follow, applicants may make certain changes to
pharmaceutical aspects of products without prior
approval from the NMRA.
The following general conditions apply to all changes
made without prior approval:
a. The change should be one of those listed below
as one that is allowable without prior approval,
subject to general and specific conditions.
b. It must have been demonstrated (validated)
that the change does not reduce the quality,
safety or efficacy of the product, and that the
pharmaceutical properties of the product –
e.g. particle size of the API, dissolution rate of
solid dosage forms – have not been altered. It is
the responsibility of the marketing authorization
holder to ensure that all necessary validation has
been conducted. The validation requirements
listed below under “additional conditions” are
minimal.
c.

If the NMRA requests a copy of the validation
data, they must be supplied within one month of
the request, or immediately upon request during
a GMP inspection/audit.

d. The NMRA must be notified of the change if the
list below indicates that notification is required.
A date of implementation must be included in the
notification. Notifications must be made either
in advance of the change or not later than one
month after implementation.
Changes that may be made without prior approval are
listed below. Specific conditions apply in some cases
as indicated. No other changes may be made without
prior approval.

3. Alteration of methods of manufacture and
manufacturing equipment. On condition that (a)
the product is not a slow or otherwise modified
release product, (b) a new stability study has
been commenced on at least two batches of the
altered product, (c) the product continues to meet
specifications, and (d) the dissolution profile is not
significantly altered.
4. A change in the content of an excipient of up to ±5%.
5. Changes to flavours, perfumes or colours. On
condition that (a) any new colours are permitted
by the European Commission’s List of permitted
food colours [42] or FDA’s Summary of Color
Additives for Use in United States in Foods, Drugs,
Cosmetics, and Medical Devices [43] (b) the
change is notified, (c) stability data are available
on two batches of the altered product for at least
three months under accelerated conditions (as
defined in relevant guidelines) or one year under
non-accelerated conditions, and (d) a new stability
study has been commenced on at least two batches
of the altered product for the full duration of the
shelf-life.
6. Alteration of the quantitative composition of a
tablet or capsule coating amounting to less than
2% of the total weight of the tablet or capsule. On
condition that (a) the coating has no modifiedrelease properties, (b) there is no API in the
coating, (c) any new colours are permitted by the
European Commission’s List of permitted food
colours [42] or FDA’s Summary of Color Additives
for Use in United States in Foods, Drugs, Cosmetics,
and Medical Devices [43], and (d) the change is
notified.
67

Marketing Authorization of Pharmaceutical Products with Special Reference to Multisource (Generic) Products:
a manual for medicines regulatory authorities

The BLUE BOOK

7. Changes to the volume of granulating fluid of up
to ±15%, provided that (a) the product continues to
meet specifications, and (b) the dissolution profile
is not significantly altered.
8. Changes in batch size. On condition that (a) the
product continues to meet specifications, (b) the
dissolution profile is not significantly altered, and
(c) a stability study has been commenced on at
least one full scale production batch.

New sites of manufacture require prior approval,
because the NMRA should see evidence of
compliance with GMP, e.g. a WHO-type Certificate of
Pharmaceutical Product [13]. Changes or additions to
pack size also require prior approval, because the new
size must be consistent with the approved uses of the
product.

9. Changes to the quantitative content of agents
whose only function is to make the product viscous.
On condition that (a) it has been demonstrated
that any solid material present is at least equally
well suspended, and (b) a stability study has been
commenced on at least two batches of the altered
product.

Notifications of variations, and applications to vary,
must be accompanied by this statement:
“No variations have been made other than (1)
those notified herewith and (2) changes which are
permitted without notification or prior approval
according to the guidelines of the medicines
regulatory authority of ...........”

10. Changes to the container/closure system in
immediate contact with the product, or additional
types of container/closure. On condition that
(a) the product is not a sterile product, (b) the
new system offers equal or better protection to
the product, (c) stability data are available on two
batches of the product in the new container for at
least three months under accelerated conditions
(as defined in relevant guidelines) or one year
under non-accelerated conditions, (d) a stability
study has been commenced on at least two
batches of the altered product for the full duration
of the shelf-life, and (e) the change is notified.
Changes may not be made to labelling without
prior approval.

Annex 2. 6
Model Evaluation Report

11. Changes to parts of the container not in contact
with the product, but not including labelling - see
below.
12. Changes may not be made to labelling without
prior approval, except for changes to layout without
alteration of text or meaning. Pictures or diagrams
may not be added without prior approval because
they may imply an unapproved indication.
13. Changes in imprints or marks on solid dosage
forms. On condition that (a) these do not imply
an unapproved indication or patient population,
(b) no unapproved colour (as defined above)
is introduced, (c) any changes to scoring are
consistent with the dose schedules in the approved
product information, and (d) the change is notified.
14. [In some countries, depending on legislation.]
Change to the marketing authorization holder
(name, address and/or legal entity). On condition
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that there is no change to the product, including
sites of manufacture.

THE EVALUATOR MAY INSERT ADDITIONAL
COMMENTS AT ANY POINT AS S/HE SEES
FIT OR IN ACCORDANCE WITH LOCAL
POLICY
Application Number .........................................................................
Date of application .............................................................................
Applicant ..................................................................................................
Approved generic name(s) ...........................................................
Proprietary name (trade name) .................................................
Strength(s) per dosage unit ..........................................................
Dosage form(s) .....................................................................................

Details of the product
Volume & Page 5: ..................................................................................
State the route(s) of administration: .......................................
State the proposed restrictions on sale or distribution:
..........................................................................................................................
..........................................................................................................................
Is the information in this section of the application
satisfactory?
YES NO
5 Indicate volume and starting page number in the application under
evaluation
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Regulatory situation in other countries
Volume & Page: ....................................................................................
List the countries in which this product has been
granted a marketing authorization, together with any
restrictions on sale or distribution: .........................................
..........................................................................................................................
..........................................................................................................................
List any countries in which the product has been
withdrawn from the market, or where an application for
marketing has been rejected, deferred or withdrawn,
and the reason: .....................................................................................
..........................................................................................................................
..........................................................................................................................
Is the information in this section of the application
satisfactory?
YES NO

Properties of the
ingredient(s) (APIs)

active

pharmaceutical

Volume & Page: ....................................................................................
Draw or copy the chemical structure: ...................................

For each domestic site, has the applicant provided a
copy of a current and satisfactory site licence issued
by your own medicines regulatory authority?
YES NO NOT APPLICABLE
For each foreign site, has the applicant provided a
current and satisfactory certificate issued by the
relevant competent authority?
YES NO NOT APPLICABLE
Is the information in this section of the application
satisfactory?
YES NO

Route(s) of synthesis of active pharmaceutical
ingredient(s)
Volume & Page: ....................................................................................
Has the applicant provided details of the route of
synthesis for each API in sufficient detail, including
reagents and reaction conditions, together with
specifications for starting materials, reagents and
intermediates in the synthesis?
YES NO

Are isomers of this product possible? If yes, indicate
which isomer or combination of isomers comprises
the medicine: ..........................................................................................
..........................................................................................................................

Has the applicant identified likely synthetic byproducts and degradation products, and provided
sample certificates of analysis for each site and
method of manufacture?
YES NO

State the solubility of the API in water, including the
temperature at which measured, and the solubility in
buffer solutions if measured: .......................................................
..........................................................................................................................
..........................................................................................................................

If only an outline of the route of synthesis was
provided, has the applicant also provided European
Certificates of Suitability, including the necessary
appendices and the accompanying “Report A”?
YES NO NOT APPLICABLE

Mention any other relevant physicochemical
characteristics of the API (eg polymorphism, particle
size etc): .....................................................................................................
..........................................................................................................................
..........................................................................................................................
Is the information in this section of the application
satisfactory?
YES NO

If there is more than one site of manufacture for the
API, has this information been provided for all sites?
YES NO
Is the information in this section of the application
satisfactory?
YES NO

Sites of manufacture - Active pharmaceutical
ingredient(s)
Volume & Page: ....................................................................................
Has the applicant provided the name and street
addresses for each facility where manufacture occurs
(including synthesis and production), including for
any alternative manufacturers?
YES NO
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Specifications for the active pharmaceutical
ingredient(s)
Volume & Page: ...................................................................................
Has the applicant provided a set of specifications for
each of the APIs?
YES NO
Has the applicant described test methods in sufficient
detail for them to be replicated by another laboratory
(e.g. your own laboratory)?
YES NO
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Has the applicant provided the results of validation
of the methods for assay of the API and of impurities,
and are they satisfactory?
YES NO
State whether particle size testing necessary for this
API and give reasons?
YES NO
If particle size testing is necessary for this API, are
the test method and limits satisfactory?
YES NO

Is the information in this section of the application
satisfactory?
YES NO

Preformulation studies
Volume & Page: ...................................................................................
Has the applicant provided either the results of
pre-formulation studies, or a review of literature
information that is relevant to this product? If yes,
state which:
YES NO
Summarise the results of the preformulation studies
or literature review:
Is the information in this section of the application
satisfactory?
YES NO

Have certificates of analysis been provided for at least
two batches produced at each site of manufacture
by each synthetic method, including results for
impurities?
YES NO

Formulation

Do the specifications ensure compliance with
relevant official standards in your own country?
YES NO

• the purpose of each excipient in the formulation; and

Is the information in this section of the application
satisfactory?
YES NO

• whether there is overage for the API(s) and, if so, is
it justified.
YES NO

Stability testing of the active pharmaceutical
ingredient(s)

Is the information in this section of the application
satisfactory?
YES NO

Volume & Page: ...................................................................................
Have results been provided for stability testing of the
active pharmaceutical ingredient, together with the
test methodology?
YES NO
Were all the necessary tests performed?
YES NO
Is the assay procedure sufficiently specific for the
purpose (ie is it ‘stability-indicating’)?
YES NO
If any test methodology was different to that in routine
quality control, has the applicant provided details of
these methods together with suitable validation data?
YES NO
State the proposed shelf-life and storage conditions
for the API (or retest date) in the proposed container
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and whether they are justified by the results of
stability testing: ..................................................................................
.........................................................................................................................
.........................................................................................................................

Volume & Page: ...................................................................................
Has the applicant provided the formulation for a
typical batch and for a dosage unit, together with:
• either validation data or a rationale to justify any
ranges in the content of excipients; and

Sites of manufacture - Finished product
Volume & Page: ...................................................................................
Has the applicant provided the name and street
address of each facility where any aspect of
manufacture
occurs
(including
production,
sterilization, packaging and quality control etc),
including for any alternative manufacturers, and the
nature of the manufacturing activities performed at
each site?
YES NO
For each domestic site, has the applicant provided a
copy of a current and satisfactory site licence issued
by your own medicines regulatory authority?
YES NO NOT APPLICABLE
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For each foreign site, has the applicant provided:
either a current and satisfactory certificate issued
by the relevant competent authority in compliance
with the guideline WHO Certification Scheme on
the Quality of Pharmaceutical Products Moving in
International Commerce [13],
or a GMP Certificate based on the WHO model GMP
Certificate [38]?
YES NO NOT APPLICABLE
Is the information in this section of the application
satisfactory?
YES NO

Detailed description and validation of the
manufacturing procedure for the finished
product
Volume & Page:......................................................................................
Has the applicant provided:
• a detailed description of the manufacturing
procedure for each strength, formulation, packaging
etc; and

Is the information in this section of the application
satisfactory?
YES NO

Specifications for the finished product
Volume & Page: ....................................................................................
Has the applicant provided:
• a list of tests and limits (both release and expiry) for
the finished product; and
• test methods in sufficient detail for them to be
replicated by another laboratory?
YES NO
Has the applicant provided the results of validation of
the methods for assay of the active and of impurities,
and are they satisfactory?
YES NO
Do the specifications ensure compliance with relevant
official standards in your country [these will often be
pharmacopoeial standards]?
YES NO

• a copy of the master formula; and

Is the information in this section of the application
satisfactory?
YES NO

• a copy of a manufacturing record for a real batch?
YES NO

Container/closure system(s) and other
packaging

Has the applicant provided process validation for
critical manufacturing steps?
YES NO

Volume & Page: ....................................................................................

Is the information in this section of the application
satisfactory?
YES NO

• a detailed description of the container/closure
system(s), including any liner or wadding; and

Specifications for excipients

• a description of any other (e.g. outer) packaging and
the materials from which they are made; and

• details of the finished product packaging; and

Volume & Page:......................................................................................
Has the applicant provided:
• a list of tests and limits for results for each excipient,
including solvents, liquids to adjust pH, coatings,
capsule shell, and any inked imprint that will be
consumed by the patient; and
• test methods in sufficient detail for them to be
replicated by another laboratory?
YES NO
If there are colours/dyes present in the product, are
these allowable in your country?
YES NO
Do the specifications ensure compliance with relevant
official standards in your country?
YES NO

Has the applicant provided:

• details of the composition of each component; and

• specifications for any part of the container/closure
system(s) which comes into contact with the product
or is protective?
YES NO
In the case of liquid dosage forms, have suitable
studies been performed to investigate potential
extractables?
YES NO
Do the specifications for containers and closures
ensure compliance with any relevant official
requirements (e.g. in relation to plastics or glass for
pharmaceutical use)?
YES NO
Is the information in this section of the application
satisfactory?
YES NO
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Stability testing of the finished product
Volume & Page: ....................................................................................
Summarise the information that has been provided
concerning the chemical and physicochemical
stability of the finished product, including:
• number of batches tested; and
• whether the batches tested were of the formulation
and in the packaging that is to be registered; and
• whether the batches tested were of development,
pilot or production size; and
• conditions under which tested; and
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• duration of testing; and
• whether all relevant chemical and physicochemical
properties of the product were tested; and
• whether details of any new test methodology were
provided, together with suitable validation data; and
• whether the results were subjected to a suitable
analysis/assessment (statistical or other method); and
• whether an in-use stability test was necessary and,
if so, was one conducted.
[It is often appropriate for the evaluator to provide
most of this information in tabular format.]

Volume & Page:
For applications concerning new active ingredients,
new indications, new patient populations,
amendments to product information, new routes
of administration, new dosage forms, all modifiedrelease dosage forms, and new combinations of active
ingredients:
has the applicant provided full information on
pharmacology, toxicology and clinical safety and
efficacy as defined in your country’s guidelines?
YES NO NOT APPLICABLE
has an evaluation report been prepared by the NMRA
or one of its expert advisory bodies?
YES NO NOT APPLICABLE
has a current and satisfactory WHO-type certificate
has been provided instead of information on safety
and efficacy mentioned in a) here above?
YES NO NOT APPLICABLE
has the applicant provided copies of pivotal references
in the published scientific literature supporting
clinical safety and efficacy?
YES NO NOT APPLICABLE
Is the information in this section of the application
satisfactory?
YES NO

Are the stability data relevant to the product that is
the subject of the application?
YES NO

Interchangeability

Was the design of the stability study satisfactory?
YES NO

Has the applicant provided satisfactory information
or arguments regarding the interchangeability of
the product with existing brands in your market in
relation to quality, stability, therapeutic equivalence,
product information and labelling?
YES NO NOT APPLICABLE

Do the results of the study show any trend towards
instability? If YES, give details of the conditions
under which this trend was observed, and the nature
of the changes to chemical and physicochemical
parameters.
YES NO
State the shelf life and storage conditions proposed
by the applicant:
Are the proposed shelf life and storage conditions
acceptable given the analysis/assessment of the
results of the stability study, and the difference
between release and expiry specifications? If NO,
recommend an alternative shelf life and conditions
and/or any additional testing that should be
conducted.
YES NO
Is the information in this section of the application
satisfactory?
YES NO
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Summary of pharmacology, toxicology and
efficacy of the product

Volume & Page: ....................................................................................

If the applicant has submitted bioequivalence studies,
were these conducted in a reliable facility and using
the appropriate comparator product?
YES NO NOT APPLICABLE
Has the applicant discussed the sensitizing potential
of any new excipients in the new formulation?
YES NO NOT APPLICABLE
Summarise the applicant’s conclusions and indicate
whether you agree.
Is the information in this section of the application
satisfactory?
YES NO

Container labelling
Volume & Page: ....................................................................................
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Is the labelling satisfactory in terms of the criteria
that apply in your country?
YES NO

• make comparisons with other products that are not
soundly supported or are not comprehensive?
YES NO

Are the labelled storage conditions achievable in
practice in the distribution network in your country?
YES NO

Do you believe that the draft product information
is acceptable? If NO, give reasons and detail the
changes that you recommend:
YES NO

Is the information in this section of the application
satisfactory?
YES NO

Product information
Volume & Page: ....................................................................................
Has the applicant provided copies of the approved
product information in other countries where the
product is available?
YES NO NOT APPLICABLE
If any WHO-type certificates were provided, were
they accompanied by the product information
approved by the relevant authority and, if available,
the summary basis of approval (or similar) and any
other material that the issuing authority deemed
relevant?
YES NO NOT APPLICABLE
Has the applicant submitted a declaration indicating
which approved product information will be
applicable to the product for which the application is
being submitted? 6
YES NO NOT APPLICABLE
Has the applicant provided a draft product
information that is based on WHO’s Sample product
information sheet ?
YES NO
Is the applicant’s draft product information consistent
with:
• any monograph in either WHO Model Prescribing
Information or your national model formulary or
the WHO Model Formulary; and
• CIOMS guidelines concerning adverse reactions;
and
• WHO Ethical criteria for medicinal drug promotion?
YES NO
Are you sure that the draft product information does
not:
• allude to unapproved indications; or
• include speculation as to safety or efficacy; or

6 This is applicable in countries where regulations establish that for
each active substance a model product information document has
been put into the public domain by authorities and must be used as
reference by all applicants

Is the information in this section of the application
satisfactory?
YES NO

Patient information and package inserts
Volume & Page: ....................................................................................
Has the applicant stated whether the product will
be distributed with any package insert and/or other
information intended for the patient?
YES NO
If YES, has the applicant provided copies of the
package insert and/or information that are intended
for distribution with the product to the patient, and
are these consistent with the product information
and with WHO Ethical criteria for medicinal drug
promotion [18]?
YES NO NOT APPLICABLE
If YES, do you believe that these are acceptable? If
NO, give reasons and detail the changes that you
recommend:
YES NO NOT APPLICABLE
Is the information in this section of the application
satisfactory?
YES NO

Justification for any differences to the product in
the country or countries issuing the submitted
WHO-type certificate(s)
Volume & Page: ....................................................................................
Are there differences between the product for which
this application is submitted and that marketed in
the country or countries that provided WHO-type
certificate(s)?
YES NO NOT APPLICABLE
If YES, has the applicant provided a tabulation of the
differences, and arguments and/or data to support
the applicability of the certificates despite the
differences?
YES NO NOT APPLICABLE
Is the information in this section of the application
satisfactory?
YES NO
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Recommendation/Decision
Tick one option
Either

The product is acceptable for marketing authorization

Or

The product is not acceptable for marketing authorization for the reasons given below

Or

A decision on the acceptability of this application for marketing authorization is deferred pending
responses to the questions in the attached letter to the applicant [the evaluator should attach a copy
of the draft letter]

Evaluator:
Name (print)
Signature

The BLUE BOOK

Date

Additional comments/reasons for decisions and recommendations:
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Annex 3
Detailed advice to evaluators
INDEX
3.1 Introduction
3.2 Initial decisions
3.3 Processing and evaluating applications for
marketing authorization and periodic review
3.4 Evaluating a WHO-type Certificate of
Pharmaceutical Product
3.5 Evaluating product information, any patient
information and package insert, and clinical
aspects of container labelling
3.6 Evaluating interchangeability
3.7 Processing and evaluating applications for
variation
3.8 Penalties
3.9 Detailed advice on some specific issues
3.10 Principles for determining whether data from
the scientific literature are acceptable
3.11 Model evaluation report

3.1

Introduction

This Annex is intended to provide practical advice
on the processing and evaluation of applications
for marketing authorization, periodic review and
variation.
A number of charts are appended to illustrate the
processing of applications and the decisions that
must be made at each stage. Checklists are provided
to facilitate routine tasks, and model letters suggest
how correspondence with applicants may be worded.
Where guidelines are cited, for example WHO or
ICH publications, subsequent updates of the same
guideline should normally be substituted.
The charts, checklists, model letters and other
advice in this annex are not intended to be definitive.
Exceptional cases often arise and each application
must be considered on its merits. There is no substitute
for careful consideration of each case. This is the
reason that many statements include the qualification
normally. For example the statement:
“
“….this
type of application would not normally be
referred to the expert advisory body”

implies that, whilst most applications of this type
would not be referred to the expert advisory body,
there may be cases in which it is appropriate to seek
its opinion.
If local policy permits, it is useful if letters to applicants
(and to others) include the telephone number and
email address of signatories. Direct communication
facilitates processing of applications and tends to
reduce timeframes. In many, if not most cases, written
confirmation must follow.

3.2

Initial decisions

This manual notes that some initial decisions must
be made before applications are processed. These are
in principle decisions that are made once-and-for-all.
Once these decisions have been made, they apply to
all future applications.
Initial decisions include:
• Whether it is intended to rely on evaluation reports
prepared by other national authorities, if and when
such reports are available and provided that it
has been confirmed that the same dataset was
submitted in both countries. Insert hyperlink.
• Which countries will be considered ‘acceptable’ for
the purposes of accepting a WHO-type Certificate
of Pharmaceutical Product [13].
• What constitutes a recent WHO-type Certificate of
Pharmaceutical Product.
• Whether it is intended to rely on advice from an
expert advisory body and, if so, what types of
application or dataset will normally be referred to it.
• What changes will be permitted without prior
approval and under what conditions. A list of
changes and conditions should be published. Insert
hyperlink.

3.3

Processing and evaluating
applications for marketing
authorization and periodic
review

Chart 3 below outlines the steps in processing an
application for marketing authorization or periodic
review.
Keeping track of all the applications, evaluations
and correspondence on hand requires a disciplined
approach to record-keeping. A system of application
or file numbers is essential. Upon first receipt, each
application is assigned an application or file number.
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Chart 3

PROCESSING AN APPLICATION FOR A MARKETING
AUTHORIZATION OR A PERIODIC REVIEW

Application is received

The BLUE BOOK

Assign an application number

Applicant provides further
information/data despite the rejection

Apply acceptability checklist
(checklist #1 or #2)
Response is
acceptable

Application is
unacceptable

Application
maybe acceptable
with additional
information or
minor amendment

Advise application has been
accepted and give approximate
date for completing evaluation
(letter #2)
Evalutation timeframe begins

Issue rejection letter (letter #3)
Response is
acceptable

Response is
unacceptable

Ask questions (letter #1)

Application
maybe acceptable
with additional
information or
minor amendment

Refer evaluation reports to
expert advisory body

Ask questions (letter #1)

Application may be acceptable with
further additional information or
minor amendment

Issue rejection letter
(letter #3)
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Apply evaluation checklist
(checklist #4)

Application is
not acceptable

Application is
acceptable

Issue approval letter
(letter #5 or #6)
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The next step is to check the application for
acceptability. This step is intended to ensure that
all information relevant to the application has been
provided and that any necessary fees have been
paid before the application is accepted. Deciding
acceptability is sometimes referred to as an
application check or filter
lter. The check is not the
evaluation process itself. The evaluation is conducted
after acceptance of the application and requires the
exercise of professional/technical judgment.

The report does not have to be lengthy and may
comprise:

Checklist 1 and Checklist 2 are for use when deciding
acceptability of an application for respectively
marketing authorization and periodic review. [Note
that some of the checklists in this annex concern
deciding the acceptability of an application and some
concern evaluating a dataset.] If the application is
incomplete in some way, questions may be put to
the applicant. Model letter 1 provides an example of
suitable wording.

For some applications, the evaluator may need to
prepare a full evaluation report, for example when
applying Checklist 3 when you do not intend to rely
on the exporting country’s decision.

If the applicant’s response is acceptable, a letter
of acceptance is sent, for which Model letter 2
provides suitable wording. Note it is suggested that
the acceptance letter include an estimated date
of completion of the evaluation. It is not intended
that this date be binding on the agency, and that is
explicitly stated in the letter. The estimated date
is useful to applicants, and in addition provides an
incentive for agencies to undertake their work in a
reasonable timeframe.
If the application is deemed unacceptable, even after
questions have been asked, Model letter 7 suggests
how the rejection may be worded.
Checklist 3 is for use during evaluation of a dataset
for marketing authorization or periodic review.
The evaluation report is a critical summary and
interpretation of the data. It is prepared by or on
behalf of the medicines regulatory authority, and in
that respect differs from a European quality overall
summary (formerly known as an expert report
report) which
is prepared by or on behalf of an applicant. Depending
on available resources and expertise, NMRAs may
elect to have experts in different fields evaluate
different elements of the dataset, such as the quality
dataset on the one hand and Product Information on
the other.
It is useful to prepare a written report when evaluating
an application.
The written record is useful:
• For presentation to an expert advisory committee; and
• In the event of an appeal; and
• For future reference, for example when later
variations are processed.

• A completed checklist; or
• A report prepared by another NMRA; or
• An expert report.
Each of these may if necessary be accompanied by
your own file note of additional comments.

If a report is already available from elsewhere (for
example from another NMRA or an earlier report
on the same product by your own agency), it is not
normally necessary or efficient to reproduce the same
information in your file note or in later reports. Any
new report should normally be seen as an update of
earlier reports. The already-existing report should be
cross-referenced and, if relevant, may be appended to
the new report.
At the end of the evaluation report, the evaluator
concludes as to whether the application is:
1. Acceptable; or
2. Unacceptable; or
3. May be acceptable if the company clarifies some
issues and/or provides further information or
data.
Conclusion number 3 is a common outcome and a
letter is sent to the applicant asking questions. Model
letter 3 suggests how this can be worded.
Table 2 Reasons for seeking the information in the
model application form below outlines the main
reasons for seeking the data that are requested
in the WHO Model Application Form. This is not
an exhaustive list and evaluators should feel free
to adduce additional reasons for seeking data or
information. When asking questions during the
course of an evaluation, it is helpful (and transparent)
if reasons are given for seeking the information, and
Table 2 provides a resource for this purpose. Not all
of the data mentioned in the Index to the complete
data set are necessarily required in all applications.
See Notes to the Applicant at the end of the Model
application form. Again there is no substitute for
careful consideration of each case.
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Questions may be dispatched to the applicant at
two stages, the acceptance stage and the evaluation
stage. Within each stage, it is normally more efficient
to complete the acceptance review or evaluation
before sending a letter to the applicant, so that all the
questions are asked in one letter for each stage. This
minimizes the exchange of correspondence and the
delays associated with waiting for a reply. As well as
saving time for both the NMRA and the applicant,
it reduces the timeframe for a final decision on the
application.
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A due date is suggested in the model letters that ask
questions. This encourages applicants to respond
quickly, and avoids placing agencies in a position of
having applications on hand for which processing is
suspended whilst awaiting a response. Consequently
including a due date tends to reduce total timeframes.
In many jurisdictions, if the applicant fails to respond
by the due date or to request an extension of time,
legislation allows the agency to proceed to a decision
on the basis of the data that are in its possession at
that point. In these circumstances, decisions are
likely to be less favourable to the applicant.
If questions are minor and can be responded to quickly,
they can be asked in a telephone call or by email. This
is the reason that the Model Application Form seeks
the name, telephone number and (if possible) email
address of a contact person in the applicant company.
It is often appropriate to ask for written confirmation
of verbal information within a nominated period of
time, such as 48 hours. Many countries now accept
faxed and/or email correspondence as legally
definitive responses.
Once the evaluation is complete, it may be referred
to the expert advisory body depending upon whether
the agency’s policy is to refer that type of application.
The expert advisory body may request that further
questions be put to the applicant, or may make a
decision on the information to hand.
Other model letters suggest how rejection and
approval letters may be worded.

3.4

Evaluating a WHO-type
Certificate of Pharmaceutical
Product

• Checklist 5 concerns evaluation of WHO-type
Certificates of Pharmaceutical Product. It should
be applied to each certificate in each application.
Before evaluating these certificates, evaluators
are advised to read Guidelines for implementation
of the WHO certification scheme on the quality of
pharmaceutical products moving in international
commerce [13].
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When differences are found between the product
that is the subject of the application and the product
that is the subject of a WHO-type certificate, their
significance should be evaluated in terms of the
possible or likely effect on the quality, safety and
efficacy of the finished product.
The amount and type of validation data that is required
should be assessed on the basis of professional
judgment and experience, and is dependent in part
on the magnitude of the change. Table 4 below
gives examples and provides comment in each case.
Referral to an expert advisory committee may be
appropriate in some cases.
The US-FDA has produced some key guidelines on
the subject of scale-up and post-marketing changes
(SUPAC). Potentially these provide useful advice as
to the significance of differences between products in
importing and exporting countries.
The possible effects of differences in formulation are
discussed below.

Possible effects of differences in formulation on
quality, safety and efficacy
Differences in formulation may affect the quality,
safety and efficacy of products. These are some of the
possible effects:
• Altered
stability,
including
physicochemical and microbiological;

chemical,

• Altered physical and chemical compatibility with
other products. For example dilution of an injection
in a large volume parenteral;
• Altered release rate properties. For example the
dissolution rate of solid dosage forms, rate and
extent of medicine transfer across the skin (for
creams, ointments, transdermal patches etc),
release of medicine from depot injections etc;
• Increased sensitivity reactions, especially for
topical and injectable products.
These are some general principles that are relevant to
these considerations:
• Information may be available in the published
literature on the safety of particular excipients when
given by particular routes of administration (see
references [40-43, 49, 50]). Idiosyncratic sensitivity
reactions can be difficult to eliminate completely, but
can be minimized by avoiding excipients known to
have a high incidence of such reactions. Safety data
should be sought for new excipients, for example as
set out in reference [40]. Well resourced agencies
may have already completed a scientific report
on data for new excipients. Particular care should
be taken to validate the safety of new or unusual
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Chart 4

OPTIONS WHEN THE WHO-TYPE CERTIFICATE
IS UNSATISFACTORY
PROBLEM #1: The WHO-type
certificate is not ‘current’
(as defined by your MRA)

Ask for a more
recent WHO-type
certificate

Evaluate the
new WHO-type
certificate

provided

not provided

Obtain a recent GMP report from an ‘acceptable’ MRA (as defined by your MRA), OR
Arrange your own GMP inspection (by your own or another acceptable MRA), OR
Decide that this manufacturing site is unsatisfactory
AND
Prepare your own evaluation report considering all of:
- Quality
- Product information & labelling
- Bioequivalence, if required
- Evaluation report from another MRA, if available and relevant
not provided

PROBLEM #2: Not all of the
required information was provided
with the certificate

Ask for the missing
information

provided

Evaluate the
complete WHOtype certificate

PROBLEM #3: The product is not
identical to the one approved for
marketing by the MRA that issued
the WHO-type certificate
See also Appendix #1

Are the differences
clearly defined?

NO

Ask for a better
definition of the
differences

Evaluate remaining aspects
of the certificate

PROBLEM #4: The product
does not have marketing
authorization by the MRA
which issued the WHO-type
certificate

YES

YES

therefore

PROBLEM #5: The WHO-type
certificate was not issued by a MRA
in which you have confidence

Are the differences
acceptable?

The WHO-type certificate
means only that the site of
manufacture is acceptable
with respect to GMP
Neither an approved PI nor
an evaluation report will be
available
AND

provided

not
provided

Prepare your own evaluation
report considering all of:
- Quality
- Product information &
labelling
- Bioequivalence, if required
- Evaluation report from
another MRA, if available
and relevant

Obtain a recent GMP report from an acceptable
MRA (as defined by your MRA), OR
Arrange your own GMP inspection (by your own or
another acceptable MRA), OR
Decide that this manufacturing site is unsatisfactory
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excipients in injectable products, and in products
applied to broken skin or mucous membranes (e.g.
irrigation solutions, eye drops).
• A change in the weight of an excipient per unit dose
(e.g. mg per mL, or mg per tablet) is less important
than the proportionate content (i.e. the percentage
change). For example, a change of 2mg per tablet
is less significant when the content of the excipient
is 100mg per tablet than when the content of the
excipient is 20mg, i.e. a 2% change compared with
a 10% change.

The BLUE BOOK

• The smaller the proportionate change in the
quantity of an excipient, the less likely it is there
will be a significant effect on quality, safety and
efficacy. For example, if a tablet contains 20mg of
sodium starch glycollate, a 10% change (i.e. to 18mg
or to 22mg) is less likely to have a significant effect
than a 25% change (i.e. to 15mg or 25mg).
• Changes in the proportionate content of existing

bulking agents/diluents/fillers are less likely
to have a significant effect than changes in the
proportionate content of binders, lubricants and
glidants. Common bulking agents are lactose and
starch. The lubricants magnesium stearate and
calcium stearate are of particular concern.
• Addition or removal of excipients may lead to
changes in stability, compatibility and release rate;
• Changes to the quantitative or qualitative content of
antimicrobial preservatives can alter preservative
efficacy.
Chart 5 suggests options when there is more than one
foreign site of manufacture. If for some reason you
believe that the country of origin has not reviewed
and approved a site of manufacture in a third country,
WHO –type certificates may be sought directly from
the country of manufacture.

Chart 5
OPTIONS FOR WHO-TYPE CERTIFICATES WHEN THERE
IS MORE THAN ONE SITE OF MANUFACTURE
CASE #1: The product is identical to one
that is authorized for marketing in the
country of origin

Sites for earlier stages of manufactures have been
approved by the country of origin, even if they are
in a third country. Is not necessary to seek WHOtype certificated for other stages of manufacture.

CASE #2: The product that authorized
for marketing in the country of origin is
different to the in the application

Seek WHO-type certificates from the countries in
which earlier stages of manufacture are located Note 1

CASE #3: The product is fully
manufactured in both countries A and B

Ask for WHO-CPP from both countries A and B Note 2

CASE #4: Early stages of manufacture
are conducted in country A and later
stages are conducted in country B
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Country B is the
country of origin Note 3

Ask for WHO-CPP
from country B Note 4

CASE #5: The product is imported from
country A but manufactured in country B

Ask for a WHO-type certificate from country A
(Country A will have considered & approved sites of
manufacture in country B)

CASE #6: It is unclear which operations
are conducted at the different sites

Ask for a flow chart of operations at each site,
including sites in third countries that conduct
sampling & testing for batch release. Depending on
the response, it may be necessary to seek additional
CPPs

CASE #7: The person responsible for
placing the product on the market
does not manufacture the product,
or conducts only packaging and/or
labelling

The applicant should supply information that
indentifies the contracting parties who are
responsible for each stage of manufacture & the
extent & nature of any controls exercised by the
applicant over each of these parties.
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3.5

Evaluating product
information, any patient
information and package
insert, and clinical aspects of
container labelling

Checklist 6 concerns product information, any patient
information and package insert, and clinical aspects
of container labelling. Before evaluating these drafts,
evaluators are advised to read Ethical criteria for
medicinal drug promotion [18].

3.6

Evaluating interchangeability

Checklist 7 concerns evaluation of interchangeability.
Chart 6 below is based on guidance in Multisource
(generic) pharmaceutical products: guidelines
on
registration
requirements
to
establish
interchangeability [2] and provides advice on the
selection of a comparator product for assessment of
interchangeability. Any more recent edition of the
WHO guideline on interchangeability that becomes
available should be used instead.

Chart 6

Detailed discussion in: Multisource (generic) pharmaceutical products: guidelines on registration requirements
to establish interchangeability, WHO Technical Report Series 937, 2006, Annex 7, page 347 – http://whqlibdoc.
who.int/trs/WHO_TRS_937_eng.pdf#page=359

DECIDING A COMPARATOR PHARMACEUTICAL PRODUCT

Is innovator product for which quality,
safety and efficacy have been established
approved for marketing and available in
your country?

YES

Use nationally authorized innovator
as comparator

NO
Is WHO comparator product & primary
manufacturing site indicated in the
WHO comparator list (*)?

YES

Procure from listed country and use
WHO comparator as comparator

NO
Is innovator product on the market of
ICH or associated country?

YES

Procure innovator product from that
country and use it as comparator

NO
If no innovator or WHO comparator can be found, choose the comparator from products that match
at least one of the following criteria (in priority order):
– approved and actually marketed in an ICH or associated country; or
– “prequalified” by WHO; or
– extensive documented use in clinical trials reported in peer-reviewed scientific journals; and
documented long and unproblematic period of post-market surveillance.
(*) – WHO Comparator list, in: WHO Expert Committee on Specifications for Pharmaceutical Preparations. Thirty-sixth report.
Geneva, World Health Organization, 2002 (WHO Technical Report Series, No. 902): Annex 11, pages 161–180 (update in progress).
http://whqlibdoc.who.int/trs/WHO_TRS_902.pdf#page=171
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3.7

Processing and evaluating applications for variation

Chart 7 below outlines the steps in processing an application for a variation. Checklist 4 is for use when
evaluating a variation. There are some important differences between processing a variation on the one hand
and a marketing authorization or periodic review on the other. These are summarized in Table 3 below.

Chart 7
PROCESSING AN APPLICATION FOR A VARIATION

The BLUE BOOK

Application is received

Assign an application number

Advise application has been received and give
approximate date for completing the evaluation

Reject application

Application is
unacceptable

Ask questions

Application is
unacceptable

Application may be acceptable
with additional information or
minor amendment

Application is
acceptable

Application may be acceptable with
additional information or minor amendment
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Apply evaluation checklist

Application is
acceptable

Issue approval
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3.8

Penalties

In the course of evaluating applications, agencies will
occasionally notice that an unauthorized change has
been made to a product, perhaps to its formulation,
expiry date, product information or other attribute,
and the change is not one that could legitimately
have been made as a self assessable change and
not notified. The unauthorized change renders the
product different to the one that is registered so,
under most national medicines regulatory legislation,
the supplier of the product is committing an offence
by supplying an unregistered product.
It shall be an offence under this law for any person to
manufacture, import, sell or export a product after
the appointed date unless such product at the time
of manufacture, import, distribution or export has
the status of a provisionally authorized/registered
medicinal product under section 5(2) or has received
a product licence/marketing authorization under
section 6.
Consequently, under most national medicines
regulatory legislation, penalties will apply when an
unauthorized change has been made.
However penalties must be exercised with discretion,
with particular attention paid to the seriousness of the
offence and whether it was unintentional, negligent
or deliberate. The regulatory system will fall into
disrepute if minor and unintentional infringements
attract a severe penalty.
The need for “deterrent penalties” must be carefully
balanced with the risk of “over-kill”.””. Too high a penalty,
particularly one entailing mandatory jail sentences,
for instance, can lead to lax enforcement and will be
counter-productive in the longer run.
Unintentional unauthorized changes should be
handled with discretion, particularly when the
company voluntarily reports the occurrence. The
agency needs to know when incidents have occurred,
such as unintentional distribution of a substandard

batch or of an outdated version of product information,
and individual companies should feel able to report
such occurrences without an unreasonable fear
that harsh penalties will be automatically applied.
Voluntary reporting of incidents allows both parties
(the agency and the company) to manage the
problem cooperatively and promptly, and to put in
place arrangements to ensure that it is not repeated.
Companies should be encouraged to adopt a system of
change management or change control to ensure that
unauthorized changes do not occur. This is a matter
that GMP inspectors should address when reviewing
a manufacturer’s Standard Operating Procedures.
When an unauthorized change is detected during
evaluation of a periodic review or of a variation, the
agency’s response can vary from a warning letter to
a full prosecution. Factors to be taken into account
might include:
• The possible consequences of the unauthorized
change for quality, safety and efficacy of the product;
• Whether the unauthorized change was made
unintentionally or deliberately;
• Whether there is evidence of negligence;
• Whether the company has a poor history in
relation to unauthorized changes and has failed to
implement a system of change management;
• Whether in other respects the company has a good
standard of manufacturing practice;
• The company’s cooperativeness and promptness
in addressing the matter once it has been drawn to
their attention.
An application to vary is not an appropriate means
of regularising an unauthorized change. Variations
are changes to validly registered products. When a
company voluntarily reports an unauthorized change,
it should be treated as a report of an unauthorized
change (or similar wording) and not as a variation.
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3.9

Detailed advice on some
specific issues

This part of the Annex contains detailed advice on
a number of miscellaneous points that are likely
to arise during the evaluation process. It is not a
complete checklist of points to consider. Advice
already included in the main text of the manual is not
repeated here. The glossary, abbreviations, references
and annexes are as those appearing in the main text.

The BLUE BOOK

When consulting this Annex, NMRAs may find it
useful to refer to the decision tree for marketing
authorizations using WHO-type product certificates
appearing elsewhere in the manual, under the
heading Evaluation of data on quality.

INDEX
3.9.1
3.9.2
3.9.3
3.9.4
3.9.5
3.9.6
3.9.7
3.9.8
3.9.9
3.9.10
3.9.11
3.9.12
3.9.13
3.9.14
3.9.15
3.9.16
3.9.17
3.9.18

3.9.1

WHO-type certificates of pharmaceutical
product
Quality control tests and limits
Identity of active ingredient
Impurities in the API
Assay of APIs
Physicochemical properties of APIs
Quality of excipients
Assays of active ingredients in finished
products
Testing for impurities in the finished
product
Tests on the finished product
Stability
Container labelling
Trade names
Product information (PI)
Interchangeability
Papers to be presented to the Expert
advisory body for a decision on a
multisource pharmaceutical product
Variations
Periodic reviews of marketing
authorizations

WHO-type Certificates of Pharmaceutical
Product

It should be noted that “Requests for provision of
certificates offering more limited attestations - for
instance, that the manufacturer complies with GMP
or that the product is authorized for ‘free sale’ within
the country of export - are discouraged”[13].

What the certificate means
If the exporting country has not authorized the
product to be placed on its own market the WHOtype certificate amounts to certification of the
manufacturing standard at the site in question.
Neither an officially approved product information
nor an evaluation report will be available.
If the exporting country has authorized the product to
be placed on its own market, the WHO-type certificate,
in addition to certifying the manufacturing standard
at the site in question, implies that the country
issuing the certificate accepts that the product is of
adequate quality, safety and efficacy to remain on its
own market. Therefore an officially approved product
information document, such as WHO’s Guidance on
Package Leaflet, Summary of Product Characteristics
and Labelling [19] or European Guideline on summary
of product characteristics [51], should normally
accompany the certificate. If this document is not
available, then the product is probably “grandfathered”
(see glossary) and has not been fully evaluated. Some
countries also issue a summary basis of approval that
summarizes the technical basis on which the product
has been authorized. When this is available, it should
also be attached to the certificate (see Appendix 1,
2A.4 to reference [13]).
If the product is not identical to that in the issuing
country, the model application form allows applicants
to list any differences (under “Certification by a
responsible person in the applicant company”) and
to justify the differences (under “justification for any
differences to the product in the country or countries
issuing the submitted WHO-type certificates”).
NMRAs must then decide whether the differences
are minor and have been adequately justified, and
consequently whether the WHO-type certificate is
relevant.

More than one country of manufacture
Manufacture of a single product may occur in more
than one country, for example in the following
circumstances.
(a) Different phases of manufacture may be
conducted in different countries. For example,
a batch of tablets may be prepared in bulk in
country A, and packaged and subjected to quality
control testing in country B.
(b) The product may be fully manufactured in both
countries A and B, and the applicant wishes to
obtain approval to use both sites of manufacture.
The WHO-type certificate should normally be
prepared by the country that directly exports the
product to the importing country, i.e. country B in
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example (a) above. If the product has marketing
authorization in this exporting country and the
product to be imported is identical to that authorized,
the sites of manufacture in third countries will have
been approved by the exporting country. In that
case, no further review of GMP in third countries is
necessary. Indeed, some exporting countries might
voluntarily attach a GMP certificate for sites in other
countries (see Appendix 1, explanatory note 16 in
reference [13]).
If the exporting country has not authorized the
product to be placed on its own market, the importing
country may seek WHO-type certificates from more
than one country, i.e. countries A and B in the above
examples.
In example (b), both countries can separately be
asked for a WHO-type certificate.

Currency and validity
The WHO Certification Scheme recommends that
the exporting country prepare a separate certificate
to be made available for each importing country,
and that certificates should reflect any variations
made to marketing authorizations (see section 3.5
in reference [13]). Consequently, certificates should
always be current (recent) and each NMRA receiving
a certificate may wish to define what it considers to
be “current”. If there is any doubt as to the status or
validity of a certificate, the NMRA should request an
identical copy, clearly marked as duplicate, directly
from the certifying authority (see section 4.9 in
reference [13]).
If there is doubt that the authority issuing a
WHO-type certificate satisfies the prerequisites
for the scheme, there is a provision (section 2.5 of
reference [13]) which reads:
“Each Member State assumes the responsibility
to determine, through a process of self-evaluation,
whether it satisfies these prerequisites.
The Scheme contains no provision for
external inspection or assessment under any
circumstances, either of a competent national
authority or of a manufacturing facility. However,
should a Member State so wish, it can approach
WHO, or a well recognized medicines regulatory
authority, occasionally to delegate consultants
to act as advisers in the course of both national
inspections and inspector training activities.”
NMRAs may wish to prepare a list of Member States
from whom WHO-type certificates are considered
acceptable, perhaps in conjunction with other
authorities with which it collaborates. Any such list
should be kept up to date.

The source of the certificate
All requests for WHO-type certificates should be
channelled through the agent (applicant) in the
importing country (section 3.6 of reference [13]).

3.9.2

Quality control tests and limits

Tests and limits for the API and the finished product
should, as a minimum, comply with relevant
pharmacopoeial requirements, including general
requirements such as those in the International
Pharmacopoeia (PhInt) for parenteral preparations,
capsules, and so forth. Additional tests and limits
may be necessary, for example for the dissolution
rate of solid dosage forms of water-insoluble active
ingredients when the pharmacopoeia does not include
a test. Examples might be amoxicillin capsules and
primidone tablets.
Pharmacopoeias sometimes do not set specifications
for some attributes because they are not necessary
for all products. An example is the particle size of
a water-insoluble API. It is not appropriate for the
pharmacopoeia to set a limit because suitable limits
may vary with the intended use of the starting
material. If the API is present in the product as
solid particles and does not go into solution during
manufacture, a limit on particle size would normally
be appropriate. But the same material may be used to
manufacture a solution, for which a particle size would
be irrelevant. For example haloperidol has a solubility
in water of less than 0.001%. It would be appropriate
to include limits on the particle size range of API
used to manufacture haloperidol tablets because the
medicine is present as a solid and does not go into
solution during manufacture. The particle size range
may well effect bioavailability. However the same
API is in solution in Strong Haloperidol Solution BP,
and particle size limits would not be needed for API
used in its manufacture.
When a product is given marketing authorization,
and the specifications include compliance with a
pharmacopoeial monograph, it is usual to allow
automatic updates as new editions of the same
monograph are published in the same pharmacopoeia.
Any tests additional to those of the pharmacopoeia
must continue to be applied, such as particle size
and limit tests for impurities relevant to a particular
synthetic route.

3.9.3

Identity of active ingredient

There should be a test (or tests) in quality control of
the API to ensure that it is the intended substance.
Some active ingredients are available either as a
single enantiomer, as a racemate (e.g. dexamfetamine
and amfetamine), or as multiple isomers (e.g.
85

Marketing Authorization of Pharmaceutical Products with Special Reference to Multisource (Generic) Products:
a manual for medicines regulatory authorities

labetalol), in which case it is necessary to ensure that
the active ingredient is the same from batch to batch
(in the case of labetalol, the ratio of the two pairs of
racemates should be controlled). The salt form and/
or state of solvation may also need to be controlled,
e.g. amoxicillin sodium versus amoxicillin trihydrate.
Control of the ratio of (Z)- and (E)- isomers ((cis- and
trans-) may be necessary for some (especially older)
transactive ingredients such as clomifene.
Test procedures for identity should be validated [52].

3.9.4

Impurities in the API
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For many, but not all, existing multisource
pharmaceutical products, data on safety of the API
are available from toxicological and clinical studies.
At the very least, the fact that the comparator
has been marketed for some time is assumed to
provide de facto evidence of lack of major toxicity.
This is an assumption and may not be valid in all
circumstances, such as when the product is marketed
only in countries where there is no effective adverse
reaction monitoring system.
Accepting this limitation, to be able to consider
that information on the safety and efficacy of
established products is applicable to new multisource
pharmaceutical products, the impurity profile of the
new brand must not be significantly different to that
of the comparator. Quantitative limits on individual
impurities in the API must not be greater than those
for the comparator, and ideally there should be no
new impurities in the new brand. If new impurities
are present, they should be toxicologically qualified.

If these conditions do not hold, then strictly speaking
new safety studies should be considered.
To make the necessary comparison of impurity
profile, ideally the limits on impurities in the
comparator product should be known, together
with information as to what impurities are actually
found. The impurities actually found may not be
detected or controlled by the methods and limits
in pharmacopoeias, so that additional controls are
sometimes necessary. Unfortunately, information on
impurities actually found in the comparator is often
not available to the NMRA because the comparator
began to be marketed before premarket assessment
was introduced. To seek information on impurities
from the company that markets the comparator in
order to be able to assess the new multisource brand
may not be considered equitable in all jurisdictions,
but some may consider it justifiable on grounds
of public safety. It is usually more acceptable to
require the applicant for the multisource product to
conduct in vitro studies (usually chromatographic)
comparing impurities in the new brand with those in
the comparator.
A complete assessment of the appropriateness of
impurity limits also requires information on the
route of synthesis, and the opinion of an experienced
organic chemist as to what by-products are likely
following synthesis by that particular route. It is
then possible to assess whether the possible byproducts are likely to be detected by the proposed
methodology for impurity testing. There should be
a similar assessment of likely routes of degradation
and whether the likely degradation products will be
detected by the proposed impurity testing.

European certificates of suitability
The most up-to-date information can be found at http://www.edqm.eu
The European Directorate for the Quality of Medicines (EDQM) will, upon submission of a dossier concerning
production of an API by a particular synthetic route at a particular site, determine whether or not the relevant EP
monograph is suitable to control the purity of the API. If the secretariat decides that the monograph is suitable, a
certificate of suitability is issued. If the monograph is not able fully to control the purity of the API, the additional
impurities will be mentioned in the certificate and the additional analytical procedures appended. If the API is not yet
used in medicinal products in Europe, any impurity above a critical percentage must be qualified, that is, compared
to those listed in the monograph and, if new, identified as such or compared to the impurity profile of APIs already on
the market in Europe. If relevant, applicants must include information on the potential toxicity of impurities especially
if they are new.
Such certificates can therefore apply the standard of the least acceptable product in Europe. However, a company
that obtains a certificate of suitability is also entitled to request a copy of the EDQM evaluation of the dataset. If
NMRAs request this report from the company, they can ascertain the basis on which the certificate of suitability was
issued before accepting it. A useful feature of EDQM certificates of suitability is that a manufacturer must agree to be
inspected by a relevant authority.
Therefore, NMRAs should ensure that European certificates of suitability are accompanied by (1) any appendices
mentioned on the certificate and (2) Report A.
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Alternatively a NMRA may, with the applicant’s prior
consent, seek a copy of the evaluation report directly
from EDQM.
By far the most desirable situation is for the API to be
controlled by tests and limits that have been shown to
be suitable for the particular synthetic route and site
of synthesis. This is achieved in countries that have
well resourced agencies. However, it is recognized
that this outcome may not at present be achievable by
all NMRAs, for two reasons:
1. The NMRA may decide that its resources do not
permit assessments in this detail.
The reality at the present time is that batches of
pharmaceutical starting materials pass through
multiple hands, so that their origin and route
of synthesis becomes obscure. Purchase from
intermediaries is not recommended (see section 14.8
of [14]), but it is recognized that it occurs in some
circumstances, for example when price is a factor in
determining accessibility. It is strongly emphasized
that this is not a desirable situation.
In both these situations, smaller NMRAs may decide
to rely upon compliance of an API with the impurity
requirements of a pharmacopoeia. In that case, the
following is recommended:
• The latest edition of the pharmacopoeia should be
specified so as to take advantage of the most up-todate information available on important properties
of starting materials, especially in relation to
contaminants, and on testing methodology;
• Each batch of API should be fully tested for
compliance with specifications by the finished
product manufacturer.
A confirmatory certificate of analysis from the
supplier should be available for each batch, and the
certificate should be satisfactory as defined in WHO’s
GMP guidelines (see section 17.17 of reference [14]).
The following guidelines apply to GMP of APIs, and
are a significant factor in controlling of the quality of
APIs:
WHO Pharmaceutical starting materials certification
scheme (SMACS): Guidelines on implementation [53]
• WHO Good trade and distribution practices for
pharmaceutical starting materials [54];
• ICH Good Manufacturing Practice guide for active
pharmaceutical ingredients [55].

3.9.5

Assay of APIs

Assay procedures for APIs should if possible be
specific for the API in the presence of impurities.
However, this may not be essential if the remainder of
the monograph fully controls the content of all types
of impurity, including as necessary degradation
products, synthetic by-products, heavy metals and
non-combustible contamination.

3.9.6

Physicochemical properties of APIs

It may be necessary to control the physical properties
of APIs, for example (as necessary) particle size and
polymorphic form when these parameters are critical
for the performance of the finished product.

3.9.7

Quality of excipients

Information on the route of synthesis is less readily
obtainable for excipients. Consequently, for reasons
similar to those outlined for APIs, it is recommended
that excipients comply with the latest edition of a
pharmacopoeia, and that each batch obtained via an
intermediary rather than directly from the producer
be fully tested by the finished product manufacturer
before use.

3.9.8

Assays of active ingredients in finished
products

All assay methodology should have been validated.
A number of suitable guidelines are available
concerning validation of analytical procedures, for
example that of ICH [52].
Assay methodology in pharmacopoeias must be
verified for each formulation. An example of what can
go wrong is a formulation which, when processed by
the pharmacopoeial method, produces an opalescent
solution at a point at which ultra violet absorption is
to be measured.

3.9.9

Testing for impurities in the finished
product

If the NMRA is convinced that a company is
adequately ensuring the absence of significant
synthetic by-products in the API, the company need
not test for those by-products in the finished product.
It is necessary, however, to test for impurities that may
be breakdown products of the active ingredient or the
products of interaction between the active ingredient
and excipients or container materials.
The NMRA may wish to test for synthetic by-products
in the finished product as a part of its regulatory role
in monitoring quality.
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Test procedures for detecting and/or quantitating
impurities should be validated [52].

3.9.10 Tests on the finished product
In addition to tests for identity and assay of API and
for absence of impurities, it is often appropriate to
conduct tests on the physicochemical properties
of finished products. Examples include particulate
contamination of solutions for injection, lack of phase
separation of emulsified injectables, the particle size
of suspensions, and the dissolution rate of solid oral
dosage forms.

3.9.11 Stability

The BLUE BOOK

Products must maintain their quality for the full length
of the shelf-life when stored in the final marketing
pack under any storage conditions permitted by
the label. The permitted storage conditions must
be attainable in local circumstances, for example in
warehouses and distribution systems.
Products must also be stable when processed
according to labelled instructions, such as during
reconstitution or dilution.

3.9.12 Container labelling
In line with GMP guidelines (see section 15.11 of [14]),
container labels should comply with national
legislation and should include at least all of the
following information:
a. The name of the medicinal product;
b. A list of the active ingredients using INNs if
applicable [33], showing the amount of each
present, and a statement of the net contents (e.g.
number of dosage units, weight, volume);
c. The batch number assigned by the manufacturer;
d. The expiry date in an uncoded form;
e. Any special storage conditions or handling
precautions that may be necessary;
f. Directions for use, and any warnings or
precautions that may be necessary;
g. The name and address of the manufacturer or the
company or the person responsible for placing
the product on the market.
Some concession is appropriate for small containers
of less than or equal to 10 ml capacity that are
marketed in an outer pack such as a carton. If the
outer pack bears all the required information, the
immediate container need only contain items (b), (c),
(d), (g) - or a logo that unambiguously identifies the
company - and the name of the dosage form or the
route of administration.
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3.9.13 Trade names
NMRAs may or may not have the legal authority to
approve proposed trade (or brand) names, depending
on national legislation. However, even if this function
is not written explicitly into legislation, NMRAs may
nevertheless have the authority to disallow a trade
name on the grounds that it constitutes a safety
hazard or is misleading. Examples include names that
imply unapproved claims, such as an unapproved:
• indication, e.g. “Bacta.....”, or “Hypno.....”;
• patient population, e.g. “Pregna.....”, or “Infa.....”; or
• dosage regimen, e.g. “Uni.....”, or “Mono.....”.
If a product’s principal indication(s) is/are changed or
there is a change in the API, it may be necessary to
consider whether the trade name is still appropriate.
For example if a product is indicated for angina and
has the trade name “Cardioproduct”, and later the
principal indication is changed to claudication, the
trade name would no longer be appropriate.
Trade names that are based on generic names,
especially INNs, are also to be discouraged. The Fortysixth World Health Assembly in May 1993 requested
Member States “to develop policy guidelines on the
use and protection of international nonproprietary
names, and to discourage the use of names derived
from INNs [56], and particularly names including
established INN stems as trade marks” (resolution
WHA46.19). The request was based on a statement by
the WHO Expert Committee on the Use of Essential
Medicines that use of a trade mark based on an INN,
and particularly one based on an INN stem, “can
frustrate the rational selection of further INNs for
related substances, and it will ultimately compromise
the safety of patients by promoting confusion in drug
nomenclature”.

3.9.14 Product information (PI)
A proposed product information text must be included
in an application for marketing authorisation. The
text is revised in the assessment process and the final
authorized text will become an integral part of the
marketing authorisation.
The PI reflects the outcome of the assessment process
and it is a key reference statement between the NMRA
and the marketing authorisation holder concerning
the conditions of the marketing authorisation. The
PI cannot be changed except with the approval of the
NMRA.
The approved PI is the basis for developing
information materials aimed at health professionals
and the public (where applicable) with the aim of
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ensuring that a product is used safely and effectively.
The content of promotion materials and package
inserts must be consistent with the approved PI,
although the wording that can be different.
If a national guideline exists for a specific therapeutic
area (e.g. anti-hypertension therapy) this should be
taken into account when assessing PI text.
Applicants may submit separate PI texts for each
pharmaceutical form and strength at different
moments in time. In order to help ensuring consistency,
it may be appropriate for the NMRA to develop one
single PI text for a given active substance or fixeddose combination and include in such text all existing
forms and strengths highlighting differences, if any,
in indications, contraindications, etc. as appropriate.
One single PI text would also be more practical to
refer to when developing materials for the purposes
of advertising or of giving information to prescribers
because in these materials it is common to refer to
more than one form or strength.

Organization and content
Product information should normally be based on
national guidelines. The current WHO and EU
guidelines may serve as a template [19, 51]. However,
the organization of PI should be taken with a
certain degree of flexibility. Some issues may need
to be addressed in more than one section of the PI
(e.g. contra-indications plus interactions). In such
situations the information provided in given section
may need to go beyond the specific meaning of the
heading of the section or may need to cross-refer to
other sections.
Product information should not allude to unapproved
(off-label, undocumented) indications, nor should it
be speculative. Favourable comparisons with other
products should be avoided and only permitted
if there is a sound clinical basis, documented in
the literature, as such claims may later be used in
promotion (see below).

All promotion should be based on product
information
It should be a condition of marketing authorization
that all promotion of the product be consistent with
the agreed product information and with WHO
Ethical criteria for medicinal drug promotion [18].
Monitoring by a NMRA of all promotion would be
resource-intensive and is beyond the capacity of even
well resourced authorities. Therefore the usual means
of control is a system of random audits accompanied
by a mechanism for professional associations
and other NGOs to report unethical promotion or
advertisements to the NMRA. In order to make this

mechanism more effective, it is appropriate to ensure
that:
a. all approved PI is easily accessible to the public;
b. suitable sanctions for breaches are established
and applied.
WHO has published a simple guide on medical
products and the Internet [57].

Container labelling should be consistent with
approved PI and with the product
The container labelling should be consistent with
both the nature of the product and the approved
product information. Examples of inconsistencies
might include:
• The container label states that the product contains
a particular steroid whereas the product information
states that it contains the acetate ester of the steroid;
• The container label states that the product
should be diluted before infusion, whereas the
product information refers only to administration
intravenously;
• The product information states that the product is
not to be used in children, whereas the brand name
on the container implies use in children;
• The product information refers to a dose of 25 mg
when the product is a 50 mg capsule;
• The product information recommends a course of
5 ml twice daily for three days when the product
contains only 25 ml of liquid.

Comparison with existing product information
It is not usually acceptable to have inconsistent
product information between two interchangeable
products licensed to different marketing authorization
holders on the same market. Normally the evaluator
should compare the product information for the new
product with that of the comparator brand, carefully
consider any differences, and determine whether
amendments are necessary. In general, one or both of
the product information will have to be amended so
that they are not inconsistent and match as close as
possible, although the wording need not be identical.
Sources of information for this exercise should ideally
be independent, reliable and complete, which may
involve a literature search and review. In practice,
reference is usually made to standard textbooks of
medicine and pharmacology, national compendium
of approved product information, and any existing
national formulary. If a product information is
available for the same product in another country,
particularly one with a well resourced NMRA, a copy
should be sought for comparison. When a new API
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has recently come out of patent (for example in the
last five years), the innovator’s product information is
normally a suitable starting point for a multisource
product information.
In this connection, it is worth noting that under
the US Federal Food, Drug, and Cosmetic Act and
FDA regulations, a product for which an ANDA is
submitted (i.e. a multi-source product) must normally
have the same labeling (i.e. PI) as the RLD (Reference
Listed Drug, i.e. the product used as reference for the
ANDA) [58].
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It should be noted that, where regulations do not
indicate a reference PI for multisource products,
it usual to find that not all existing PI meet current
standards. PI for older products in particular may be
in contradiction with current knowledge and in some
cases may need to be substantially rewritten [59].

Patient information or package inserts
Any patient information or package inserts should
be consistent with the approved and current product
information and should comply with guidelines in
WHO’s Ethical criteria for medicinal drug promotion [18].

Various options for control of quality are outlined
elsewhere in this manual. There is no objection to a
new multisource pharmaceutical product complying
with a higher standard of quality than an existing
product, but any difference in specifications should
be considered carefully in terms of what effect it
might have on interchangeability. For example, a
faster in vitro dissolution rate may entail a difference
in plasma concentration/time profile, which in turn
could have therapeutic implications depending on
the active ingredient and its indications. On the other
hand, a narrower limit for the same impurities, or for
assay of the active ingredient, implies a product of
higher quality and it is difficult to envisage an adverse
clinical consequence.

Stability
Stability should be examined as a part of the
premarket evaluation of quality. Data should be
provided as described in WHO guidelines [11].
Different shelf-lives are acceptable for different
brands of pharmaceutical equivalents as long as
each is clearly labelled with the correct expiry date
appropriate to that product and batch.

3.9.15 Interchangeability

Different excipients

Pharmaceutical equivalents on the same market
should be interchangeable. The WHO guideline
Multisource (generic) pharmaceutical products:
guidelines on registration requirements to establish
interchangeability [2] provides suitable guidance and
mentions a number of features that are important in
verifying interchangeability, including:

Different brands often/usually contain different
excipients. Idiosyncratic reactions to excipients
are difficult to eliminate completely, but can be
minimized by using excipients that are wellestablished for products containing that API and
avoiding excipients known to have a high incidence
of such reactions. Information may be available in
the published literature. Safety data should be sought
for new excipients (see for example the guidelines
listed below) Well resourced agencies may have
already completed a scientific report on data on new
excipients.

• conformance with acceptable standards of safety,
efficacy and quality, including demonstrated
stability;
• use of excipients that will not lead to differences
between the comparator and multisource products
in sensitising potential, processes affecting
absorption (e.g. by effects on gastrointestinal
motility or interactions with transport processes),
or interactions that alter the pharmacokinetics of
the API. It is preferable that the excipients are wellestablished for products containing that API;
• manufacture, storage and distribution in
compliance with good manufacturing practice
(GMP) standards;
• therapeutic equivalence in terms of, as appropriate,
bioequivalence, pharmacodynamic studies, clinical
studies or in vitro dissolution rate;
• equivalent indications and instructions for use.
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Choice of comparator product
THE TEXT IN THIS BOX HAS BEEN COPIED FROM THE WHO GUIDELINE ON MULTISOURCE
(GENERIC) PHARMACEUTICAL PRODUCTS: GUIDELINES ON REGISTRATION
REQUIREMENTS TO ESTABLISH INTERCHANGEABILITY [2]
Choice of comparator product
The innovator pharmaceutical product is usually the most logical comparator product for a multisource
pharmaceutical product because its quality, safety and efficacy should have been well assessed and
documented in premarketing studies and postmarketing monitoring schemes.
For some pharmaceutical products however, an innovator product cannot be identified; and in some
cases no innovator product is available on the market. A generic pharmaceutical product should not be
used as a comparator as long as an innovator pharmaceutical product is available, because this could
lead to progressively less reliable similarity of future multisource products and potentially to a lack of
interchangeability with the innovator.
The selection of the comparator product is usually made at the national level by the drug regulatory
authority. In principle, a national drug regulatory authority has the following options which are listed in
order of preference:
(i).

to choose the innovator product for which quality, safety and efficacy has been established if this
product has been granted a national marketing authorization (“nationally authorized innovator”); or

(ii).

to choose the WHO comparator product (for which marketing authorization has been granted, on
the basis of quality, safety and efficacy) (“WHO comparator product”). The primary manufacturing
site is indicated in the WHO comparator list (6), and the comparator is to be purchased in that
country; or

(iii).

to choose the innovator product for which a marketing authorization has been granted in a wellregulated country (ICH or associated country) on the basis of quality, safety and efficacy (“
(“ICH et
al. innovator”) and which is to be purchased from that market; or

(iv).

in the case that no innovator product can be identified – within the context of (i)–(iii) above, the
choice of the comparator must be made carefully and must be comprehensively justified by the
applicant. The most important selection criteria in order of preference are:
> approval in ICH- and associated countries;
> “prequalified” by WHO;
> extensive documented use in clinical trials reported in peer-reviewed scientific journals; and
> long and unproblematic period of postmarket surveillance (“well selected comparator”).
Additionally, “well selected comparators” must conform to compendial quality standards, where
these exist.

Note: a product that has been approved based on comparison with a nondomestic comparator product
may or may not be interchangeable with currently marketed domestic products.
In the context of regional harmonization efforts, it may be advantageous to establish a regional comparator
product, for which quality, safety and efficacy has been established, in order to increase access to medicines.
The choice of comparator product should be justified by the applicant. The country of origin of the
comparator product should be reported together with lot number and expiry date.
When studies show that the bioavailability of a new product is not the same as that of the existing
pharmaceutical equivalent, it will usually be appropriate to seek the advice of the expert advisory body as
to whether the products can be designated bioequivalent.
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Bioequivalence is difficult to establish for some
products, such as slow-release formulations, and
high precision is required for others, such as
anticoagulants and anticonvulsants, which have a
steep dose-response curve and/or a low therapeutic
index. Some NMRAs simply declare this type of
product “not interchangeable”. But for countries with
scarce resources and limited distribution facilities, it
may be unrealistic to expect that the same brand will
always be available for a particular patient. Advice
from primary health care workers and pharmacists
responsible for distribution of pharmaceuticals (e.g.
those who are members of the expert advisory body)
is important on this point. It is not an option simply
to stipulate that only those products distributed to
remote areas must be interchangeable because the
appropriate studies would then be even less affordable
in the more limited market. It may be appropriate to
seek an opinion from the expert advisory body on the
risks and benefits of permitting multiple brands to
be made available in this situation before the NMRA
makes a decision.
In evaluating bioequivalence, evaluators should bear
in mind the possibility that the existing (comparator)
product may not have adequate bioavailability. If the
area under the plasma concentration-time curve of
the new brand is greater than that of the comparator,
that may be either because the new product uses a
different technology (such as absorption enhancers) or
because the comparator is of poor quality. To achieve
interchangeability, the NMRA’s options in the latter
case are either to cancel the marketing authorization
of the comparator or to require that generics mimic
the comparator’s plasma concentration-time curve.
The decision should normally be in favour of the
comparator unless it is clearly a poor product. (See
also “Non-interchangeability” below).
It should be noted that a faster rate of absorption with
the same area under the curve does not necessarily
mean a better product. For example, fast absorption
of carbamazepine and nifedipine has been shown
to result in side-effects in at least some patients [60,
61]. There is no substitute for careful and informed
consideration of each case, after having fully reviewed
the literature and consulted appropriate experts.
In the event that a NMRA decides to cancel the
marketing authorization of the existing product, it is
essential that the change-over be carefully planned.
Health professionals should be advised in advance
so that they can take appropriate steps to monitor
patients during the change-over period. The sponsor
of the newly authorized product should issue suitable
letters to prescribers and pharmacists. The text of all
such letters should be agreed in advance with the
NMRA.
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If, in assessing an application for a new product, the
NMRA intends to rely on a report or decision made by
another authority, the question of interchangeability
with a suitable locally marketed comparator must be
considered. Therefore, even if the authority providing
a report or WHO-type certificate considers that
interchangeability has been adequately addressed,
it should be reconsidered by the local NMRA (i.e.
for each market) because the comparator may be
different. If the applicant can demonstrate to the
NMRA’s satisfaction that the comparator is identical
in the two countries, that may be sufficient assurance
of bioequivalence. If the products are similar but not
identical, the applicant should provide argument
and/or data to support interchangeability with the
local comparator.

Product information and container labelling
As noted above, the product information of new
products should be consistent with that of any
existing brand.
It should be clear from the labelling of the new and
existing brands that these are generic versions of the
same multisource pharmaceutical product. This is
achieved by use of generic names (INNs) in Product
information and container labelling.

Non-interchangeability
If a study shows that two multisource products are
not interchangeable, the NMRA has three options:
5. Not to allow marketing of both products
simultaneously;
6. To consider the second product to be a different
dosage form; or
7. To allow simultaneous marketing of noninterchangeable products.
In the first case, the NMRA would normally reject
the second application. But, if the data show that the
product already-marketed is of poor quality, there
may occasionally be a case for approving the new
product and withdrawing the authorization for the
existing product. The change-over would have to be
handled carefully, ensuring that the two products are
not available simultaneously and warning prescribers
and pharmacists in advance that patients must be
monitored carefully during the transition (normally
by means of letters to prescribers and pharmacists).
In the second case, the difference between the two
products is so significant that they can be considered
different dosage forms. This is an exceptional
situation and should be avoided if possible because
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there will always be a chance of confusion between
the products. If, for example, the new product has
the same extent of absorption (area under the curve)
in a bioequivalence study but is much more rapidly
absorbed, it may be appropriate to consider it a “rapid
absorption” or “prompt release” product. Clinical
evidence would be needed to show that the product
is safe and efficacious, for example that the higher
maximum plasma concentration does not cause
adverse effects, and that the (probably) lower trough
plasma concentration does not lead to reduced efficacy.
It would be essential to ensure that prescribers and
pharmacists are aware that the products are different,
and the new product should be given a different
generic name, such as “..... rapid release tablets”.
The holder of the new market authorization would
be responsible for ensuring that the market launch
makes the difference very clear.
The third case is undesirable, particularly for
countries with scarce resources and limited
distribution facilities.

3.9.16 Papers to be presented to the expert
advisory body for a decision on a
multisource pharmaceutical product
In considering an application for a new multisource
pharmaceutical product, the expert advisory body
must have sufficient information before it to be able
to make a decision that is independent of both the
applicant and the NMRA. Papers prepared by the
NMRA should be objective rather than subjective,
and reasons should be given for all recommendations.
At least the following information should appear in
papers presented to the expert advisory body.
• The company’s letter of application;
• The evaluator’s summary of the dataset and his/her
recommendations, with reasons. Include or attach
at least:
> Copies of the specifications of the API and the
finished product, with notes as to any aspects
the evaluator finds unacceptable;
> A summary of stability data, the applicant’s
recommended shelf-life and the evaluator’s
recommended shelf-life and storage conditions;
> A summary and evaluation of the evidence
as to interchangeability; the evaluator should
state what calculations, if any, he or she has
duplicated during the evaluation and whether
the results were the same as those in the study
report;
> A copy of the proposed product information
with
the
evaluator’s
comments
and
recommendations.

• Details of sites of manufacture and certification of
GMP. The evaluator should state whether he or she
believes these to be satisfactory;
• The results of any quality control laboratory
testing of the product and any inspection of local
manufacturing activities, such as packaging.

3.9.17 Variations
As a matter of principle, applications to vary an
existing marketing authorization should not be
discouraged because they are often intended to
improve quality (such as stability, batch-to-batch
consistency, and analytical methodology) or product
information (for example, updates to information
on adverse reactions). Prior advice of such changes
is to be encouraged; variations should therefore be
processed as quickly as possible. A balance must
be maintained between not placing the company
at a disadvantage for making the application and
nevertheless ensuring that the change has been
adequately validated.
Variations that are submitted for approval should
not automatically trigger a request for a full dataset
or a full evaluation. Data requirements, and the
evaluation, should be limited to those needed to
validate the variation. Changes that require a new
marketing authorization number may not necessarily
need to be supported by a full dataset. For example,
a change of or additional trade name and/or market
authorization holder may require a new marketing
authorization number, but would not require data
provided that the new authorization holder certifies
that (a) the product is identical in every respect to
the produce that is currently authorized and (b) the
holder of the old marketing authorization agrees to
the change.

3.9.18 Periodic reviews of marketing
authorizations
The intention of a periodic review is to consolidate
the information held by the NMRA.
Any pharmaceutical (manufacturing, quality control,
shelf-life, container labelling, etc.) variations/
changes made to the product since the first marketing
authorization or the last periodic review should have
been either changes for which prior approval has
been obtained or those not requiring prior approval.
Any safety updates should have been made when the
relevant safety information became sufficiently well
established as defined by CIOMS [45]. GMP practices
should have been maintained and, as necessary,
improved at all sites of manufacture.
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The following information should be submitted with
each periodic review.
1. Updated WHO-type certificates for each foreign
site of manufacture of the finished product (see
section 3.5 of reference [13]).
2. Updated certificates of GMP for domestic
manufacturing sites.
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3. A chronological list of all:
a. Approved pharmaceutical variations of any
type, and all amendments made to product
information since the first marketing
authorization or the last periodic review. The
dates of approval and file reference for each
change should be provided; and
b. A set of current specifications for the API(s) and
finished product, including test;
c. Methods in sufficient detail for them to be
replicated by another laboratory.
The periodic review should not be used as an
opportunity to seek authorization for new variations.
These should be subject to separate application. Nor
should it be a means of regularizing unauthorized
changes to pharmaceutical information or to product
information.

3.10 Principles for determining
whether data from the
literature are acceptable
Literature-based data may be acceptable in
applications for marketing authorization, subject to
the principles below.
1. Unless otherwise justified by the applicant,
literature-based data concern active ingredients
that have an extensive marketing history.
2. Copies of all papers that are referenced in the
submission or in the data analysis should be
appended to the submission. If not written in a
language that is acceptable in the jurisdiction, a
certified translation should also be attached (in
addition to the original paper).
3. Review articles are acceptable as literature-based
evidence provided that they are of high quality.
4. ‘Consensus’ publications are acceptable but
should be judged on their merits and on whether
original data and documentation are attached.
5. Searches of company or in-house databases
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(including postmarketing surveillance reports)
are acceptable, provided that they are identified
as such. If possible, these searches should be
stratified according to patient groups, such as age,
ethnicity etc.
6. The scientific literature rarely contains adequately
validated information in the quality area to allow
the full quality dataset to be based on literature
data only. In particular, the complete formulation
and method of manufacture are rarely specified.
Consequently the quality dataset is almost always
either totally original or hybrid.
7. Literature-based submissions should include:
• Details of the search strategy, including a list
of the databases searched and the service
provider; and
• The date that the search was performed; and
• The rationale for the search strategy, including an
explanation of inclusion/exclusion criteria; and
• An unedited search strategy and the outcome
thereof, and
• An analysis of the data retrieved. This analysis
is a critical component of a submission that
includes data from the scientific literature.
8. The analysis of literature-based data should:
8.1. Include an assessment of:
> The quality of the data; and
> Relevance to the application on hand
(including a comparison of formulations
and methods of manufacture of products
used in literature clinical studies with those
proposed for marketing); and
> Consistency and compatibility of the
literature data with any original data
submitted; and
> The impact of the literature-based data on
the safety/efficacy balance for the FDC; and
8.2. Be cross-referenced to appended copies
of publications and to any original data
submitted; and
8.3. Include separate sections for clinical and
preclinical data; and
8.4. Include an appraisal of the sources of
information; in particular whether the data
come from an independently refereed source
or from other sources.
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9. If a literature search and/or the analysis of
literature data are more than 6 months old, the
submission should justify using this search and
analysis and should indicate why more recent
publications and data have not been used.

> applicable legislation; and

10. Papers from peer-reviewed journals carry more
weight in the regulatory decision than other
published papers.

> the regulatory agency’s published policies; and

11. Preclinical reports carry more weight in the
regulatory decision if:
> They include individual animal reports; and
> They are in compliance with the principles of
Good Laboratory Practice (GLP); and
> Reporting is at a standard consistent with
internationally accepted guidelines.

> relevant official standards in the evaluator’s
country (these will often be pharmacopoeial
standards); and
> applicable regulatory guidelines; and
> the particular circumstances of the application,
for example whether omission of certain data is
acceptable in a particular case.
At the evaluator’s discretion, it is acceptable to
attach copies of pages from the application instead of
providing the detailed information that is suggested
below. For example: details of the countries in which
the product is already registered, or reasons for
withdrawal of approval.

12. All clinical data from the literature should have
been generated in compliance with a suitable
Code of Good Clinical Practice (GCP)[62].

3.11 Model Evaluation Report
A Model Evaluation Report provided in the Annexes.
It is for use by an evaluator for example during review
of an application for marketing authorization or
periodic review when:
> The product is domestically manufactured; or
> The evaluator does not intend to rely on reports
or certificates provided by the exporting
country’s regulatory authority.
This Model Evaluation Report is based on information
and data requirements in the Model Application Form
(see Annexes). This Model Evaluation Report should
be used by the evaluator in electronic form so that
the space available for notes and comments can be
increased as necessary.
If the applicant has omitted information/data that
is normally required, the evaluator should highlight
this and comment as to whether the omission is
acceptable in this case.
The evaluator should highlight any information/data
that is unacceptable or inadequate, giving reasons.
The evaluator should mention any unusual features
of the application, and should comment as to its
acceptability or not.
At the end of each of the section in the report, the
evaluator should state whether the information in
that section is satisfactory. The decision should take
into consideration:
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Checklist 1

Deciding the acceptability of an application for a marketing authorization
Application Number (issued by the NMRA)

Date of application
Applicant
Approved name of active ingredient(s)
Proprietary name (trade name)
Strength(s) per dosage unit
Dosage form(s)
Packaging (including quantity)

The BLUE BOOK

Items to check
Item
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Notes

Is the product fully identified in the
application?

The application is not acceptable unless and until it is clear
exactly which product is the subject of the application.

Is the applicant legally able to take
responsibility for the application in your
country?

The person in whose name the product is registered must be
legally able to take responsibility for the application in your
country? Normally this means the applicant must be a resident.
In this context, a legal ‘person’ may (depending on your legal
system) be a company, corporation, partnership or other
association.
If the applicant is not legally able to take responsibility for the
application in your country, it would not be possible to enter
into legal proceedings in the event of, for example, criminal or
fraudulent activity or default on due payments.

Has a contact person been named, and
contact details provided?

This information is not essential to the application. If it has not
been provided, it may be possible at a later date to telephone
the applicant and ascertain a suitable contact.

Has Certification by a responsible person
in the applicant company been provided
and signed?

The application is not acceptable unless this has been provided.

Has the appropriate fee (if any) been
paid?

If no fee has been paid, then whether the application is
acceptable depends on local legislation.

Has technical data/information been
provided under all of the headings in
the WHO Model Application Form? And
have all pages been numbered and an
index provided?

If the data/information have not been provided under each,
and the pages numbered and indexed, the application is not
acceptable. This is a very preliminary check at this stage. Minor
details can be pursued at a later stage.
Note that the acceptability of the data/information will be
checked during the evaluation process.

Have copies been provided of container
labels (for each pack) and product
information?
If the product is to be supplied with
a patient information leaflet and/or
package inserts, these must be provided
too.

If these copies have not been provided, the application is not
acceptable.

If the product is imported, are WHOtype certificates attached to the
application?

There must be a certificate for each nominated site of
manufacture. The application should not be accepted unless at
least one WHO-type certificate has been supplied for each step
in manufacture of the finished product.
Note that the acceptability of any WHO-type certificates will
be checked during the evaluation process.

Tick if OK
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Decision
Tick one option
Either

The application is acceptable for evaluation

Or

The application is not acceptable for evaluation for the reasons given below

Or

A decision on the acceptability of this application for evaluation is deferred pending responses to the questions in
a letter to the applicant. (Model letter 1).

Person checking acceptability:
Name (print)
Signature
Date

Additional comments/reasons:

[it is not necessary to duplicate questions that appear in any letter to the applicant]

Checklist 2
Deciding the acceptability of an application for a periodic review
Note: All references below to ‘registered’ include ‘provisionally registered’.
Application Number (issued by the NMRA)
Date of application
Applicant
Approved name of active ingredient(s)
Proprietary name (trade name)
Strength(s) per dosage unit
Dosage form(s)
Packaging (including quantity)
Existing registration number(s)

Items to check
Item

Notes

Is the product fully identified in the
application?

The application is not acceptable unless and until it is clear
exactly which product is the subject of the application.

Is the product registered?

It is not possible to ‘renew’ registration unless the product is
already validly registered.
If the product is not validly registered, advise the applicant that
the application will be considered to be for a new marketing
authorization. Consider whether a different fee applies. If the
product was already marketed in this country, consider whether
there should be a penalty for supply of an unregistered product.

Tick if OK
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Item

Notes

Is the applicant legally able to take
responsibility for the application in your
country?

The person in whose name the product is registered must be
legally able to take responsibility for the application in your
country? Normally this means the applicant must be a resident.
In this context, a legal ‘person’ may (depending on your legal
system) be a company, corporation, partnership or other
association.
If the applicant is not legally able to take responsibility for the
application in your country, it would not be possible to enter
into legal proceedings in the event of, for example, criminal or
fraudulent activity or default on due payments.

Has a contact person been named, and
contact details provided?

This information is not essential to the application. If it has not
been provided, it may be possible at a later date to telephone
the applicant and ascertain a suitable contact.

Has Certification by a responsible person
in the applicant company been provided
and signed?

The application is not acceptable unless this has been accepted

Has the appropriate fee (if any) been paid

If no fee has been paid, then whether the application is
acceptable depends on local legislation.

Has technical data/information been
provided under all of the headings in the
WHO Model Application Form? (Pages
158-164)

If the data/information have not been provided under each, the
application is not acceptable. This is a very preliminary check
at this stage. Minor details can be pursued at a later stage.
Note that the acceptability of the data/information will be
checked during the evaluation process.

Have copies been provided of container
labels (for each pack) and product
information?
If the product is to be supplied with
a patient information leaflet and/or
package inserts, these must be provided
too.

If these copies have not been provided, the application is not
acceptable.

If the product is imported, are WHOtype certificates attached to the
application?

There must be a certificate for each nominated site of
manufacture. If the product is imported, the application should
not be accepted unless at least one WHO-type certificate has
been supplied for each step in manufacture of the finished
product.
Note that the acceptability of any WHO-type certificates will
be checked during the evaluation process.

Has the applicant provided a list of any
pharmaceutical (manufacturing, quality
control, shelf-life, container labelling etc)
variations/changes made to the product
since first registration, or a statement
that no changes have been made?

The application is not acceptable without this information.

Since the original application for
marketing authorization, has the
applicant provided a list of any safety
updates as defined by CIOMS [45], or a
statement that no such safety updates
have been made?

The application is not acceptable without this information.

Tick if OK
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Decision
Tick one option
Either

The application is acceptable for evaluation

Or

The application is not acceptable for evaluation for the reasons given below

Or

A decision on the acceptability of this application for evaluation is deferred pending responses to the questions in
the attached letter to the applicant. (Use Model letter 1 )

Person checking acceptability:
Name (print)
Signature
Date

Additional comments/reasons:

[it is not necessary to duplicate questions that appear in any letter to the applicant]

Checklist 3
Evaluating an application for a marketing authorization or periodic review
Application Number (issued by the NMRA)
Date of application
Applicant
Approved name of active ingredient(s)
Proprietary name (trade name)
Strength(s) per dosage unit
Dosage form(s)
Packaging (including quantity)
Existing registration number(s)
(not required for application for marketing
authorization)

Steps in the evaluation
Step
Locate the Certification by a responsible person in the applicant company:

1

1.1 Has a certification been provided?
1.2 Have all of the assurances been provided? See pages 156-157.
1.3 Is the signatory sufficiently senior to have the authority to make the statements in the certification?
If the answer to any of these questions is 'No', then this constitutes a deficiency and a new (complete) Certification
by a responsible person in the applicant company should be requested using Model letter 3.

2

Review what has been provided under each heading in the Model Application Form and determine whether all the
necessary information /data has been provided.
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Step
If the product is manufactured domestically then (following Chart 1 below):
3.1 Review what has been provided under each heading in the Model Application Form and (1) determine
whether all the information/data has been provided and (2) prepare an evaluation report considering:
• Quality
• Product information and container labelling
• Bioequivalence (if required)
• Any evaluation report from another NMRA, if one is available and is relevant.
Not all of the information requested in the Model Application Form is necessary for all types of application.
So, if some information/data has been omitted from the application, but you believe that this is acceptable in
the particular case, give reasons for this decision in your report.
If you consider that parts of the application are unsatisfactory, either include this in your report as a reason
for rejection, or draft suitable questions to go to the applicant. In either case, give reasons for your decision.
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3

3.2 Check whether all of the nominated sites of manufacture have a valid manufacturing licence for the
relevant step(s) in manufacture.
If a site is not regularly inspected or is not compliant, and is the only site nominated for that particular step in
manufacture, the application is not acceptable.
If a site is not regularly inspected or is not compliant but there is an alternative site for that manufacturing step
which is regularly inspected and is compliant, then the application can be approved but with the condition
that manufacture not be carried out at the unsatisfactory site.
If there is more than one site for a particular step in manufacture, it may be possible to approve the application
for that site only. State explicitly in the approval letter that sites (x and y) have not been approved for (step in
manufacture).
3.3 Proceed directly to step 5 below.

If the product is imported then (following Chart 2 below):
4.1 Review what has been provided under each heading in the Model Application Form and determine
whether all the information/data has been provided. If information/data has been omitted but you
believe this is acceptable in the particular case, give reasons for your decision.
4.2 Determine whether the WHO-type certificates are satisfactory. See the relevant Checklist: Evaluating a
WHO-type certificate of pharmaceutical product.

4

4.3 If you do not intend to rely on the exporting country authority
authority, prepare an evaluation report considering:
• Quality
• Product information and container labelling
• Bioequivalence (if required)
• Any evaluation report from another NMRA, if one is available and is relevant.
See the Model Evaluation Report. If information/data has been omitted from the application, but you believe that
this is acceptable in the particular case, give reasons for this decision.
Then proceed directly to step 5 below.
4.4 If you intend to rely on the exporting country authority
authority, determine whether the product has marketing
authorization in the exporting country and is identical to the one approved in the exporting country.
If the answer to one or both of the questions is 'no', go back to step 4.3 conduct your own evaluation and then
proceed to step 5 below.
If the answer to both questions is 'yes', then prepare an evaluation report and proceed to step 5 below.
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Step
Following Chart 1 or Chart 2 below:
5.1 Determine whether the proposed analytical methods can be applied in your national QC laboratory. If
they cannot, ask the applicant to provide methods which can be applied in your national QC laboratory.
Tell the applicant the types of methodology that your QC laboratory can undertake.It may be necessary
to consult with your colleagues in the national quality control laboratory in determining these questions.
Use fax or email if possible so as to minimize timeframes.
5

5.2 Review and, if necessary, adapt product information and container labelling. In some cases, you may
wish to advise the applicant in general terms of the changes you want but ask the applicant to propose
the precise wording.
5.3 Assess interchangeability with local brands (if required) and determine the relevance of stability data
to local conditions. Determine a suitable shelf life and storage conditions.
5.4 Proceed to step 6 below.
Issue a decision.
If the application is acceptable, use the Model marketing authorization letter.

6

If the application is not acceptable, either reject the application or prepare a list of questions to the applicant.
Give reasons for your decision whenever possible. If you decide to ask questions, ensure that the applicant knows
exactly what information/data is needed to remedy the deficiency. When certain information/data has been
provided but is considered unacceptable, state why it is unacceptable.

Decision
Tick one option
Either

The application is acceptable and a Marketing Authorization may be issued

Or

The application is not acceptable for the reasons given below

Or

A decision on the acceptability of this application is deferred pending responses to the questions in the attached
letter to the applicant (see Model letter 1).

Evaluator:
Name (print)
Signature
Date
Additional comments/reasons:

[it is not necessary to duplicate questions that appear in any letter to the applicant]

Checklist 4
Evaluating an application for a variation
Notes
• This checklist is for use when an application has been made to make a change to a registered product. This
checklist does not apply to changes that may be made without prior approval.
• A written report may or may not need to be prepared following the evaluation.
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Application Number (issued by the NMRA)
Date of application
Applicant
Approved name of active ingredient(s)
Proprietary name (trade name)
Strength(s) per dosage unit
Dosage form(s)
Packaging (including quantity)
Existing registration number(s)

The BLUE BOOK

Nature of variation(s) applied for

1
2
3

Steps in the evaluation
Note that evaluation of variations comprises (1) checks that the appropriate information and assurances
have been provided, and (2) evaluation of technical data. If it is necessary to send a letter to the applicant, the
questions should address both the information and assurances and the technical data.

Check each of these items:
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Item

Notes

Is the product fully identified in the
application?

It should be clear exactly which product is the subject of the
application

Is the product registered?

It is not possible to vary the registration unless the product is
already validly registered.
If the product is not already validly registered, consider whether
a penalty applies because the applicant has been marketing an
unregistered product. Note however that a less severe penalty may
be appropriate because the applicant has voluntarily submitted
the application. A severe penalty would discourage future such
disclosures.

Has a contact person been named, and
contact details provided?

This information is not essential to the application. If it has not
been provided, it may be possible at a later date to telephone the
applicant and ascertain a suitable contact.

Has the appropriate fee (if any) been
paid?

If no fee has been paid, then whether the application is acceptable
depends on local legislation.

Has Certification by a responsible person
in the applicant company been provided
and signed?

Ask for the certification if it has not been provided. Advise the
applicant that the application cannot be approved without it.

Has the applicant provided a full
description of the proposed change,
including a comparison of the product
before and after the change?

Ask for the this information if it has not been provided. Advise the
applicant that the application cannot be approved without it.

Has the applicant provided this
assurance:
"I provide an assurance that no variations
have been made to this product other
than (1) those notified herewith and
(2) changes which are permitted without
notification according to the guidelines
of the drug regulatory authority of
[name of country] as not needing prior
approval".

Ask for this assurance if it has not been provided. Advise the
applicant that the application cannot be approved without it.

Tick if OK
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Then follow these steps.
Step
Review the description of the proposed change. Pay particular attention to the comparison of the product before
and after the change. Is the nature of the change clear?

1

2.1 Is the 'before the change' product identical to the one that is registered? For example cross-check the
active ingredients, strengths, formulation and dosage form with the information on the register.
2.2 If the product that is the subject of the application to vary is not identical to the one that is registered,
then the application for variation is invalid and an application should be submitted for a new marketing
authorization, but explicitly disclosing the unauthorized change. See page 181.

2

2.3 Consider whether a penalty applies because the applicant has been marketing an unregistered product.
Note however that a less severe penalty may be appropriate because the applicant has voluntarily submitted the
application. A severe penalty would discourage future such disclosures.

3

Is the change sufficiently minor that it can be considered a variation?
[Some changes are so major that they constitute a new product and the application should be considered as an
application for a new marketing authorization. ]
If the change constitutes a new product, the application for a variation should be rejected.

4

Ascertain whether validation data have been provided in support of the change.
4.1 If validation data have not been provided, is that acceptable in the particular case? If yes, then proceed to
step 5.
4.2 If you believe that validation data are required but have not been provided, write to the applicant and
advise that a decision cannot be made until the data are provided (Model letter 3). Ensure that your letter
defines exactly what additional data are required.
4.3 If validation data have been provided, review them and decide whether the application can be approved.
If the application can be approved, proceed to step 4.
4.4 If validation data have been provided but are not satisfactory, write to the applicant explaining why the
data are unsatisfactory and advising what additional information/data is/are required.

5

Does the variation involve a new site of manufacture?
5.1 If yes, for foreign sites of manufacture have WHO-type certificate(s) been submitted for the new
site(s)? If not, these should be sought prior to approval. For domestic sites of manufacture, check whether
the new site has a valid manufacturing licence for this step in manufacture.
5.2 If WHO-type certificate(s) have been submitted, determine whether they are satisfactory. See the
Checklist: Evaluating a WHO-type certificate of pharmaceutical product.

6

Issue a decision.

7

If the decision is to approve, consider whether you need to alter the computerised register database.
[Not all changes to products lead to an alteration to the computerised database because not all information is
recorded on the database.]

Decision
Tick one option
Either

The application is acceptable and a Marketing Authorization may be issued

Or

The application is not acceptable for the reasons given below

Or

A decision on the acceptability of this application is deferred pending responses to the questions in the attached
letter to the applicant (see Model letter 1).

Evaluator:
Name (print)
Signature
Date
Additional comments/reasons:

[it is not necessary to duplicate questions that appear in any letter to the applicant]

103

Marketing Authorization of Pharmaceutical Products with Special Reference to Multisource (Generic) Products:
a manual for medicines regulatory authorities

Checklist 5
Evaluating a WHO-type certificate of pharmaceutical product
Notes
• Evaluation of a WHO-type certificate of pharmaceutical product may be needed in a number of situations
and this checklist is suitable in all cases. The context of the evaluation may for example be an application for
marketing authorization, variation, periodic review or safety update, or because questions have arisen about
the site of manufacture.
Application Number (issued by the NMRA)
Date of application
Applicant
Approved name of active ingredient(s)

The BLUE BOOK

Proprietary name (trade name)
Strength(s) per dosage unit
Dosage form(s)
Packaging (including quantity)

Steps in the evaluation
Note in particular the advice in Guidelines for implementation of the WHO Certification Scheme on the Quality
of Pharmaceutical Products moving in international commerce [13] :
“Requests for provision of certificates offering more limited attestations - for instance, that the
manufacturer complies with GMP or that the product is authorized for “free sale” within the country of
export - are discouraged”
Step

1

Does the certificate include all of the information required by the relevant WHO guideline?
If some of the information has not been provided, then the certificate is not normally acceptable. However the
evaluator should use judgement in each case. For example, if exactly the same product is registered but is not
actually on the market in the exporting country, has the applicant provided an acceptable reason for this? (such as
because marketing in that country is not financially viable)
Satisfactory
Unsatisfactory
Notes:

2

[]
[]

Is the certificate no more than X months old at the time of submission to your authority? If it is more than X
months old, ask the applicant to provide a more recent certificate.
['X' is the number of months for which your NMRA considers a WHO-type certificate to be 'current'. X should
preferably be no more than 12 months.]
Satisfactory
Unsatisfactory
Notes:

[]
[]

Does the WHO-type certificate come from an acceptable NMRA?
[A NMRA is 'acceptable' if (a) it satisfies the prerequisites for the WHO scheme and (b) it is a NMRA from which
your NMRA will accept WHO-type certificates]
3
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Satisfactory
Unsatisfactory
Notes:

[]
[]
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Step
Is the certificate relevant to the application in question? For example:
4.1 Does it relate to the product in question?
For example:
For a periodic review, cross-check the active ingredients, strengths, formulation and dosage form with the
information on the register.
Is the formulation proposed in the application identical to the one appended to the WHO-type certificate?
4.2 Does it relate to the site of manufacture proposed in the application? [Cross-check the street address]

4

Satisfactory
Unsatisfactory
Notes:

[]
[]

If the product is not identical to the one that is the subject of the WHO-type certificate, are the differences acceptable?
See Table 4 Notes concerning possible consequences of differences between the product that is the subject of the
application, and the product that is the subject of the WHO-type certificate.

5

Satisfactory
Unsatisfactory
Notes:

[]
[]

If the exporting country has authorized the product to be placed on its own market, is an officially approved product
information document (or WHO or European Summary of Product Characteristics) appended to the certificate?
6

Satisfactory
Unsatisfactory
Notes:

[]
[]

Has the certificate been prepared in the country that directly exports the product to your country?
See page 170 under the heading More than one country of manufacture.
7

Satisfactory
Unsatisfactory
Notes:

[]
[]

After completing steps 1 to 8 above, and considering any other relevant issues, decide whether the certificate is
accep . If there are unsatisfactory features, decide on suitable action using
Chart 4 ci-dessus Options when the WHO-type certificate is unsatisfactory.
8

The certificate is:
Satisfactory
Unsatisfactory
Notes:

[]
[]

Decision
Tick one option
Either

The WHO-type certificate is acceptable

Or

The WHO-type certificate is not acceptable for the reasons given below

Or

A decision on the acceptability of this certificate is deferred pending responses to the questions in the attached
letter to the applicant.

[Note: if the CPP is under evaluation as a component of a larger application, eg for a variation, it is normally preferable to put all of the questions into a single
letter concerning the entire variation.]

Evaluator:
Name (print)
Signature
Date
Additional comments/reasons:

[it is not necessary to duplicate questions that appear in any letter to the applicant]
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Checklist 6
Evaluating product information (and any patient information and/or package inserts)
Notes
• PI = Product Information (and any patient information and/or package inserts)
• Evaluation of PI may be needed in a number of situations and this checklist is suitable in all cases. The
context of the evaluation may for example be an application for marketing authorization, variation, periodic
review or safety update, or because questions have been raised about the PI by health professionals.
• PI should be evaluated by a health professional or in consultation with a health professional. The opinion of
an expert committee may need to be sought in difficult or contentious cases.
Application Number (issued by the NMRA)
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Date of application
Applicant
Approved name of active ingredient(s)
Proprietary name (trade name)
Strength(s) per dosage unit
Dosage form(s)
Packaging (including quantity)
Existing registration number(s)

Steps in the evaluation
Step
1

2
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Does the PI relate to the product that is the subject of the application?
Cross-check the actives, dosage form(s), strength(s), proprietary name and any description of the product (such
as the colour, shape and scoring of a tablet) and the packaging.
2.1 Check whether a relevant EPAR [63] or WHOPAR [27] exists.
2.2 Check whether there should have been a safety update as defined by CIOMS [45].

3

If the application is for either a variation or a periodic review, compare the PI with the one that is currently
approved. The only differences should be either the ones that are the subject of this application or safety updates
as defined by CIOMS [45]. Any other differences constitute unauthorised changes.
Even if unauthorised changes have been made, a less severe penalty may be appropriate because the applicant
has voluntarily submitted the application. A severe penalty would discourage future such disclosures.

4

Evaluate the proposed new PI according to relevant guidelines, especially:
4.1 WHO's Ethical criteria for drug promotion [18]; and
4.2 Any relevant EPAR or WHOPAR; and
4.3 Any relevant guidelines or policy issued by your own NMRA and your own professional judgement.
Ensure that container labelling is consistent with information in the PI, including indications, contraindications,
dosage regimen etc.
Ensure that the container labelling and any patient information and package insert are written in words that can
be understood by a patient or carer.

5

Ensure that the shelf life and storage conditions recommended in PI are as approved or recommended by your
NMRA. Normally your NMRA's opinion as to shelf life and storage conditions will be based on the stability data
provided for this product.

6

If you believe that the PI is deficient, write to the applicant with proposals for change. In some cases, you may
wish to advise the applicant in general terms of the changes you want but ask the applicant to determine the
precise wording. Give reasons for your proposed changes.
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Decision
Tick one option
Either

The Product Information is acceptable

Or

The Product Information is not acceptable for the reasons given below

Or

A decision on the acceptability of the Product Information is deferred pending responses to the questions in the
attached letter to the applicant (see model letters).

[Note: if the PI is under evaluation as a component of a larger application, eg for a variation, it is normally preferable to put all of the questions into a single
letter concerning the entire variation.]

Evaluator:
Name (print)
Signature
Date
Additional comments/reasons:

[it is not necessary to duplicate questions that appear in any letter to the applicant]

Checklist 7
Evaluating interchangeability
Notes
• Evaluation of interchangeability may be needed in a number of situations and this checklist is suitable in
all cases. The context of the evaluation may for example be an application for Marketing Authorization,
variation or periodic review.
• PI = product information (and any patient information and/or package inserts)
Application Number (issued by the NMRA)
Date of application
Applicant
Approved name of active ingredient(s)
Proprietary name (trade name)
Strength(s) per dosage unit
Dosage form(s)
Packaging (including quantity)

Steps in the evaluation
Step
1

Determine whether there are other products on the market with which this one needs to be interchangeable.

2

Identify a suitable comparator - see Chart 6 ci-dessus Deciding a comparator pharmaceutical product.
If the applicant has selected a different comparator, decide whether this comparator is acceptable. [Note that there
may be more than one suitable comparator in the terms defined by WHO guidelines, and consequently it is possible
that the applicant has made a valid alternative selection.]
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Step

3

Consider these elements of interchangeability as defined by WHO. [Quality and stability will be considered in
another part of the evaluation process.]
• Different excipients
• Therapeutic equivalence
• Product information and container labelling
If you consider that the new product is not interchangeable with a suitable comparator, consider whether to
recommend that the new product not be registered. In a few cases, it may be appropriate to approve the new product
and remove the existing product from the market. See the discussion on page 180.

4

Complete the evaluation report for Interchangeability.

Decision

The BLUE BOOK

Tick one option
Either

The product may be considered interchangeable with [name of Product] ………………………………………………...………………………
………………………………………...………………………………………………………………...……………………………………………………....…………………………………………
which is a suitable comparator.

Or

The product has not been shown to be interchangeable with a suitable comparator

Or

A decision on interchangeability with a suitable comparator is deferred pending responses to the questions in the
attached letter to the applicant (Model letter 3).

[Note: if interchangeability is under evaluation as a component of a larger application, eg for a variation, it is normally preferable to put all of
the questions into a single letter concerning the entire variation.]

Evaluator:
Name (print)
Signature
Date
Additional comments/reasons and recommendations:

[it is not necessary to duplicate questions that appear in any letter to the applicant or in any evaluation report. State “See (letter to applicant)
or (evaluation report)” as appropriate.]
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TABLES
Table 1

Guidelines to consider during an evaluation

Relevant regulatory guidelines may be found at the following URLs.
Organisation

*

Main URL

Relevant subsidiary URLs

European Department for
the Quality of Medicines
(EDQM)

http://www.edqm.eu/site/
Homepage-628.html

European Medicines
Authority (EMA)

http://www.ema.europa.eu/

http://www.ema.europa.eu/htms/human/
humanguidelines/background.htm

Food & Drug
Administration (USA)

http://www.fda.gov/Drugs/
default.htm

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/
ucm090361.htm
http://www.fda.gov/Drugs/
GuidanceComplianceRegulatoryInformation/Guidances/
default.htm

International conference on
harmonization (ICH)

http://www.ich.org/

http://www.ich.org/cache/compo/276-254-1.html

Pharmaceutical Inspection
Co-operation Scheme
(PIC/S)

http://www.picscheme.org/

World Health Organization
(WHO)*

http://www.who.int/en/

http://www.who.int/medicines/en/
http://www.who.int/medicines/publications/
pharmacopoeia/en/index.html
http://apps.who.int/prequal/

Many WHO guidelines appear in the list of references (see the index to this manual)

Table 2

Reasons for seeking the information in the model application form
Text

Type of application
• New MA for a
pharmaceutical product
• Periodic review of an
existing MA

Reason for seeking the information and other notes
If the application claims to be for a periodic review or a variation, check that the product
is indeed validly registered or provisionally registered. If it is not, consider whether
penalties apply. Less severe penalties may be appropriate if the applicant has voluntarily
submitted the application (so as not to discourage future such disclosures).

• Variation to an existing
MA
Identity of the product

Ensure that the product/products is/are fully identified.

Applicant

It is usual to require that the person in whose name the product is registered be resident
in the country that issues the MA.
The meaning of the word person in this context varies with local legislation. In some
jurisdictions, a legal person may comprise a company, corporation, partnership or
other legal entity. Whatever the legal system, the person in whose name the product is
eventually registered must:
• Ensure that the product supplied in the country is consistent with the terms of MA
approval; and
• Be subject to the laws of the country so that any penalties as to non-compliance are
enforceable;
• At the stage of an application for a new MA, some NMRAs allow a foreign person
to make the application on condition that the MA is eventually issued in the name
of a local person. However, depending on legislation, this practice can compromise
the value of the Certification by a responsible person in the applicant company –
see below.
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Text

Reason for seeking the information and other notes

Contact person in applicant
company

This information facilitates communication between the NMRA and the company but is
not essential to the application. If it has not been provided, it may be possible at a later
date to telephone the applicant and ascertain a suitable contact.

Certification by a responsible
person in the applicant
company

• Once a product is registered, the applicant must be held accountable for failure to
conform with information that was provided in the registration application. This
requirement for the signature of "a responsible person in the applicant company"
ensures that the data in the application have been checked and verified. It is not then
possible for the company later to claim that, for example, they had not understood that
the data must apply to all batches for all time. In many legal systems, the signatory is
personally liable for the accuracy of the statements that s/he has signed.
• The evaluating NMRA should ensure that the person whose signature appears in this
certificate is sufficiently senior to have the authority to make the statements.
If the applicant either:
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• answers 'No' to any of the dot points numbered 1 to 15; or
• omits one or more of the assurances from the list; or
• does not provide the information requested in question 11;
• then the certification is not normally acceptable. However if the applicant provides
reasons, those reasons should be carefully considered as to the effect on the
quality, safety and efficacy of the product. Then the NMRA decides whether the
reasons are satisfactory.
WHO-type certificates
attached to the application

• These certificates provide evidence as to the standard of GMP at the sites in question.
In addition, they indicate whether the product is licensed for marketing in the country
of manufacture. If it is so licensed, the NMRA of the exporting country has evaluated
the quality, safety and efficacy of the product to its own satisfaction, and an approved PI
(or SPC) will be appended.
• See Guidelines for implementation of the WHO Certification Scheme on the Quality of
Pharmaceutical Products Moving in International Commerce [13].
[13] Further guidance is
available in Detailed Advice on Evaluation of Data by the Drug Regulatory Authority.
• See also Chart 4 Options when the WHO-type certificate is unsatisfactory, and Chart 5
Options for WHO-type certificates when there is more than one site of manufacture.

Properties of the active
pharmaceutical ingredient(s)

• Information on the chemical and physicochemical properties of the API is essential
information for a NMRA. It is particularly important for laboratory testing of products,
whether the testing is conducted by the NMRA's own laboratory or on contract for the
NMRA. For example this information provides a basis for:
• laboratory confirmation of the identity of batches of API (and assisting in the
detection of counterfeit batches);
• modifying assay methods when necessary (eg a particular HPLC solvent is not
available);
• interpreting unusual laboratory results (eg in the event of a batch failure or
unusual impurity), circumstances in which a finished product is likely to be
unstable (and therefore whether stability testing of the finished product has been
appropriate); and
• whether the active is likely to be able to cross biological membranes.
• Information on solubility in water is a key factor in deciding whether controls are
needed on the particle size of the API;
• If polymorphs exist, it may be necessary to include a check on polymorphic form in
routine quality control of the API;
• Information on solubility in solvents other than water and on partition coefficient is
desirable but may not be essential, especially for multisource products;
• Some of the spectra mentioned may not be essential for multisource products if the
application does not make use of them.
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Text
Sites of manufacture of the
API

Reason for seeking the information and other notes
• The NMRA needs this information so that action can be taken if it becomes known
that there is a problem with a particular site. For example another NMRA may provide
notice that it has cancelled or modified the manufacturing licence for the site.
• Applicants should normally be allowed to register more than one site of manufacture
for the API (provided all of the sites are certified with respect to GMP) because this will
provide continuity of supply in the event that one source becomes unavailable. APIs
sourced from different sites of manufacture should have acceptable impurity profi les
and similar physicochemical properties to ensure consistency of product quality.
• If one of the proposed sites of manufacture is unsatisfactory, or if there is delay in
obtaining GMP evidence, registration of the finished product can be approved with
just one site of API as an interim measure. Additional sites added later in the life of the
finished product by means of an application to vary.

Route(s) of synthesis of
active pharmaceutical
ingredient(s)

• Information on the route of synthesis, together with information on stability, allows an
organic chemist to decide what impurities are likely to be present in the API and hence
which impurities should be tested for in developmental batches. With this information,
together with real results for impurities in development batches made by this synthetic
route at a particular site of manufacture, a decision may be made as to what impurities
should be tested for in routine quality control of the API. Suitable methodology for
testing for the presence of impurities varies with the chemical nature of the impurity.
• Impurities may be:
• by-products (that is: unintended products of the synthesis);
• solvents, reagents, catalysts;
• starting materials and intermediates in the synthesis;
• degradation products of the API.
A European Certificate of Suitability [64] is very useful if available It confirms that
independent experts in the European Directorate for the Quality of Medicines (EDQM)
have reviewed the data and have agreed that the test methods and limits of the European
Pharmacopoeial monograph (complemented by additional tests and limits if necessary)
are suitable for controlling a particular source and synthetic route of the API. Note that
'Report A' and any appendices to the Certificate should also be provided (see http://
www.edqm.eu/site/Certificates-of-Suitability-97.html). The validity and version of the
certificate can be checked on the EDQM website www.pheur.org in the Certification
Database (see http://extranet.pheur.org/publications/recherches_CEP.shtml). It is
acceptable for information on the synthesis, specifications and stability testing of the
API to be submitted in the form of a separate Drug Master File, such as that specified in
references [65] and [66]. In that case, the DMF may be cross-referenced in more than one
registration application. See also the discussion under the heading Impurities in the API
above.

Specifications for the API

• See the discussion under the heading Quality control tests and limits above.
• Good quality API is an essential of ensuring the quality of the finished product; it is a
part of the total quality package.
• Test methods should be validated so as to provide assurance that the results obtained
are reliable.
• Limits for impurities should:
• be consistent with information provided in the section entitled Route(s) of
synthesis of active pharmaceutical ingredient(s); and
• be compatible with limits for impurities in the finished product. That is, if the API
permits up to 0.15% of impurity X, then the limit on impurity X in the finished
product cannot be greater than 0.15%; and
• be acceptable on toxicological grounds.
• Limits on particle size of the API may be necessary, for example if the active has low
water solubility and the finished product is a solid dosage form or a suspension.
• When an API is the subject of a pharmacopoeial monograph, specifications should as
a minimum be consistent with the monograph, and with the requirements of general
monographs and chapters of that pharmacopoeia.
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Text
Stability testing of the API

Reason for seeking the information and other notes
• Information on the stability of the API provides a guide as to likely stability problems
with the finished product, and therefore facilitates interpretation of stability data on the
finished product. For example, degradation products of the API may also occur in the
finished product and should be tested for in stability studies.
• The retest period for the API is based on the results of stability testing of the API in the
proposed storage container and under the storage conditions that will be encountered.
• Studies on the API should establish the inherent stability characteristics of the
molecule, in particular the degradation pathways, the identity of degradation products
formed in significant amounts and the suitability of proposed analytical procedures for
quantitation of both the drug substance and degradation products.
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• The design of the stability studies will depend on the drug substance but is likely to
include the effect of elevated temperature, susceptibility to moisture and oxidation, and
the effect of light. The effect of pH may be important when the finished product is an
aqueous solution or suspension, in the latter case by means of effects on the fraction of
drug actually dissolved, however small.
• Do not assume that the kinetics of degradation of the API will be the same for reactions
that occur in the finished product. Care should be exercised in estimating shelf lives on
the basis of such data.
Preformulation studies

• Submissions should normally include either the results of pre-formulation studies
or a review of literature information on the same topic. Commonly this section of a
submission will be a hybrid of new data and literature studies.
• Pre-formulation studies comprise systematic studies on the APIs & on pilot
formulations of the finished product. They include studies of the:
• Physicochemical properties of the APIs;
• Chemical & physicochemical stability of the APIs;
• Impurity profi le of the APIs, & batch to batch variation thereof;
• Chemical and physicochemical compatibility of the APIs potential excipients, and
with other APIs if relevant;
• Dissolution rate of pilot formulations;
• Stability of pilot formulations under accelerated conditions and under the
maximum recommended conditions of storage.
• Pre-formulation studies and a thorough literature search can often improve the final
product quality by predicting chemical and physicochemical reactions between the
active pharmaceutical ingredients in an FDC and with excipients. This avoids time lost
in developing formulations that have a low likelihood of success in terms of quality,
particularly in terms of long-term stability. Interactions between the active ingredients
that may affect bioavailability can be studied in vitro, and sometimes by reviewing the
scientific literature for example in relation to the metabolic profi les of the two active
ingredients.
• Pre-formulation studies should include dissolution testing (preferably multipoint in
different media) to compare the release properties of the multisource product with those
of the comparator.
• If pre-formulation data and a thorough literature search have been undertaken, there is
a greater likelihood that the product will:
• Meet specifications, including for assay, impurities & dissolution rate;
• Be consistent within & between batches;
• Have optimum chemical & physical stability;
• Can be manufactured for the minimum cost that is consistent with quality;
• Be found acceptable in stability and bioequivalence tests;
• As far as possible, be palatable to the patient.
• If a manufacturer fails to conduct such studies or obtain the information from the
literature, and consequently develops a poor formulation, the temptation is to continue
with that formulation rather than lose time and possibly competitiveness. Consequently
it is in the interests of product quality that a NMRA seek the results of pre-formulation
studies during applications to register new products, including FDCs.
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Text
Detailed description
and validation of the
manufacturing procedure for
the finished product

Reason for seeking the information and other notes
Provision of a detailed description of the method of manufacture of the finished product
in the form of a batch manufacturing procedure, and validation of critical steps in the
process, ensures that the manufacturer has:
• Prepared manufacturing instructions in sufficient detail that manufacture will be
reproducible from batch to batch; and
• Validated critical manufacturing steps.
In addition, defining the manufacturing procedure in detail means that a batch that has
been produced by an alternative procedure may not legally be supplied.
There should be separate batch manufacturing instructions for each strength and
formulation of a product, but not normally for different containers unless there is a
particular reason to do so. Batch manufacturing instructions should normally be identical
at different sites of manufacture, unless the manufacturer provides a justification for
doing otherwise.
The manufacturing procedure should be validated. See the WHO guideline on GMP [39].
Process validation includes these steps:
• Identification of critical manufacturing steps; that is those steps in manufacture
that, if improperly conducted, may cause a batch to be of unacceptable quality
(normally this means that the batch is outside release specifications or has a
shorter shelf life than usual).
• Identification of the parameters that must be controlled during the critical
manufacturing steps; for example time, temperature, rate of stirring, rate of drying
etc.
• Definition of optimum numerical values for each identified parameter.
• A number of guidelines are available internationally that provide guidance as to
validation of manufacturing processes.
The Table below entitled International guidelines relating to the information on &
validation of manufacture of the finished product that should be supplied with an
application for marketing authorization includes examples of guidelines concerning
process validation that are available internationally at the date of writing. Note however
that the European Commission cautions [67] that "It is in the interests of the regulatory
authorities to avoid unnecessary applications for variations. Very detailed description of
the manufacturing process, apparatus and in-process controls should therefore be avoided".

Formulation

A knowledge of the formulation is essential for undertaking the regulatory function. For
example, knowing the excipients that are present facilitates all of these activities:
• Interpreting adverse reactions;
• Adapting analytical procedures; and
• Understanding instability.
Unless the formulation is agreed, there is no basis for rejecting batches that have been
manufactured to a different formulation. Batches manufactured to a different formulation
would require additional stability testing, evaluation of the safety of excipients, and
possibly different test methods in quality control. They may have a different appearance
(eg colour) and different weight.
When GMP auditors conduct an inspection, one of their responsibilities is to check that
products are being manufactured to agreed formulae. Consequently the formulation must
be known to the NMRA.
Only colours listed in the European Union’s List of permitted food colours [42] or FDA’s
Summary of Color Additives for Use in United States in Foods, Drugs, Cosmetics, and
Medical Devices [43] should be permitted.
Only excipients known to be safe by the recommended route(s) of administration should be
permitted. See for example FDA’s Inactive Ingredient Search for Approved Drug Products
[41].
There should be a statement of the reason for inclusion of each excipient. Unnecessary
excipients should be discouraged because they (unnecessarily) increase the possibility of
idiosyncratic adverse reactions.
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Text
Sites of manufacture of the
finished product

Reason for seeking the information and other notes
• The NMRA needs this information so that action can be taken if it becomes known
that there is a problem with a particular site. For example another NMRA may provide
notice that it has cancelled or modified the manufacturing licence for the site.
• Applicants should be allowed to register more than one site of manufacture for the
finished product (provided all of the sites are satisfactory) because this will provide
continuity of supply in the event that one source becomes unavailable.
• If one site of manufacture is unsatisfactory, or if there is delay in obtaining GMP
evidence, registration of the finished product can be approved with just one site of
manufacture as an interim measure. Additional sites added later in the life of the
finished product by means of an application to vary.

Specifications for excipients

• This information is needed so as to ensure that products are manufactured from good
quality excipients. The quality of excipients is integral to the quality of the finished
product.
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• It is recommended that excipients comply with the latest edition of a suitable
pharmacopoeia (such as the PhInt, EP, JP or USP), and that each batch obtained via an
intermediary rather than directly from the manufacturer be fully tested by the finished
product manufacturer before use. New excipients may be evaluated.
Specifications for the
finished product

• This information is needed for several reasons, including:
• To ensure that there is an agreed set of tests and limits with which the product
must comply. If there are no agreed specifications, there is no basis for rejecting
poor quality batches and no basis for assuring batch to batch consistency.
• To permit laboratory testing of the finished product. This is the reason that full test
methods are required in all applications to register and for licence renewals.
• To allow comparison of limits on release rate with the quality control results for
batches used in bioavailability studies.
• See also Assays of ingredients in finished products, Testing for impurities in the finished
product and Tests on the finished product elsewhere in this annex.

Container/closure system(s)
and other packaging

• Definition of the container/closure system is integral to establishing the stability of the
product. Consequently it is important to define both the container/closure proposed for
marketing and that used in stability studies.
• For example a tablet may be stable in blister of low moisture permeability (such as
PVC/PVDC) for 2 years at below 30degC, but unstable in a PVC blister (which is highly
moisture permeable).
• The nature of any plastic in contact with the product should be disclosed, and should be
at least as protective as that used in stability studies. The density of plastics should be
specified because this affects permeability to moisture and oxygen.
• For liquids, the same material should normally have been used in stability studies so
that any interaction between the formulation and the container is detected. Interactions
between the product and its container/closure are more likely in the case of liquids
than in the case of solid dosage forms because of the more intimate contact between
the product and the container/closure. Interactions may be chemical (e.g. catalysis
of oxidation by heavy metals in the container material) or physicochemical (e.g.
adsorption of an active on to the surface of the container or migration of container
components into the solution).
• Containers must comply with relevant pharmacopoeial monographs, such as those
of the PhInt, EP and USP for chemical and biological safety testing of plastics, and
especially when the product:
• is an injectable; or
• may come into contact with non-intact skin (eg irrigation solutions, creams used to
treat burns); or
• may come into contact with mucous membranes (eg ophthalmics, vaginal
products).
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Text
Stability testing of the
finished product

Reason for seeking the information and other notes
• The results of stability testing are the basis of the definition of a suitable shelf life
and storage conditions for the product in the container/closure system to be used for
marketing.
• See the WHO Guidelines for stability testing of pharmaceutical products [11].
• A reduced stability testing plan may be acceptable in some certain circumstances - see
reference [68]. Although written for the testing of products containing new APIs, the
same principles apply to stability testing of well-established drug products.

Container labelling

• The container labelling must be agreed with the NMRA so that unauthorized and
possibly unacceptable labelling is not permitted.
• Check that the minimum information required by GMP (see section 15.11 of reference
[14]) is included on container labels. Additional information may be necessary in some
cases, e.g. 'must be diluted before injection' for dobutamine injection.
• Labelling should normally be in the language of the country of registration. Exceptions
can be considered when financial viability is marginal, for example when the product is
indicated for a small patient population.
• Labelling in other languages may be acceptable if the product is for use only by
medical, pharmaceutical and nursing personnel (eg in hospitals) and if those personnel
can be expected to be able to understand the other language, such as German in Balkan
countries, or English in the former British Commonwealth.

Summary of pharmacology,
toxicology and efficacy of the
product

This is important background information for the NMRA in:
• Deciding the acceptability of product information;
• Dealing with possible adverse reactions once the product is marketed;
• Educating practitioners in relation to rational prescribing.

Interchangeability

• Reasons for establishing interchangeability of the products on a particular market are
discussed above under the heading Interchangeability. See also WHO's Multisource
(generic) pharmaceutical products: Guidelines on registration requirements to establish
interchangeability [2]. Some of the reasons include:
• So that the safety and efficacy profi le that has been established for the alreadymarketed brand also applies to the new product;
• So that patients can interchange brands and be confident of obtaining the
same safety and efficacy results. This is particularly important for drugs with
a narrow therapeutic index and a steep dose/response curve, and for which
toxicity is associated with high plasma concentrations. Products that have poor
bioavailability may have reduced and inadequate efficacy, which can be lifethreatening for some drugs such as antimicrobials.
• Products are not considered interchangeable unless both of them are of good quality.
• WHO's Multisource (generic) pharmaceutical products: Guidelines on registration
requirements to establish interchangeability [2] provides guidance on the selection of a
suitable comparator for bioequivalence studies.
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Text

Reason for seeking the information and other notes

Product information, patient
information and package
inserts

• "The product information is a key document in the regulatory process. It is the means
by which the NMRA agrees with the company the approved circumstances of use,
including indications, patient populations, contraindications, warnings, etc., based
on available information on safety and efficacy. It determines how the company may
promote the product, and in large measure it dictates how the product will be used
in clinical practice. It is the means of communication between the pharmaceutical
company and the health professions, especially the prescriber, and should be a publicly
available document".
• The PIs of interchangeable products must be consistent. Consequently the NMRA must
have access to the PI prior to registration.
• All advertising and promotion of the product(s) must be consistent with the agreed
product information. Consequently the NMRA must have an agreed PI in order to be
able to monitor advertising and promotion.
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• WHO's Guidance on Package Leaflet, Summary of Product Characteristics and
Labelling [19] outlines the information that should be included in product information.
Product information should be consistent with the summary of pharmacology,
toxicology and efficacy. Any patient information and package inserts (whether intended
for health professionals or the patient) should be consistent with the summary of
pharmacology, toxicology and efficacy, and with product information.
Justification for any
differences to the product
in the country or countries
issuing the WHO-type
certificate(s)

• This information has to be examined on its merits in each case. Ultimately the
significance of the differences should be evaluated in terms of their possible or likely
effect on the quality, safety and efficacy of the finished product. The amount and type
of validation data that should be supplied is evaluated on the basis of professional
judgement and experience, and depends in part on the magnitude of the change. These
are some examples.
• Differences in formulation and manufacturing method should be considered
in terms of the effect they may have on the chemical, physicochemical,
microbiological and biopharmaceutical properties of the finished product.
Importantly what are the possible or likely consequences for stability,
microbiological quality and bioavailability (ie AUC, Cmax and tmax).
• For example, if an antimicrobial preservative is omitted, is preservative efficacy
still acceptable at the beginning and end of the shelf life?
• Differences in container labelling need not normally be justified provided that the
proposed label includes all of the necessary information. A different trade name
should be considered in terms of WHO guidelines.
• Differences in product information should be considered in terms of the effect they
will have on the way the product is used by health practitioners in the country of
registration.
• For differences in patient information and package inserts, will patients and carers
understand the instructions and be able to follow them?
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Table 3

Differences between (1) processing an application to vary and (2) processing
an application for marketing authorization or periodic review

Note that, by definition, applications to vary do not include major changes
Difference

Reason

There is normally no
separate acceptance
stage when processing
an application to vary an
existing registration.

• Applications to vary must be reviewed quickly. Any questions can be put to the
applicant in a letter following the evaluation.

Applications in support
of variations are normally
considerably shorter than
applications for MA or PR

Applications to vary (and evaluations thereof) should normally focus on the changes that
are the subject of the application and should not revisit the whole dataset.
"…complete evaluation of the product [should] not routinely be triggered whenever a
company applies to make a change".

There is normally no referral
to an expert advisory body

Variations are modifications of existing MAs so that decisions are usually less complex.
There may be exceptions, for example when a significant change is proposed to
indications or patient population, or when the proposed change is contentious.

The model approval letter
for a variation includes a
statement as to whether
concurrent supply of
changed and unchanged
stock is acceptable.

This is not applicable to new marketing authorizations.
It may apply to a periodic review if the application included a request to make a change.
Circumstances in which concurrent supply might not be acceptable might include:

The model approval letter
for a variation does not
include Attachments 1, 2 and
3 (which appear in the model
marketing authorization
letter)

Information in Attachments 1, 2 and 3 may not have changed. But, if the information has
changed, for example a change to packaging or site of manufacture, a part or all of the
Attachments may be appended to the variation approval letter.

There are fewer general
conditions of approval for
variations.

Many of the general conditions of approval are covered by the statement (in the model
variation approval letter):
"No further changes may be made to the product without prior approval, except for…….".
Additional conditions may be added as appropriate to the case.

The model approval letter for
a variation does not include
an expiry date for the MA.

The variation is approved for all time.
The expiry date of the original MA has not changed.

Model letters concerning
variations and periodic
reviews list the name of
the authorization holder
whereas, for MAs, the name
of the applicant is cited.

In the case of applications to vary, there is as yet no authorization for an MA and
consequently there is no authorization holder.
For variations and PRs, it is important to identify the existing MA that is the subject of the
application.

Table 4

Difference

• Applications to vary are usually shorter and include less information/data so there is
usually less need for an acceptance stage.

• The changed and unchanged products are not interchangeable;
• The PIs for changed and unchanged products are significantly different.

Notes concerning possible consequences of differences between the product
that is the subject of the application, and the product that is the subject of the
WHO-type certificate
Notes

Active(s)

If the active(s) is(are) different, the WHO-type certificate is not relevant to the application and is
therefore unacceptable.

Dosage form

If the dosage form is different, the WHO-type certificate is not relevant to the application and is
therefore unacceptable.

Additional
strength

If the new product comprises a strength that is not already registered, then seek evidence as to the
bioavailability/bioequivalence with already registered products. Consider also whether this new
strength is necessary and/or useful.
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Difference
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Notes

Formulation

See the section below entitled Possible effects of differences in formulation on quality, safety and
efficacy.

Method of
manufacture

A difference in method of manufacture may not be apparent based only on information in the WHOtype certificate. Consequently the importing country is reliant on information provided by the
applicant.
If the applicant declares a difference in method of manufacture, ask for validation data as defined in
WHO’s Supplementary guidelines on good manufacturing practices: validation [39].
If the applicant makes no mention of method of manufacture, ask the applicant to supply either an
assurance that no changes have been made to site or method of manufacture or validation studies for
any change.

Site of
manufacture

If there has been a change to the site(s) of manufacture, ask the applicant to supply :
• Either a WHO-type certificate for all new or additional sites of manufacture;
• Or validation data for batches produced at the new site(s) of manufacture.

Packaging

Different packaging may be acceptable, provided that:
• The alternative packaging is fully defined, including container materials and specifications; and
• Stability data are available that validate the proposed shelf life and storage conditions in the
alternative packaging.

Product
Information and
container labelling

Differences in product information should be considered in terms of the effect they will have on the
way the product is used by health practitioners in the country of registration.
• Differences may be acceptable in some circumstances. For example:
• Endemic diseases are different in the importing and exporting countries.
• There is already another brand of the same product that has an inconsistent PI. See the discussion
elsewhere in this manual under the heading Comparison with existing product information.
• The PI of the exporting country contains statements that the importing country finds
unacceptable, for example a reference to an unapproved indication.
• The language is different in the importing and exporting countries.
• Note: There is often pressure to accept PI and container labelling in a foreign language.
There may be circumstances in which this is an acceptable compromise to reduce costs
but each case must be considered as to patient safety and the possibility that text may be
misunderstood. For example when a product is to be used exclusively by health professionals
(usually meaning in hospitals) and those professionals can be expected to read and
understand the foreign language, then labelling in that language may be acceptable.
Examples might include Russian in East European countries, English in former British
Commonwealth countries, and German in the Balkans. On the other hand, if the product is to
be supplied for patient self-medication, the foreign language may not be acceptable.

Shelf life and
storage conditions

Shelf life and storage conditions should normally be at least as stringent as those in the exporting
country.
If the importing and exporting countries are in different climatic zones (see reference [11]), there may
be a case for a different the shelf life. Stability data on the product should be re-evaluated in terms of
the importing country's climatic zone.

Specifications API, excipients
and finished
product

Specifications should normally be at least as stringent as those in the exporting country.
Tighter limits on results are usually acceptable, unless the change implies a difference in product
characteristics, for example a faster in vitro dissolution rate may imply a difference in plasma
concentration/time profi le, which in turn could have therapeutic implications depending on the
active ingredient and its indications.
Similarly additional tests and limits are usually acceptable.

Strength

If a WHO-type certificate includes additional strengths that are not the subject of the application in
the importing country, that is acceptable provided that all of the imported strengths are included.

Trade name (or
proprietary or
brand name)

A different trade name is not usually objectionable. The name in the importing country must not
imply an unapproved indication, patient population or dose regimen. In addition, WHO discourages
proprietary names that are based on generic (or INN) names. See More information and examples
can be found under the heading Trade names elsewhere in this manual.
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Table 5

International guidelines relating to the information on & validation of
manufacture of the finished product that should be supplied with an
application for marketing authorization

Source web sites (URLs) should be regularly checked for updated versions and additional guidelines.
WHO

EMEA

FDA

URL: http://www.who.int/medicines/en/
Supplementary guidelines on good manufacturing practices: validation (Annex 4 to TRS 937)

2006

Guidelines for drafting a Site Master File (SMF)
See the PQP website http://apps.who.int/prequal/.

Current

URL: http://www.ema.europa.eu/
Annex II to Note for Guidance on Process Validation Non-Standard Processes CPMP/QWP/2054/03

2005

Quality of water for pharmaceutical use, CPMP/QWP/158/01

2002

Process validation, CPMP/QWP/848/96

2001

Parametric release,CPMP/QWP/3051/99

2001

Process Validation, CPMP/QWP/848/96

2001

Annex: Start of Shelf-Life of the Finished Dosage Form CPMP/QWP/072/96

2001

Manufacture of the finished dosage form, CPMP/QWP/ 486/95

1998

Limitations to the use of ethylene oxide in the manufacture of medicinal products, CPMP (3A)
3AQ3a

1998

Use of ionising radiation in the manufacture of medicinal products, CPMP (3A) 3AQ4a

1998

Development Pharmaceutics CPMP/QWP/155/96

1998

URL: http://www.fda.gov/cder/
Submitting Documentation for the Manufacturing of and Controls for Drug Products

1987

“SUPAC” – Scale-up and postapproval changes – A suite of guidelines concerning various types of
product

1997 &
later

EMEA &
FDA

Many guidelines that concern particular types of product include a section on manufacturing and
validation, for example FDA’s “Nasal Spray and Inhalation Solution, Suspension, and Drug Products” (July 2002), and others.

Various
dates

PIC/s

URL: http://www.picscheme.org/
Several relevant documents, including Process Validation & Cleaning Validation, PICS document
PI 006-1.
These documents are published in the context of GMP rather than registration documentation.

ICH

Various

URL: http://www.ich.org/
Pharmaceutical Development (ICH Q8)

2006

119

Marketing Authorization of Pharmaceutical Products with Special Reference to Multisource (Generic) Products:
a manual for medicines regulatory authorities

FDA's SUPAC guidelines (Scale-Up and PostApproval Changes)
The US FDA has published guidelines that define data requirements to support changes to formulation,
manufacturing equipment, method of manufacture and batch size [69-72]. These guidelines provide advice
that is relevant to assessment of differences between products in importing and exporting countries.
Whilst is it desirable that applicants provide data in accordance with these FDA guidelines (and they do
provide very useful guidance and recommendations), countries that have a small market may need to
carefully consider some of the circumstances in which an in vivo bioequivalence study is sought. The cost
of an in vivo study may render a product unviable for a small market and there may be a trade-off between
rigorous (in vivo) demonstration of equivalence and cost.
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For those circumstances in which an in vivo bioequivalence study is required to validate the change,
FDA and USP allow the alternative of a demonstrated in vivo/in vitro correlation [73]. In addition,
requirements are less severe for drugs that are highly soluble and have a high intestinal permeability (see
the Bioequivalence Classification System [BCS][74]). However in vivo/in vitro correlations require prior
demonstration of in vivo performance and in any case many products do not comply with the stringent
requirements to demonstrate a correlation. For certain changes, the BCS provides grounds for waiver of
an in vivo study in some circumstances but only for drugs in BCS Class 1. Subsequent WHO guidelines
provide more recent comment on biowaivers [2, 20, 31]. However the information needed to assign a class
is not always readily available. Lindenberg et al (2004) have reviewed available information for the BCS
classification of drugs on the essential medicines list [75].
Other data sought by the FDA guidelines (eg in vitro release rate, compliance with specifications before
and after the change etc) may be more relevant to smaller markets.
Note that any change to the site or method of manufacture should be appropriately validated. See Table
5 above entitled International guidelines relating to the information on & validation of manufacture of the
finished product that should be supplied with an application for marketing authorization.
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MODEL LETTERS
Model letter 1
Asking questions during the acceptance stage

Application number ........................................
The Managing Director
[Name of company]
[Address]
[Date]

Attention: Regulatory Affairs Manager
Dear Sir/Madam
I refer to the application dated [date of application] for [marketing authorization or periodic review or variation] of:
Proprietary name (trade name) ..........................................................................................................................................................................
Approved generic name(s) ....................................................................................................................................................................................
Strength(s) per dosage unit ..................................................................................................................................................................................
Dosage form ...................................................................................................................................................................................................................
Name of applicant* .....................................................................................................................................................................................................
The acceptability of this application is under consideration and you are asked to respond to the following
questions:
1 ...............................................................................................................................................................................................................................................
2 ..............................................................................................................................................................................................................................................
3 ..............................................................................................................................................................................................................................................
etc.
Please provide responses to these questions by [due date]. Failure to respond by this date may delay a decision
on the application, or the authority may (at its discretion) proceed to make a decision without the responses.
Yours faithfully
[Name]
[Signature]
authorized person under [[name of legislation]
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Model letter 2
Accepting an application for Marketing Authorization

Application number ........................................

The BLUE BOOK

The Managing Director
[Name of company]
[Address]
[Date]:
Attention: Regulatory Affairs Manager
Dear Sir/Madam
I refer to the application dated [date of application] for [marketing authorization or periodic review or variation] of:
Proprietary name (trade name) ……………………………………………………. .......................................................................................................
Approved generic name(s) ....................................................................................................................................................................................
Strength(s) per dosage unit ..................................................................................................................................................................................
Dosage form ...................................................................................................................................................................................................................
Name of applicant* .....................................................................................................................................................................................................
This is to advise that the application has been accepted and evaluation has commenced. It is anticipated that
the evaluation will be completed by approximately [anticipated date], after which it will be referred to the [name
of expert advisory committee] for an opinion.
The anticipated date of completion of the evaluation has been provided for your convenience and is an estimate
only. This authority and its staff and consultants are not liable for any failure to meet this anticipated date. In
addition, there may be other processing steps to be completed following the evaluation.
If you have any doubt as to the meaning of this letter, you should contact the undersigned immediately.
Yours faithfully
[Name]
[Signature]
authorized person under [name of legislation]

122

THE BLUEBOOK
Model letters | Model letter 3

Model letter 3
Asking questions during the evaluation stage

Application number ........................................
The Managing Director
[Name of company]
[Address]
[Date]:
Attention: Regulatory Affairs Manager
Dear Sir/Madam
I refer to the application dated [date of application] for [marketing authorization or periodic review or variation] of:
Proprietary name (trade name) ……………………………………………………. .......................................................................................................
Approved generic name(s) ....................................................................................................................................................................................
Strength(s) per dosage unit ..................................................................................................................................................................................
Dosage form ...................................................................................................................................................................................................................
Name of applicant* .....................................................................................................................................................................................................
Evaluation of the application is in process and you are asked to respond to the following questions:
1 ....................................................................................................................................…………………………………………………………………………………….
2 ...................................................................................................................................…………………………………………………………………………………….
3 ...................................................................................................................................…………………………………………………………………………………….
etc.
Please provide responses to these questions by [due date]. Failure to respond by this date may delay a decision
on the application, or the authority may (at its discretion) proceed to make a decision without the responses.
Yours faithfully
[Name]
[Signature]
authorized person under [name of legislation]
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Model letter 4
Approving a marketing authorization

Application number ........................................

The BLUE BOOK

The Managing Director
[Name of company]
[Address]
[Date]:

Attention: Regulatory Affairs Manager
Dear Sir/Madam
I refer to the application dated [date of application] for [marketing authorization or periodic review or variation] of:
Proprietary name (trade name) ..........................................................................................................................................................................
Approved generic name(s) ....................................................................................................................................................................................
Strength(s) per dosage unit ..................................................................................................................................................................................
Dosage form ...................................................................................................................................................................................................................
Name of authorization holder* ............................................................................................................................................................................
[*Must be a person or company in the country in which marketing is being authorized. This letter should normally be addressed
to the marketing authorization holder.]

Evaluation of the application has been completed. Approval under [name of legislation] is granted, subject to the
conditions in this letter and its attachments. This letter and its attachments constitute the marketing authorization. The details of this marketing authorization are as follows.
Marketing authorization number .....................................................................................................................................................................
Date from which marketing is authorized ..................................................................................................................................................
Expiry date of this marketing authorization .............................................................................................................................................
(after this date you must apply for renewal of the authorization)

The conditions which apply to this approval are as follows…

A General conditions applying to all authorized products:
• The product(s) must conform with all the details provided in your application and as modified in subsequent
correspondence.
• No changes may be made to the product without prior approval, except for changes of the type listed in [name
of regulatory authority]’s policy on “Changes to pharmaceutical aspects which may be made without prior
approval”. The conditions in that policy apply.
• The approved sites of manufacture are those in Attachment 1.
• The approved shelf-life is that in Attachment 2.
• The only Product Information (PI) that may be supplied with or for this product must be the PI that is approved.
Attachment 3 is a copy of the approved PI.
• The Product information may not be altered without prior approval, except for safety updates that further
restrict use of the product. Any such safety-related changes must be notified to [name of regulatory authority]
within five days of making the change.
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• The product information must include the marketing authorization number and the date from which
marketing is authorized. This information must appear in the top right hand corner of the first page of the
Product information, in letters of at least 1.5 mm tall.
• All advertising and promotion of the product(s) must be consistent with the approved product information.

B Additional specific conditions applying to this product:
• [...for example, “Distribution is restricted to hospitals specializing in oncology”.......]
• [...........................................................................................................................]
• [...........................................................................................................................]
If you have any doubt as to the meaning of this letter and its attachments, you should contact the undersigned
prior to commencing marketing.
marketing

Yours faithfully
[Name]
[Signature]
authorized person under [name of legislation]
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Marketing authorization
Attachment 1
Product:

The BLUE BOOK

Proprietary name (trade name) ............................................................................................................................................................................
Approved generic name(s) ......................................................................................................................................................................................
Strength(s) per dosage unit ....................................................................................................................................................................................
Dosage form .....................................................................................................................................................................................................................
Name of authorization holder ...............................................................................................................................................................................
Marketing authorization number .......................................................................................................................................................................
Date from which marketing is authorized ....................................................................................................................................................
Expiry date of this marketing authorization ...............................................................................................................................................
The approved manufacturers are as follows.
Production stage

Name of site

Street address of site

Manufacturing step

[Active pharmaceutical ingredient I ]

Production

[Active pharmaceutical ingredient II ]

Production

Finished product

[For example granulation]
[For example sterilization]
[For example packaging]
[For example quality control]
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Marketing authorization
Attachment 2

Product:
Proprietary name (trade name) ..........................................................................................................................................................................
Approved generic name(s) ....................................................................................................................................................................................
Strength(s) per dosage unit ..................................................................................................................................................................................
Dosage form ...................................................................................................................................................................................................................
Name of authorization holder .............................................................................................................................................................................
Marketing authorization number .....................................................................................................................................................................
Date from which marketing is authorized ..................................................................................................................................................
Expiry date of this marketing authorization .............................................................................................................................................

Approved shelf-life:
The approved shelf-life of this product when packaged and labelled as detailed in the application and modified
in subsequent correspondence is as follows.
Pack

Shelf-life

Storage conditions

[For example, PVC/Al blisters,
25 and 50 tablets per blister]

18 months

Store below 30_C
Protect from moisture

[For example, HDPE bottles]

3 years

Store below 30_C
Protect from moisture

Restrictions on sale or distribution:
[Normally at least one of these, and possibly different restrictions for different strengths]
• Scheduled narcotic;
• Restricted prescription-only distribution (specify - for example, hospitals only);
• Prescription only;
• Pharmacy only;
• Over the counter (OTC).
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Model letter 5
Renewal of Marketing Authorization following a Periodic Review

Application number ........................................

The BLUE BOOK

The Managing Director
[Name of company]
[Address]
[Date]:
Attention: Regulatory Affairs Manager
Dear Sir/Madam
I refer to the application dated [date of application] for [marketing authorization or periodic review or variation] of:
Proprietary name (trade name) ............................................................................................................................................................................
Approved generic name(s) ......................................................................................................................................................................................
Strength(s) per dosage unit ....................................................................................................................................................................................
Dosage form .....................................................................................................................................................................................................................
Name of authorization holder* .............................................................................................................................................................................
[*Must be a person or company in the country in which marketing is being authorized. This letter should normally be addressed
to the marketing authorization holder.]

Evaluation of the application has been completed. Approval under [name of legislation] is granted, subject
to the conditions in this letter and its attachments. This letter and its attachments constitute the marketing
authorization. The details of this renewed marketing authorization are as follows. Some of these details may
have changed since the last marketing authorization of this product.
Marketing authorization number .....................................................................................................................................................................
Date from which marketing authorization is renewed .......................................................................................................................
Expiry date of this marketing authorization .............................................................................................................................................
The conditions which apply are as follows:

A General conditions applying to all products
• The product(s) must conform with all the details provided in your application and as modified in subsequent
correspondence.
• No changes may be made to the product without prior approval, except for changes of the type listed in [name
of regulatory authority]’s policy on “Changes to pharmaceutical aspects of registered products which may be
made without prior approval”. Conditions in that policy apply.
• The approved sites of manufacture are those in Attachment 1.
• The approved shelf-life is that in Attachment 2.
• The only Product Information (PI) that may be supplied with or for this product must be the PI that is approved.
Attachment 3 is a copy of the approved PI.
The Product information may not be altered without prior approval, except for safety updates that further
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restrict use of the product. Any such safety-related changes must be notified to [name of regulatory authority]
within five days of making the change.
The product information must include the marketing authorization number and the date from which marketing
is authorized. This information must appear in the top right hand corner of the first page of the Product
information, in letters of at least 1.5 mm tall.
All advertising and promotion of the product(s) must be consistent with the agreed product information.

B Additional specific conditions applying to this product:
[...for example, “Distribution is restricted to hospitals specializing in oncology”.......]
[...........................................................................................................................]
[...........................................................................................................................]
If you have any doubt as to the meaning of this letter and its attachments, you should contact the undersigned
prior to marketing the product.

Yours faithfully
[Name]
[Signature]
authorized person under [name of legislation]
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Marketing authorization
Attachment 1
Product

The BLUE BOOK

Proprietary name (trade name) ............................................................................................................................................................................
Approved generic name(s) ......................................................................................................................................................................................
Strength(s) per dosage unit ....................................................................................................................................................................................
Dosage form .....................................................................................................................................................................................................................
Name of authorization holder ...............................................................................................................................................................................
Marketing authorization number .......................................................................................................................................................................
Date from which the marketing authorization is renewed ..................................................................................................................
Expiry date of this marketing authorization ...............................................................................................................................................
The approved manufacturers are as follows.
Production stage

Name of site

Street address of site

Manufacturing step

[Active pharmaceutical
ingredient I ]

Production

[Active pharmaceutical
ingredient II ]

Production

Finished product

[For example granulation]
[For example sterilization]
[For example packaging]
[For example quality control]
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Marketing authorization
Attachment 2
Product
Proprietary name (trade name) ..........................................................................................................................................................................
Approved generic name(s) ....................................................................................................................................................................................
Strength(s) per dosage unit ..................................................................................................................................................................................
Dosage form ...................................................................................................................................................................................................................
Name of authorization holder .............................................................................................................................................................................
Marketing authorization number .....................................................................................................................................................................
Date from which the marketing authorization is renewed ................................................................................................................
Expiry date of this marketing authorization .............................................................................................................................................

Shelf-life
The approved shelf-life of this product when packaged and labelled as detailed in the application and modified
in subsequent correspondence is as follows.
Pack

Shelf-life

Storage conditions

[For example, PVC/Al blisters, 25 and 50 tablets
per blister]

18 months

Store below 30ºC
Protect from moisture

[For example, HDPE bottles]

3 years

Store below 30ºC
Protect from moisture

Restrictions on sale or distribution
[Normally one of these, and possibly different restrictions for different strengths]
• Scheduled narcotic;
• Restricted prescription-only distribution (specify - for example, hospitals only);
• Prescription only;
• Pharmacy only;
• Over the counter (OTC).
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Model letter 6
Approval of a variation

Application number ........................................

The BLUE BOOK

The Managing Director
[Name of company]
[Address]
[Date]:
Attention: Regulatory Affairs Manager
Dear Sir/Madam
I refer to the application dated [date of application] for [marketing authorization or periodic review or variation] of:
Proprietary name (trade name) ……………………………………………………. .......................................................................................................
Approved generic name(s) ....................................................................................................................................................................................
Strength(s) per dosage unit ..................................................................................................................................................................................
Dosage form ...................................................................................................................................................................................................................
Name of authorization holder* ...........................................................................................................................................................................
[*Must be a person or company in the country in which marketing is being authorized. This letter should normally be addressed
to the marketing authorization holder.]

Evaluation of the application has been completed. Approval of the variation under [name of legislation] is
granted, subject to the conditions in this letter and its attachments. This letter and its attachments constitute
the approval. The date of approval is the date of this letter. In part this approval relies upon your assurance that:
No variations have been made other than (1) those notified in this application and (2) changes which are
permitted without notification or prior approval according the guidelines of the Medicines Regulatory
Authority of [name of country].
The conditions which apply are as follows:

General conditions applying to all products
• The product(s) must conform to all the details provided in your application and as modified in subsequent
correspondence.
• No further changes may be made to the product without prior approval, except for changes of the type listed
in [name of regulatory authority]’s policy on “Changes to pharmaceutical aspects of registered products
which may be made without prior approval”. Conditions in that policy apply.
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THE EVALUATOR SHOULD SELECT OPTION 1 OR OPTION 2 BELOW,
AND SHOULD DELETE THE OTHER OPTION
[OPTION 1:
There is no objection to concurrent supply of changed and unchanged product.]

[OPTION 2:
Concurrent supply of the changed and unchanged product is considered unacceptable. You should use up all
existing pre-variation stock before supplying the changed product. ]
Additional specific conditions applying to this product:
[...for example, “All batches of the finished product must comply with a limit of 0.5% for Impurity A”]
[...........................................................................................…..............................]
[...........................................................................................…..............................]
If you have any doubt as to the meaning of this letter and its attachments, you should contact the undersigned
prior to marketing the product.

Yours faithfully
[Name]
[Signature]
authorized person under [name of legislation]
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Model letter 7
Rejection of an application

Application number ........................................

The BLUE BOOK

The Managing Director
[Name of company]
[Address]
[Date]:
Attention: Regulatory Affairs Manager
Dear Sir/Madam
I refer to the application dated [date of application] for [marketing authorization or periodic review or variation] of:
Proprietary name (trade name) …………………………………………………… ........................................................................................................
Approved generic name(s) ....................................................................................................................................................................................
Strength(s) per dosage unit ..................................................................................................................................................................................
Dosage form ...................................................................................................................................................................................................................
Name of applicant* .....................................................................................................................................................................................................
Evaluation of the application has been completed. Pursuant to [name of legislation]
legislation], the application is rejected
for the following reasons:
1 ..............................................................................................................................................................................................................................................
2 ..............................................................................................................................................................................................................................................
3 ..............................................................................................................................................................................................................................................
etc.
If you wish to appeal this decision, the available mechanisms are:
1 ..............................................................................................................................................................................................................................................
2 ..............................................................................................................................................................................................................................................
3 ..............................................................................................................................................................................................................................................
etc.

Yours faithfully
[Name]
[Signature]
authorized person under [name of legislation]
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Model letter 8

Variation not notified/approved

Application number ........................................
The Managing Director
[Name of company]
[Address]
[Date]:
Attention: Regulatory Affairs Manager
Dear Sir/Madam
I refer to the application dated [date of application] for [marketing authorization or periodic review or variation] of:
Proprietary name (trade name) ……………………………………………………. .......................................................................................................
Approved generic name(s) ....................................................................................................................................................................................
Strength(s) per dosage unit ..................................................................................................................................................................................
Dosage form ...................................................................................................................................................................................................................
Name of applicant* .....................................................................................................................................................................................................

It has been noticed that the following variations to the authorized product have been made without
the required prior notification or approval:
1 ..............................................................................................................................................................................................................................................
2 ..............................................................................................................................................................................................................................................
3 ..............................................................................................................................................................................................................................................
etc.
You are requested to take the necessary action (notification of variation and/or submission of variation application)
by ………. Failure to do so within this deadline will result in regulatory action which may entail suspension or cancellation of the marketing authorization.
If you consider that this letter is based on inaccurate information, please provide the necessary background.

Yours faithfully
[Name]
[Signature]
authorized person under [name of legislation]
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This manual is intended to provide
guidance to countries that do not already
have a fully developed system of premarket
evaluation and market authorization, and
have a particular interest in the assessment
and authorization of multisource (generic)
pharmaceutical products. Many of
the principles apply to other groups of
medicines (such as complex biologicals
and ‘alternative’ preparations), but most
details may be specific to multisource
products. This is the second edition of the
Blue Book. In developing this new edition,
many practical suggestions made by
regulatory officials were taken into account
and incorporated as far as possible.
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