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

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 Prequalifi cation 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 o�  cials 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, fl ow 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 refl ect the latest WHO 
guidelines nor the latest Prequalifi cation 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 

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 di� erent, and these 
are the main focus of the Blue Book. 

Like the fi rst edition, the new Blue Book o� ers 
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;

•  Verifi cation of regulatory status in other countries;

•  Full assessment of application data.

The fi rst 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:

• Identifi cation 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 
fi ltering 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 e�  cacy of medicines. 

This document, as the previous version, was developed 
by Dr Susan Walters, former sta�  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. Specifi c 
contributions were made several WHO sta�  and by:
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