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Nine countries were invited to this first meeting of the proposed national regulatory
authority (NRA) network: Brazil, China, Cuba, India, Indonesia, Korea, Russia,
South Africa and Thailand. Each is a major vaccine manufacturing country with
significant educational, research and industrial capabilities, and some experience with
clinical trials. All have reached an acceptable level of performance of the six critical
control functions of an NRA, and several have vaccine manufacturers pre-qualified
by WHO for sale to UN agencies.

There is increasing need to build capacity in the developing world for “developing
world vaccines”. It is these nine countries that have the potential to create a network
to accelerate production and clinical testing of new vaccines in developing countries
where they are needed.

The objectives of this first meeting of the proposed NRA network were outlined by
the Director of Vaccines and Biologicals (V&B), Dr Daniel Tarantola:

• To discuss innovative regulatory pathways

• To make an inventory of the current situation in participant countries on the
clinical evaluation function

• To set the basis for establishing an NRA network to help countries to meet the
challenges regulating future vaccines.

The expected outcome is: (i) better understanding of the regulatory process for
licensing new vaccines by NRAs; (ii) an inventory of the current situation in the
clinical evaluation critical function in participant countries; and (iii) an action plan
for establishing the NRA network.

After an introduction describing the efforts WHO has made over the last few years
training, assessing, and providing guidance to national regulatory authorities, each
NRA representative presented the status of clinical trial approvals and evaluation in
his/her country. A summary of the information was tabulated against the indicators
for the clinical evaluation function.

This was followed by information about the new training guide for NRAs on clinical
evaluation and the new GTN pilot course based on this guide and held in Brazil in
October 2002. An explanation was given of the International Conference on
Harmonization (ICH) process and the Global Cooperation Group recently formed
at the International Federation of Pharmaceutical Manufacturers’ Association
(IFPMA), which provides information on the ICH to non-ICH countries.

Executive summary
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On the second day, a presentation was made by a spokesman from each of
two existing and successful networks: the European central laboratory network,
Official Medicines Control Laboratories (OMCLs) and the network of NRAs of
ASEAN countries. Each gave the history and development of their networks,
difficulties experienced and lessons learned, presenting several points to think about
in establishing this proposed NRA network.

The afternoon of the second day was a practical session. After explaining the
objectives, role and possible options for the network, the participants were
divided into three groups to discuss the problems, solutions and activities to develop
a plan of action for the network. The groups looked at one of the following topics:
use of non-proprietary information; reducing legal constraints; and the procedure
for establishing network. They then met to present, discuss and prepare a final action
plan.

The meeting closed with a general agreement to move forward with this NRA network.
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Opening

The meeting was opened by Dr Daniel Tarantola, Director, V&B. The need for
countries to move towards greater self-sufficiency in vaccines was stressed in the
recent publication “State of the World’s Vaccines” and by the Strategic Advisory
Group of Experts (SAGE) in 2000. WHO has provided recommendations, guidance
and training on clinical evaluation and NRA networking to help with the evaluation
of new products. There is a crisis in production looming; a partition between
industrialized and developing countries is ahead and there is increasing need to develop
capacity in the developing world.1  Partnerships between WHO and Pharma depend
on strong NRAs in developing countries; safety, quality and capacity are at issue.
In the North, the vaccines are more complex. There needs to be accelerated capacity
to produce vaccines in the South. Each year 1.6 billion dollars are provided
for immunization in developing countries, yet 36 million children (about one-quarter
of the birth cohorts) are still not reached. It would cost US$ 350 million to reach
10 million of them, and another $350 million to reach the same number with new
and essential vaccines such as hepatitis B. The global vaccine market is $6 billion
but developing countries receive only 18% of this. The vaccines produced in the
North are not necessarily appropriate for the South; e.g. HIV vaccine. Of special
interest to developing countries and of relevance to their research and development
initiatives are vaccines with specificity such as HIV, pneumococcal vaccines,
meningococcal vaccines, human papillomavirus vaccines, rotavirus vaccines, etc.
Creating a network has become critical for this purpose. Nine developing countries
were represented at this meeting, and in each of the countries represented the essential
regulatory functions or at least the plans for this are in place; there is at least one
pre-qualified manufacturer in each of the regions represented; and countries
represented have at least one clinical trial being conducted for a vaccine required in
developing countries.

Meeting report

1 85% of the disease burden is in developing countries where more than ¾ of the world’s population
is. The market is diverging; new combination products are in the North so that there is a shortage
of basic vaccines such as measles and DTP. Each new vaccine costs US$ 500 000 000 for R&D and
takes 12–15 years in development. Then there is 20 years’ protection by Trade Related Intellectual
Property (TRIPS).
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Dr Tarantola explained the objectives of the meeting:

1. To discuss innovative regulatory pathways

2. To make an inventory of the current situation in participant countries on the
clinical evaluation function

3. To set the basis for establishing a NRA network to help countries to meet the
challenges regulating future vaccines.

The expected outcome is: (i) better understanding of the regulatory process for
licensing new vaccines by NRAs; (ii) an inventory of the current situation in the
clinical evaluation critical function in participant countries; and (iii) an action plan
for establishing the NRA network.

Gillian Chaloner-Larsson served as chair and Peter Folb as rapporteur. The agenda
of the meeting and the list of participants are attached in Annex 1 and 2.

Introduction

Dr Gillian Chaloner-Larsson (chair) first reviewed the six critical functions of the
NRA. Although the discussion at this meeting was to focus on the critical function
of clinical evaluation, the overlap between the six functions regarding clinical
trials would be discussed. Many new vaccines produced in the developed world may
never be used in the developed world. Attention was drawn to the value of a
“regulatory opinion” from a recognized regulatory authority, and to new regulatory
pathways. NRA networks are a possible approach to the strengthening required for
regulatory capacity. Attention was also drawn to what WHO has done so far to
support regulatory authorities, including NRA assessment and training under the
Global Training Network (GTN). Dr Larsson reviewed the GTN training
programmes and WHO documents that are available for clinical evaluation of vaccines
referred to. The nature and details of the pre-qualification procedure, including clinical
data review and assessments of adverse events, the NRA assessment programme,
and the indicator checklist were explained. Site visits for these assessments by WHO
have been paid to 48 countries so far. About one-half of the expert assessors involved
in these visits have been from developing countries. The checklist of indicators which
has been recently revised to be a joint assessment tool for both drugs and biologicals
for evaluating the regulatory capacity of NRAs was considered in detail, and those
that have clinical components were highlighted. It was stressed that reports on adverse
events following immunization (AEFI) should feed into the licensing conditions and
there needs to be suitable expertise to review them. There has to be provision for
post-marketing surveillance. The chair placed strong emphasis on clinical aspects of
evaluation and clinical capacity for such assessment. The importance of clinical trials,
and sufficient expertise for the purpose was emphasized. In discussion, Dr Wood
pointed out that agreed pre-clinical data and a common benchmark for vaccine
evaluation would considerably strengthen the efforts of networks.




��������	
���

NRA reports

Each NRA present made a presentation on the status of the function for clinical
evaluation and clinical trial review and approval in their country.

Indonesia

Dr Lucky Slamet made a presentation on behalf of the Indonesian NRA: emphasis is
placed on the rights and safety of patients in clinical studies, and on lot-to-lot
consistency. The NRA works closely with the immunization programme
people. There is one biological facility in the country (compared with 190
pharmaceutical-manufacturing facilities). The need of the population is considered
in the assessment process – that is, there would need to be advantage over the product
already available and registered. Indonesia has a close relationship with the
Therapeutic Goods Administration (TGA), Australia, and they send their evaluation
reports on request. There is a mechanism of appeal and hearings for drugs in the
process of review. There is a task force on immunization safety that is consulted as
required. Criteria for assessment of authorization of new vaccines are referred to by
the task force. Approval takes into account price comparison, so that the product for
the public health sector should be affordable. Step-by-step review is conducted in
consultation with the manufacturers. Indonesia has standards of good clinical practice,
and trial approval depends on that. Clinical trials need to be considered and approved
by both scientific committee and ethics committee, and the approval of the NRA
will be issued within 10 days if all is in order. Protocol changes also need to be
approved by scientific and ethics committees. Exchange of information between
NRAs is necessary for the proper conduct of review of new entities for registration
and clinical trial approval. There are limited human resources and a need for good
financial resources for training, and they are looking for a bilateral arrangement,
at least in the first instance. External advisory committees exist for registration
approval of biological medicines and of clinical trials. Both a clinical trial committee
and a pre-marketing committee exist. There is a special task force for vaccine trials.
The minister of health or the head of the agency appoints the members of the
committee; there are clear rules for conflict of interests. Manufacturing inspections
are conducted (“mostly”) prior to approval of clinical trials.

Brazil

Dr Paula F Guimares de Sa described the Brazilian national regulatory authority
(ANVISA). It was created in 1999, with the mission of health promotion and
health protection. The purview of ANVISA includes food, cosmetics,
pharmacovigilance, health services, ports, airports, etc. An organigram was presented.
At the General Drug Office there are offices for biologicals and clinical trials
authorization. There is protocol analysis, and monitoring of adverse events is in
place. ANVISA refers to a board of technical expertise. The biological products
office includes an office covering new products registration and another office for
biologicals that already exist on the market. In protocol authorization there is first
reference to an ethics committee, which functions according to standard procedures.
After ethics approval there is reference to the national ethics committee,
following which the new drugs office considers a protocol for approval. The biological
products division also considers blood products, serum and monoclonal antibodies.
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External experts are consulted. There are two ethics committees for each trial
submission: the local committee and the national committee (there are 80–100 local
ethics committees). ANVISA does not have its own ethics committee. A committee
considers new drug applications once monthly. There is no external committee for
clinical trials, and there is no access to expertise for review of clinical trials. In general,
it is very difficult for the NRA to have access to the best people in universities, those
that are also involved with industry in clinical studies (declaration of conflict of
interests would help improve this situation). The national programme of immunization
does not provide input into the regulatory process. (Ideally, according to the meeting,
there should be a formal channel of communication between the immunization
programme and the NRA.) Brazil faces a challenge in clinical trials inspection of
trial sites.

Cuba

Dr Dominguez referred to his slide presentation. The Centre for State Control of
the Quality of Medicines (CECMED) was assessed by WHO in 2000 – it complies
with all the main functions of a national regulatory authority. Scenarios for new
vaccine evaluation were explained – new vaccines, existing and well-known vaccines,
and combination vaccines. The regulatory framework was explained in detail,
including assessment of clinical trials.  The regulatory framework is being reassessed
(last was in 1995) and the process is largely in accordance with WHO standards.
The process of licensing approval, including clinical trials assessment, also renewal
of license, was explained. The division has expert teams (in-house and external)
to which the agency refers. Maximum turnover time is 120 days; it is shorter for
life-threatening illnesses. Modifications of clinical trial protocol undergo the same
approval. HIV vaccines are being assessed in Cuba at present. CEDMED evaluates
and decides on a case-by-case basis: are clinical trials truly necessary; is the vaccine
new and needed; who is the manufacturer important to the NRA? The agency is
concerned with changes to manufacturing practices. It has taken into account the
changes recommended by the International Conference of Drug Regulatory
Authorities (ICDRA) during 2001. There is a national coordinating centre for
clinical trials. The limitations they face are numerous and probably common to
others – journals access, internet access, access to international databases.
Regional harmonization of assessment of clinical trials is being considered. The whole
product is assessed as part of the clinical trial submission. Cuba requires manufacturers
to have been certified by WHO for minimum level of approval to be applied.
The level of quality control would likewise be determined by the good standing of
the manufacturer. Cuba requires inspection and certification of lots before a clinical
trial is approved. A regional workshop for epidemiology and statistics for
clinical trials is envisaged, and their centre could serve as a host for such an activity.
There are clear rules for no conflict of interests statements in recruitment of experts.
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India

Dr Ajay Tahlan referred to the criteria for and system of clinical trial evaluation in
India.

The national control laboratory must scrutinize an indigenous vaccine before
the NRA clinical expert considers it. Both the national laboratory report and the
report by experts are required before approval of clinical trials. Detailed pre-clinical
toxicology is required prior to approval in the case of new drugs. This includes
immunogenicity in animals. Special committees exist for biological products,
DNA products, and vaccines. There are special requirements for r-DNA products.
There are both central and state licensing authorities, the functions of which were
explained. Good clinical practice (GCP) and ethical guidelines for approval exist.
Licensing of products in India is by the Central Licensing Approval Authority
(CLAA). The Drug Technology Advisory Board (DATB) approves introduction of
vaccines into the immunization services, while all vaccine approval and clinical trials
is by the CLAA. The state licensing authority inspects and grants licensing for retail.
Imported products are considered on a case-by-case basis; if trials meet the
requirements of the NRA there is no insistence on clinical trials in the country for
registration. The advisory committees that review the information follow published
guidelines, directed by a responsible person. External clinical experts may be asked
for advice on a case-by-case basis. The head of the institutional ethics committee is
an external person.  India requires inspection of manufacturing facilities before a
clinical trial is approved for a new drug or vaccine. The ethics guidelines have been
prepared by the Indian Council for Medical Research (ICMR). It is necessary to
strengthen vaccine clinical trial review and approval.

China

Dr Sang Guowei of the State Drug Administration (SDA) presented information on
China. The SDA is responsible for evaluation of drugs and vaccines. SDA has two
departments relevant to clinical trials; there is also a division for biological products
that deals with vaccines. The National Institute for Control of Pharmaceutical and
Biological Products (NICPBP) is a national facility for verification of quality of new
vaccines. China has more than 40 vaccine manufacturers (all have passed the good
manufacturing practice – GMP – standards of the country); altogether 37 vaccines
are manufactured in the country. There is transfer of technology of Japanese
encephalitis (JE) vaccine to South Korea. HIV, pneumococcal vaccine, hepatitis A
and E and other vaccines are currently under development. China has a recently
revised a law for registration of new drugs, including vaccines. Lot release is an
important element of this law. Cold chain, injection technology and safety are
established firmly in China. Standards of good labour practice (GLP) and GCP are
clearly stated in the law, and the NICPBP tests all products before importation and
before clinical trials. Safety issues of special concern include reversion to pathogenicity
of attenuated virus (especially hepatitis B and HIV). Strict standards are set for
approval of clinical trials. Published steps for clinical trial review are available in
China, and NICPBP does verification before the SDA will consider the study.
No clinical trial may be conducted before approval by the SDA, and the national
control laboratory and the SDA will monitor the study. Clinical trials on new vaccines



������ ��� ������������ ����������������� ���� ���� ����� ���!� � ��� !"&

from foreign sources are not approved without human data from abroad being
provided. Ethics approval is required for all clinical trials.  All adverse events
regarding vaccines are reported to the SDA and to the minister of public health.
China has specified required numbers for study in each clinical trial phase required
for approval of registration. Any change in dose or in administration procedure
requires further information but not a completely new vaccine application.

South Africa

Dr T. Mathiva and Dr N. Mbelle gave a presentation on South Africa. The Medicines
Control Council (MCC), the NRA, has 146 external experts and 102 internal
professional officers. The clinical trials committee has a wide spread of expertise,
sourced from tertiary institutions in the country. All clinical trials are considered by
the council, and the council makes the final decisions regarding trials. A formalized
document as such does not exist but there are tentative guidelines. In 2001 there
were six vaccine trials evaluated. There must be an intent to register locally for a
vaccine trial to be considered, and there would need to be trials done in the country
of origin. New vaccines may not compromise the immunization programme and
there is mutual dialogue with the immunization services regarding trials and regulatory
approval. The time frame for authorization is 8–12 weeks. There is also a requirement
for indemnity and insurance certificates, and informed consent in all relevant
languages. External evaluators consider the following: (i) scientific basis; (ii) ethics;
(iii) assurance of patient safety; and (iv) whether the trial is justified in South Africa.
The clinical trials committee refers its decision to the council for final decision.
Shortcomings in the system are lack of formal dialogue meetings with applicants and
site inspections. Vaccines and plasma-derived products as well as biotechnology
products are also considered. When vaccines have been produced in other countries
immunogenicity data are required if they are included in the immunization programme.
Two reviewers see each application; the clinical trials committee considers their
reports and the council makes the final decision. Appeals may be made to the council.
Premises, staff qualification, and product quality and stability are required,
efficacy and safety data are also necessary. Immunogenicity data and storage conditions
are needed, and foreign registration must have been granted in the country of origin.
The National Advisory Group on Immunization (NAGI)and the Advers Drug Events
(ADE) committees are part of this process. Products may not compromise the
immunization programme. NAGI advises on the introduction of new vaccines,
combination vaccines, the accelerated schedule on immunization, and oral polio
vaccine. There is close communication between NAGI and the clinical trials
committee. The clinical trials committee considers relevance, affordability and
availability in terms of their relevance to the immunization programme, public–private
partnership, HIV vaccines and the immunization schedule. There are special issues
with HIV vaccines, including ethical issues. GMP standards are set, and a special
document has been developed for standards of HIV vaccines. GLP is overseen
according to the standards set by the national Medical Research Council.
The Department of Health sets standards for good clinical practice. Independent
external institutional ethics committees give ethics approval but they are not
standardized and a national ethics committee has been established to meet this need.
There is a national control laboratory for vaccines and biologicals, based at a
university, and the Medicines Control Council funds the laboratory. The staff of the
national control laboratory works according to standard procedures. The MCC is
grappling with HIV vaccines, starting with clinical trial material.
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Russia

Dr Bektimirov explained that drugs, biologicals and devices are considered by the
same national department of the ministry of health, as well as  traditional medicines
and homeopathic drugs. There is a national institute for control and standardization
of biological products, all determined by laws, decrees and orders of the ministry of
health. This includes requirements for clinical trials. There are a number of groups
excluded from all clinical trials such as soldiers and prisoners.  Requirements for
clinical trials of vaccines, including changes in existing vaccines, are set out according
to law. An extensive set of requirements exists for the manufacturing developer
before submission for clinical trials, with a special focus on specific activity and
safety. These form the basis for publication as pharmacopoeal articles. There are
wide requirements for demonstration of safety of vaccine components, including
strains of virus used, and absence of contaminating agents. There is special
consideration for high risk pathogens and there is a committee for review of these
vaccines. Testing on children is allowed only if the product has been tested in adults.
Only batches of vaccines assessed by the national control laboratory can be used in
clinical studies. Facilities are inspected before any trials are approved. The local
ethical committee and then a committee on medical and biological preparations
consider each trial, after approval of the Federal Ethics Committee, and this is required
before the national committee will consider the application. The Tarassevich Institute
has 26 laboratories, one for each specialized purpose, and the institute is required to
produce an approval certificate. Final permission for clinical trial is required from
the Ministry of Health. The institute considers all the results of trials, and the next
phase requires approval of the institute. A distinction is made between limited trials
(phase 1 and 2) and state trials (phase 3). Studies need agreement with an insurance
company. Diagnostics fall under the same rules. There have been numerous problems
with quality and immunogenicity of products, even in the case of reputable
manufacturers in foreign countries. WHO has confirmed that function is fully
implemented.

Korea

Dr Lee stated that the Korean Food and Drug Administration (KFDA) has all WHO
requirements in place. US FDA and ICH as well as WHO guidelines are always
considered and usually applied. Bridging studies are required for foreign vaccines,
and most vaccines are of foreign origin, although domestic manufacturers are actively
involved in developing new vaccines including biotechnologically prepared vaccines.
The expert committee consists of outside experts in statistics and epidemiology.
The Advisory Committee on Immunization Practice is composed of 15 members,
and there is collaboration directly with the committee responsible for the national
immunization and adverse reaction reports.

There is sequential approval of protocols and results of clinical trials for each stage
of the phases of clinical trials. There are about 60–70 KFDA-designated institutions
for clinical trials. The organizational structure is based on a hybrid of US FDA and
the Japanese systems, but Korea is moving towards the US system. Currently,
the National Institute of Toxicology Research (NITR) does the review of
clinical trials. The NITR reviews safety and efficacy; quality is reviewed by the
Biologics Evaluation Center. In the near future the functions will be unified with
quality-control-related work. Site inspection of trial institutions is conducted.
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The review time is 120 days maximum.  Twenty-five days are used by the Division
of Biopharmaceuticals for paper work. Pre-IND (investigational new drug) meetings
and meetings before phase 2 are held if necessary. Clinical trials normally take
30 days for the approval of each phase. Outside expert committees for the
Institutional Review Board (IRB) and the Central Pharmaceutical Affairs Committees
do exist to consider applications. Korea is a vaccine manufacturing country.
Lot release testing and GMP inspections are an essential part of the review process.
Over 1.5 million dollars are spent each year in setting national standards and validation.
This is done by collaborative work with foreign institutions. Korea is collaborating
with the Japanese authorities to establish regional standards. WHO inspection helped
the approval of budget for further development of the Biologics Evaluation Center
and a project is under way with an intention to become a global training centre for
WHO.

Thailand

Mrs Teeranart Jivapaisarnpong and Mrs Suboonya Hutangkabodee indicated that
five units are involved in vaccine control functions as well as immunization safety,
including the Division of Biological Products. All six critical control functions are
met in Thailand. The Division covers laboratory control and lot release. GMP and
GCP policies are applied. Laboratory quality system is applied to the public testing
laboratory. GLP guidelines have been developed according to Organisation for
Economic Co-operation and Development (OECD) guidelines. Clinical trials are
required prior to new drugs registration. There are published guidelines for conduct
of studies and registration submission, which also relate to vaccines. An expert
committee exists for approval of biological products, including three experts who
are clinicians specialized in the field, and there is also expertise in epidemiology and
statistics included in the Ethics Committee of the Ministry of Public Health.
This committee oversees clinical trials, and there is in addition a special committee
for HIV vaccines. Other ethics committees exist, including for the Royal Army and
academies. The ethics committees are responsible for monitoring of trials in progress.
The sponsors normally share responsibility for monitoring of clinical trials.
From producing countries there needs to be a certificate of free sale. The Thailand
FDA has a special subcommittee for approval of clinical trial material, production
and procurement, and of safety monitoring. The approval procedure for licensing of
biological products also deals with amendments and complaints, and with proposed
changes to licensed products. Withdrawal of biological products from the market
falls under the same committee. The National Vaccine Committee has a subcommittee
that advises on vaccine administration and on guidelines for research. The Thai NRA
has no experience for investigation of new vaccines. The Thai government has put
clinical trial policy as a priority issue for national policy, and there is an annual meeting
of all the responsible authorities aimed at strengthening the national system for clinical
trial evaluation. A national ethics committee is due to be established in order to look
at safety; it will also audit other ethics committees. The national AIDS committee
has a strong monitoring system for clinical trials of HIV vaccines and the ethics
committee intends to make this generally applicable for all vaccine clinical trials.
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Summary of NRA activities for clinical trial evaluation

A tabular summary of the indicators for the function of clinical evaluation for each
of the participating NRAs was prepared together during the first afternoon session
coordinated by Dr Nora Dellepiane. Information was taken from the presentations
and when not specifically stated, by the NRA representative.

Critical function: Oversight of clinical trials (for evaluation of safety and
efficacy)

The indicators for this function are:

� Clinical trials conducted

� Legal provisions to oversee clinical trials (GCP, GLP, GMP)

� Ethical oversight of trials

� Published guidelines on the format of clinical data

� Expertise in epidemiology and statistics to advise on the set-up and analysis of
trials

� Access to experts in the product being tested (including experts in test
methods).

The objective was to be able to compare the status of the NRAs for these six indicators
and to use this informal table during the practical session to be held on the second
afternoon.

Pilot training course on clinical evaluation

Emma Uramis of WHO, Access to Technologies (ATT), Global Training Network
(GTN) and Dr Laura Rodrigues (course trainer) gave this presentation.

This course is a new part of the WHO GTN effort. (The original training centres
have been added to by an AEFI training centre in Tunisia.) Ms Uramis’s paper
presented the status of training in each of the training functions.

This new initiative is aimed at curriculum development for NRAs in the clinical
evaluation of vaccines. It includes the need to study vaccine performance and safety
after licensing. Defined learning objectives are aimed at making people competent to
identify important issues and to understand key concepts in laboratory sciences and
epidemiology and to think through the evaluation processes leading to regulatory
approval, the review process and what happens in other countries. In due course
there may need to be more focused and advanced programmes. In comments after
the presentation it was suggested that there should be feedback on the country situation.
Advanced training might also take place through country workshops for specific
purposes that have been identified by the countries concerned. (The training manual
prepared for and used in this course was included in the handouts for each participant
at the meeting.)
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ICH Global Cooperation Group for non-ICH countries

The International Federation of Pharmaceutical Manufacturers’ Associations
(IFPMA) is located in Geneva and is the host organization for the International
Conference on Harmonization (ICH). Dr Odette Morin gave the presentation.
The role of the ICH was explained in general terms. The ICH now has a single set
of requirements and a common technical document (CTD) format. There is an
international medical terminology (MedDRA)  developed to be used for the reporting
of drug adverse events. Ten  expert working groups of the ICH are functioning.
The NRAs of the three members of ICH (EU, Japan and USA) are committed to
integrate ICH guidelines into their national legislation. Non-ICH countries have
also been affected, but some guidelines are not confined to ICH countries and are
more generally applicable. In March 1999, the Global Cooperation Group (GCG)
was created, the major principles of which are to serve as a resource of information
for non-ICH countries, taking particular care not to impose their views. The group
meets 2–3 times a year. All guidelines are available on the web site www.ich.org.
There was a satellite meeting in November 2000 attended by more than
200 participants from non-ICH countries. The remit of the GCG has been recently
reconsidered. In addition to dissemination of information, the GCG would address
the request expressed by many non-ICH countries for a greater engagement with
the ICH process and support for capacity building. At the time of the ICH,
non-ICH countries will be included in six major conferences organized in Osaka in
November 2003. ICH is interested in inviting other collaboration initiatives.
The topics need to meet the needs of non-ICH countries and speakers from non-
ICH countries will be invited.

Other networks

European Central Laboratory Network: OMCL – Council for Europe/
European Directorate for the Quality of Medicines (EDQM)

Dr Jean-Marc Spieser of the OMCL made the presentation. In Europe, networking
of quality control laboratories of the official government laboratory institutions
(OMCLs) has been established by EDQM/Council of Europe, and Dr Spieser
explained how this has happened and the achievements so far. The institutions are
independent from manufacturers and from any other private system. The network is
coordinated by the European Directorate for Quality of Medicines, within a legal
environment. The objectives need to be realistic and not too ambitious at the start,
to exchange experience and working programmes, and to develop harmonized
approaches and programmes. Collaboration is at the heart of the initiative.
The arrangement is by voluntary commitment   of all members, with sharing of
work. Agreements are by general consensus (“you cannot vote on science”).
The institutional membership of the network is defined and independence and absence
of conflict of interests are essential, this being a requirement of membership.

Rules for working are defined. Membership is defined clearly and terms of reference.
Confidentiality is protected. Observer status is defined and partnership with other
institutions (e.g. WHO), is clarified. Rules for exchange of information are also
defined. The voting system has been established and decisions can only be taken in
plenary sessions and cannot be delegated. There is an annual meeting and occasionally
an extraordinary meeting. The plenary session is open to unlimited participation;
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one person per institution is funded and only one vote allowed per member state.
A steering and advisory committee meets from time to time and coordination is by a
scientific secretariat. Communication is a prerequisite for success, with ongoing
and strict rules for electronic exchange, email, database, network exchanges, etc.
There is an electronic newsletter and regular working groups. A rapid information
system for information exchange is essential. About 100 laboratories participate.

Mutual trust has been achieved and work sharing has been achieved, making the
system more efficient. Duplication and inefficiency have been reduced; there is
assistance to the countries participating, and help in developing systems of common
interest. A quality assurance (QA) system and a unique standard (ISO 17025) have
been established. There is a pool of auditors and approximately 40 peer reviewers
from the institutions. The audit report is confidential to the secretariat and to the one
who is audited, and there is ongoing performance assessment. This fosters mutual
recognition, with a work programme for each of the administrative procedures,
guidelines, internal standard operating procedures (SOPs). Regular explanatory and
communication meetings and training for the QA system is essential for the success
of the network. Almost all European countries (36 members and about
100 laboratories) participate, while there is privileged association with Australia
and Canada and close links with international institutions, such as WHO. The system
is dynamic, lively and participatory, with give and take. Suggestions for general
consideration by this meeting are: avoid duplication,   ensure mutual access to audit
reports, and ensure access to other relevant information,   including WHO. A steering
committee of 6–8 people is appointed every three years. The steering committee sets
rules and plans for the working arrangements, establishment of expert working
groups, etc.

ASEAN network

Dr Lucky Slamet described this NRA network, affecting all 10 countries in the
ASEAN region. The six original members have had a network for more than
20 years. The aim is to establish a fully functional arrangement that ensures technical
standards and is supported by a spirit of trust, and building towards the same level of
capacity and collaboration with WHO and with other UN organizations. The platform
is mainly concerned with quality assurance, standards, SOPs, GMP, GDP, evaluation
for marketing approval and pharmaceutical practices. There are two forums for
this: the ASEAN Working Group for Technical Cooperation in Pharmaceuticals
(AWG-TCP) (active since 1982) and the Pharmaceutical Products Working Group
(PPWG). AWG-TCP deals with transfer of knowledge and expertise; financial support
comes from WHO, the United Nations Development Programme (UNDP)
(for meetings) and Japan Pharmaceutical Manufacturers Associations (JPMA)
(provision of reference standards). Activities include exchange of information,
establishment of GMP guidelines, training on drug evaluation, development of
reference substances, and identification of herbal medicines in ASEAN region.
A number of manuals have been developed and produced over 20 years.  The details
and scope of these manuals were described in the slide presentation. The focus is on
training, but there are limits to the availability of persons suitable for training others.
The spirit is strong and commitment to this effort is considerable. The pharmaceutical
products working group (PPWG) is under a separate umbrella, falling under the
ASEAN consultative committee for standard and quality. The purpose is to remove
technical barriers to trade in the ASEAN Free Trade Area. This group meets two to
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three times a year. With ICH countries, limitations to adopt ICH requirements are
taken into account, and ASEAN common technical dossiers are being developed
that will be tried out over two years. This is to be implemented by the six original
countries in the first instance. Each country has its own lead programme. Cooperation
with international organizations and dialogue partners is encouraged and the private
sector (industry) is included in the network activity as observers. The strength of the
arrangement is the strongly shared political will. Common regulatory issues are
addressed without affecting sovereign right. Based on the ASEAN spirit there is
mutual sharing of technical information and competence. WHO is actively involved
in general coordination.  Issues of confidentiality and intellectual property have been
considered within the group, and the members differ in the degree to which they
implement patent regulations. The members are committed to bringing each of the
members to the same level on quality requirements in the first instance. Safety, efficacy
and quality requirements for new chemical entities are taken from ICH standards,
but quality standards for generic products are adjusted according to the ASEAN
norms (for example, stability requirements).

Objectives and role of the NRA network

Lahouari Belgharbi of WHO V&B ATT presented the objectives and roles of the
network. It was important for the meeting to consider global issues that may impact
negatively on immunization programmes (these include taking into account the need
for accelerated provision of vaccines for eradication programmes such as for polio
and measles so that there is sufficient vaccine production and availability. GMP needs
are increasing, and greater resources are needed for GMP. The gaps in regulation
between countries with a high income and developing countries remain, and it is
important that the wheel should not be reinvented in vaccine regulation.

What can WHO do? It could raise awareness of regulatory issues, guide development
of  viable local production, and assist in development of synergism between NRAs.
An institutional development plan in the regulatory process, supporting regulatory
networks, and promotion of collaboration and communication might be achieved by
the network. The countries need to think about sharing information, adding strategies
and skills, assisting with country assessment, linking with and influencing the
immunization programme, providing expertise to WHO to conduct country
assessments, and taking the initiative in network development.

Options for the network

Gillian Chaloner-Larsson presented several options and questions for an NRA
network to consider during the practical group meetings in the afternoon session.

The options presented included:

� What kind of activities can be shared?

� What activities will require legislation changes?

� What activities will require exchange of internal procedures between NRAs?

� What kind of criteria for recognition will be needed?

� What activities can be shared without compromising proprietary rights and
intellectual property of manufacturers?
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Questions to be considered included:

� What can be achieved by a network for clinical evaluation?

� How should it be set up?

� What kind of communications will be necessary?

� How will it sustain itself?

� What kind of commitment is necessary to ensure sustainability? To ensure
momentum?

� Should there be subgroups for specific activities?

� Will some play lead roles in the network? (star–satellite)

� What role should WHO play?

� What about GTN-specific training; other training; meetings; input?

Presentation of the practical session to develop action plans for the
NRA network

Lahouari Belgharbi presented the plans for the afternoon practical session.
This involved assigning the participants to three groups to consider different aspects
of setting up a network of NRAs. Each was to identify problems encountered in
establishing a network, identifying solutions and preparing an action plan to overcome
the constraints.

The following were the practical sessions.

� Group 1: Use of non-proprietary information

� Group 2: Reducing legal constraints

� Group 3: Procedure for establishing network.

Presentation of the actions plans

A spokesman for each of the three groups presented their action plans and timetables,
and discussions resulted in a revised three-part plan. The final version is attached in
Annex 3.

Conclusions

The chair closed the meeting, concluding there is an action plan and agreed time
schedules. Everyone was thanked for their participation. There is great hope for a
network and much has been achieved.
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Wednesday, 27 November 2002

09:00 Opening of the meeting
Welcome Address by Dr Daniel Tarantola, Director,
Department of Vaccines and Biologicals
Administrative announcements
Introduction of Chairperson and Rapporteur
Introduction of participants

09:30 Overview of the regulatory process for evaluation of new
vaccines
Current situation in clinical evaluation and possible approaches

(Dr Gillian Chaloner-Larsson)

10:30 Coffee break

11:00 Report from countries on the clinical evaluation function
(15 minutes each)

� Indonesia (Dr Lucky Slamet)
� India (Dr Ajay Tahlan)
� Brazil (Dr Dario Pinto Miranda)
� Cuba (Dr Rafael Perez-Cristia)

12:00 Discussion

12:30 Lunch

13:30 Report from countries on the clinical evaluation function
(15 minutes each)

� China (Dr Sang Guowei)
� South Africa (Dr T. Mathivha)
� Thailand (Mrs Teeranart Jivapaisarnpong)
� Korea (Dr Seok Lee)
� Russia (Professor N. Medunitsin)

14:45 Discussion

15:15 Coffee break

15:45 Summary of countries
(Dr Nora Dellepiane)

16:15 Training course on clinical evaluation: Background and needs
(Ms Emma Uramis)

Annex 1:
Agenda
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16:25 Training course on clinical evaluation:
Lessons learnt from the pilot course in Brazil

(Dr Laura Rodrigues)
16:35 Non-ICH countries initiatives

(Dr Odette Morin-Carpentier)
16:50 Lessons learnt from other networks: ASEAN network

(Dr Lucky Slamet)
17:05 Summary

(Chairperson)
17:15 Adjourn

Thursday, 28 November 2002

09:00 Introduction
(Chairperson)

Lessons learnt from other networks: OMCL
(Dr Jean-Marc Spieser)

09:30 Objectives and role of the NRA network
Discussion facilitated by Mr Lahouari Belgharbi

10:00 Coffee break

10:30 Options for the NRA network
Discussion facilitated by Dr Gillian Chaloner-Larsson

11:30 Working groups session on how to establish the network
Session facilitated by Mr Lahouari Belgharbi,
Dr Nora Dellepiane, Dr Gillian Chaloner-Larsson and
Ms Emma Uramis

12:30 Lunch

13:30 Working groups session on how to establish the network
Session facilitated by Mr Lahouari Belgharbi,
Dr Nora Dellepiane, Dr Gillian Chaloner-Larsson and
Ms Emma Uramis

15:00 Coffee break

15:30 Working groups session on how to establish the network (cont.)
Session facilitated by Mr Lahouari Belgharbi,
Dr Nora Dellepiane, Dr Gillian Chaloner-Larsson and
Ms Emma Uramis

16:00 Presentation by each working group. Summary on
proposal for establishing the NRA network and action points

(Mr Lahouari Belgharbi)
17:00 Closing

(Chairperson)
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Dr T. A. BEKTIMIROV, Deputy Director, L.A. Tarassevich State Research
Institute for Standardization and Control of Medical Biological Preparations,
41 Sivtsev Vrazhek, 119002 Moscow, Russian Federation
Tel.: +7 095 241 9069; Fax: +7 095 241 3922
Email: gisk@online.ru

Dr Gillian CHALONER-LARSSON, GCL Bioconsult, 130 Lewis Street,
Ottawa, Ontario K2P OS7, Canada
Tel.: +1 613 232 1600; Fax: +1 613 232 7018
Email: gclarsson@cs.com

Dr Rolando DOMINGUEZ Morales, Centro para el Control Estatal de la
Calidad de los Medicamentos CECMED, Calle 200 No 1706 entre 17 y 19,
Siboney, Playa, Ciudad de La Habana, APDO Postal 16065 CP 11600, Cuba
Tel.: +53 7 271 8767; Fax: +53 7 271 4023
Email: rol@cecmed.sld.cu

Professor Peter I. FOLB, Professor of Pharmacology, University of Cape Town,
Department of Pharmacology, K45, OMB, Groote Schuur Hospital,
Observatory, SA 7925 Cape Town, South Africa
Tel.: +27 21 406 6286; Fax: +27 21 448 1989
Email: pfolb@uctgsh1.uct.ac.za

Dr Sang GUOWEI, Deputy Director-General of SDA, State Drug
Administration, A38, Beilishilu, Beijing 100810, China
Tel.: +86 10 68 311 786; Fax: +86 10 68 337 662
Email: acmfdvke@public.bta.net.cn

Mrs Suboonya HUTANGKABODEE, Senior Expert in Safety and
Efficacy of Drugs and Drug Usage, Office of Food and Drug Administration,
Ministry of Public Health, Dept. of Communicable Disease Control,
Tiwanon Road, Nonthaburi 11000, Thailand
Tel.: +66 2 590 7143; Fax: +66 2 591 8446
Email: suboonya@health.moph.go.th

Mrs Teeranart JIVAPAISARNPONG, Director, Division of Biological Products,
Department of Medical Sciences, Ministry of Public Health, 88/7 gr 4,
Soi Bamradnaidoon, Amphur Muang, Nonthaburi 11000, Thailand
Tel.: +66 2 591 5448; Fax: +66 2 591 5448
Email: teena@health.moph.go.th

Annex 2:
List of participants
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Ms Ju Hye KANG, Division of Biochemical Pharmacology, Pharmacology Dept.
Nat’l Institute of Toxicological Research, Korea Food and Drug Administration,
5 Nokbun-Dong Eunpyung-Gu, Seoul 122 704, Republic of Korea
Tel.: +82 2 380 1812(3); Fax: +82 2 380 1814
Email: rudia78@kfda.go.kr

Dr Seok H. LEE, Director-General, Center for Biologics Evaluation,
Korea Food and Drug Administration, 5, Nokbun-dong Eunpyung-gu, Seoul,
122 704, Republic of Korea
Tel.: +82 02 388-0123; +82 02 380-1684; Fax: +82 02 383-8322
Email: seok_lee@kfda.go.kr

Dr T M MATHIVHA, Vice-Chairperson, Medicines Control Council,
The Registrar of Medicines, Private Bag X828, 0001 Pretoria, South Africa
Tel.: +27 31 460 5000; Fax: +27 12 323 4474
Email:

Dr Nontombi MBELLE, Clinical Evaluation Expert, Directorate: Medicines
Evaluation and Research, Medicines Control Council, The Registrar of Medicines,
Private Bag X828, 0001 Pretoria, South Africa
Tel.: +27 12 312 0285/0008; Fax: +27 12 323 4474
Email:

Professor N. V. MEDUNITSIN, Director, Tarassevich State Research Institute
for Standardization and Control of Medical Biological Preparations,
Sivtsev Vrazhek 41, Moscow, 121002, Russia
Tel.: +7 095 241 3922; Fax: +7 095 241 3922
Email: gisk@online.ru

Dr Odette MORIN, Director, Regulatory and Scientific Affairs,
International Federation of Pharmaceutical Manufacturers Association,
P.O. Box 753, 30 rue de St-Jean, 1211 Genève 18, Switzerland
Tel.: +41 22 338 3200; Fax: +41 22 338 3299
Email: O.Morin@ifpma.org

Dr Rafael PEREZ CRISTIA, General Director, Centro para el Control Estatal de
la Calidad de los Medicamentos CECMED, Calle 200 No 1706 entre 17 y 19,
Siboney, Playa, , Ciudad de La Habana, APDO Postal 16065 CP 11600, Cuba
Tel.: +53 7 339 381; Fax: +53 7 271 4023
Email: rpc@cecmed.sld.cu

Dr Dario PINTO Miranda, Agência Nacional de Vigilância Sanitária,
(GPBIH/ANVISA), SEPN 515, Bloco B, Ed. Omega, 2 andar Sala 06,
Brasilia – DF, CEP 70770-502, Brazil
Tel.: +55 61 448 1468; Fax: +55 61 448 1212
Email: dario.miranda@anvisa.gov.br
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Dr Laura RODRIGUES, Taught Course Director ITD, Reader in Communicable
Disease Epidemiology, Department of Infectious and Tropical Diseases,
Room 258b, London School of Hygiene and Tropical Medicine, Keppel Street,
London WUE TNT, United Kingdom
Tel.: +44 207 927 2909; Fax: +44 207 637 4314
Email: Laura.Rodrigues@lshtm.ac.uk

Dr Paula Frassineti Guimaraes de SÁ, Agência Nacional de Vigilância Sanitária,
(GPBIH/ANVISA), SEPN 515, Bloco B, Ed. Omega, 2 andar Sala 06,
Brasilia – DF, CEP 70770-502, Brazil
Tel.: +55 61 448 1214; Fax: +55 61 448 1249
Email: paula.sa@anvisa.gov.br

Dr Lucky S. SLAMET, Deputy for Therapeutic Products, Narcotic,
Psychotropic and Addictive Substance Control, Directorate General of Food and
Drug Control, Ministry of Health, The Republic of Indonesia, Ministry of Health,
National Agency of Drug and Food Control, Jalan Percetakan Negara No. 23,
Jakarta Pusat 10560, Indonesia
Tel.: +62 21 424 4755 ext 103; Fax: +62 21 424 3605
Email: Regobpom@indo.net.id / deputi1@pom.go.id

Dr J-M. SPIESER, EDQM, European Pharmacopoeia,
224-226 avenue de Colmar, 67100 Strasbourg, France
Tel.: +33 3 88 41 21 84; Fax: +33 3 88 41 27 71
Email: jeanmarc.spieser@pheur.org

Dr Ajay K TAHLAN, Joint Director, Central Drugs Laboratory,
Central Research Institute, Kasauli, 173204 Himachal Pradesh, India
Tel.: +91 792 272046; Fax: +91 792 272049
Email: ajaytahlan@yahoo.co.in

Dr Antonia Retno Tyas UTAMI, National Agency of Drug and Food Control,
National Agency of Drug and Food Control Indonesia,
Jl. Percetakan Negara No. 23, Jakarta, 10560 , Indonesia
Tel.: +62 21 424 5459 ext 105; Fax: +62 21 424 3605
Email: penilainobat@pom.go.id

WHO Secretariat

Regional offices

Mr Denis MAIRE, WHO Regional Office for Europe, 8, Scherfigsvej,
2100 Copenhagen, Denmark
Tel.: +45 39 17 15 34; Fax: +45 39 17 18 63
Email:  dgm@who.dk

Dr Jaspal SOKHEY, WHO Regional Office for South-East Asia,
World Health House, Indraprastha Estate, Mahatma Gandhi Road,
New Delhi-110002, India
Tel.: +91 11 337 0804; Fax: +91 11 337 0106
Email: sokheyj@whosea.org



�(��������	
���

Mr Wayne ANTKOWIAK, Regional Office for the Western Pacific (WPRO),
PO Box 2932, Manila 1000, Philippines
Tel.: +63 2 528 9751; Fax: +63 2 521 1036
Email: antkowiakw@wpro.who.int

WHO headquarters
20, Avenue Appia, CH-1211 Geneva 27, Switzerland

Health Technology and Pharmaceuticals (HTP) cluster,
Vaccines and Biologicals (V&B)

Dr Daniel TARANTOLA, Director, V&B/HTP
Tel.: +41 22 791 2779; Fax: +41 22 791 4227
Email: tarantolad@who.int

Dr Nora DELLEPIANE, Acting Coordinator, Access to Technologies (ATT),
V&B/HTP
Tel.: +41 22 791 4788; Fax: +41 22 791 4384
Email: dellepianen@who.int

Ms Emma URAMIS, Coordinator, Global Training Network (GTN),
ATT/V&B/HTP
Tel.: +41 22 791 3579; Fax: +41 22 791 4384
Email: uramise@who.int

Mr Lahouari BELGHARBI, ATT/V&B/HTP
Tel.: +41 22 791 4788; Fax: +41 22 791 4384
Email: belgharbil@who.int

Dr Marie-Paule KIENY, Director, Initiative for Vaccine Research (IVR),
V&B/HTP
Tel.: +41 22 791 3591; Fax: +41 22 791 4860
Email: kienym@who.int

Dr Maria-Teresa AGUADO, Coordinator, Research on Bacterial Vaccines
(BAC), IVR/V&B/HTP
Tel.: +41 22 791 2644; Fax: +41 22 791 4860
Email: aguadom@who.int

Dr José ESPARZA , Coordinator, Research on Viral Vaccines (VIR),
IVR/V&B/HTP
Tel.: +41 22 791 4392; Fax: +41 22 791 4865
Email: esparzaj@who.int

Dr Saladine OSMANOV, VIR/IVR/V&B/HTP
Tel.: +41 22 791 4393; Fax: +41 22 791 4865
Email: osmanovs@who.int
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Dr David WOOD, Acting Coordinator, Quality Assurance and Safety:
Biologicals (QSB), V&B/HTP
Tel.: +41 22 791 2529; Fax: +41 22 791 4971
Email: woodd@who.int

Dr Ivana KNEZEVIC, QSB/V&B/HTP
Tel: +41 22 791 3136; Fax: +41 22 791 4971
Email: knezevici@who.int

Communicable Diseases (CDS) cluster, UNDP/World Bank/WHO Special
Programme for Research & Training in Tropical Diseases (TDR)

Dr Juntra LAOTHAVORN, Product Research and Development (PRD),
TDR/CDS
Tel.: +41 22 791 3867; Fax: +41 22 791 4383
Email: karbwangj@who.int
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Annex 3:
Action plan for NRA network

Group 1: Use of non-proprietary information
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Group 3: Procedure for establishing network
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Department of Vaccines and Biologicals
Health Technology and Pharmaceuticals

World Health Organization

CH-1211 Geneva 27

Switzerland

Fax: +41 22 791 4227

Email: vaccines@who.int

or visit our web site at: http://www.who.int/vaccines-documentsWHO

The Department of Vaccines and Biologicals was
established by the World Health Organization
in 1998 to operate within the Cluster of
Health Technologies and Pharmaceuticals. The
Department’s major goal is the achievement of a
world in which all people at risk are protected
against vaccine-preventable diseases.

Five groups implement its strategy, which starts
with the establishment and maintenance of norms
and standards, focusing on major vaccine and tech-
nology issues, and ends with implementation and
guidance for immunization services. The work of
the groups is outlined below.

The Quality Assurance and Safety of Biologicals team
team ensures the quality and safety of vaccines
and other biological medicines through the devel-
opment and establishment of global norms and
standards.

The Initiative for Vaccine Research and its three
teams involved in viral, bacterial and parasitic

diseases coordinate and facilitate research and
development of new vaccines and immunization-
related technologies.

The Vaccine Assessment and Monitoring team
assesses strategies and activities for reducing
morbidity and mortality caused by vaccine-
preventable diseases.

The Access to Technologies team endeavours to
reduce financial and technical barriers to the intro-
duction of new and established vaccines and
immunization-related technologies.

The Expanded Programme on Immunization develops
policies and strategies for maximizing the use of
vaccines of public health importance and their
delivery. It supports the WHO regions and countries
in acquiring the skills,competence and infrastructure
needed for implementing these policies and
strategies and for achieving disease control and/or
elimination and eradication objectives.
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