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International Harmonization

Improving drug regulation
as part of health systems
strengthening
Major trends relating to regulatory support
for medical products present medicines
agencies and WHO with numerous
challenges. The increasing complexity of
regulatory work — whether as a result of
new technologies, globalization of com-
mercial activities or internationalization of
product development — is particularly
onerous.

Increasing autonomy of management and
decision-making in governmental regula-
tory systems, together with greater
interaction between regulators and the
private sector in the development of
standards and regulations has led to the
need for greater efforts to improve inter-

action between regulatory agencies and
civil society, scientific institutions,
governmentally-managed health insur-
ance systems and reimbursement
schemes.

Given the current fast-paced and exacting
climate, it is difficult for regulators to draw
a fair balance between the potential risks
of a new medicine and public expecta-
tions of availability and safety. Addition-
ally, the introduction of high performance
information systems and instant access
together with demand for relevant, quality
information puts greater pressure on
regulators to react professionally and with
transparency in a minimum of time.

In spite of many positive developments in
the Global regulatory arena it is worrying
that the gaps among regulatory systems

14th International Conference of Drug Regulatory
Authorities

The success of the recent 14th International Conference of Drug Regulatory Authori-
ties (ICDRA) held in Singapore from 30 November to 3 December was attested by the
presence of 345 participants from over 90 agencies. In addition to the event, partici-
pants were invited to celebrate thirty years of ICDRAs. Both developed and develop-
ing country officials joined in confirming the value and impact of this forum to national,
regional and international medicines regulation by contributing to seven plenaries and
nineteen parallel workshops. The quality of the information offered and the lively dis-
cussion led to adoption of recommendations which regulators consider important in
assuring the quality, safety and efficacy of medicines. These are set out below and on
the following pages.

The 14th ICDRA was hosted by the Health Sciences Authority of Singapore in collabo-
ration with the World Health Organization. The Conference continues to be a corner-
stone of international harmonization of medicines regulation and is highly appreciated
for the platform it provides in highlighting matters of urgency and relevance to an often
difficult but vital sector of the health care system.

ICDRA RECOMMENDATIONS
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are rather increasing than decreasing.
This is partly caused by the human and
financial resource gap existing between
well-resourced and resource-constrained
settings.

A medical products regulatory system,
supported by relevant legislation, is an
essential component of a functioning
health system. A medicines regulatory
system includes, at the very least, the
necessary legislation and regulation, a
regulatory authority which subjects all
pharmaceutical products to premarketing
evaluation, marketing authorization and
postmarketing surveillance. The regula-
tory system should also include an
inspectorate, access to a medicines
quality control laboratory, enforcement
mechanisms and safety monitoring.

Moderators
John Lim, Singapore and Thomas
Lönngren, European Union

Presentations
Challenges of biomedical advancement –
evolving role of the regulator. John Lim,
Singapore

Drug regulation and public health in the
EU. Thomas Lönngren, EU

Strengthening regulatory capacity around
the Globe: our common and vital interest.
Margaret Hamburg, USA

Recommendations

WHO should:

• Continue to assist medicines regulatory
authorities (MRAs) in garnering political
support at national or regional levels to
build regulatory capacity.

• Work with Member States in ongoing
promotion of collaboration and coordi-
nation to develop MRA capacity in
pharmacovigilance, identifying core
minimum functions, and mapping of
major initiatives that may facilitate
cooperation.

Medicines regulatory authorities should:

• Commit to and collaborate in prioritizing,
developing and teaching regulatory
science to strengthen scientific robust-
ness in advancing regulatory innovation
and thought leadership, exploring new
regulatory tools and frameworks, and
conducting environmental scanning.

• Keep abreast of developments in health
technology assessment  to minimize
duplication of activities and explore
ways to better interface with parties
involved in health technology assess-
ment.

• Take account of the wider health and
non-health environment in which they
operate nationally and internationally,
proactively strengthen networks, en-
gage stakeholders, and clarify policies
and positions in order to enhance their
regulatory mission and effectiveness,
especially in crisis preparedness and
risk management.

• Work with their governments to reiterate
to the WHO governing bodies (World
Health Assembly and Executive Board)
the importance of strengthening regula-
tory capacity and cooperation as an
essential part of overall health systems
strengthening.

Collaboration and
cooperation among
regulatory agencies
The rapid advancement in biomedical
sciences and the invention of novel
therapeutic products have made it more
critical than ever for medicines regulatory
agencies to work together to achieve the
goal of protecting and advancing public
health.

The 14th ICDRA re-affirmed the impor-
tance of regional harmonization efforts
which are already on-going in different
parts of the world in various forms and
models. It was also recognized that WHO

International Harmonization
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could further support these collaborative
initiatives by providing technical assist-
ance where capacity building is needed.
Furthermore, WHO is in a unique position
to facilitate networking and information
exchange among regulators.

Moderators
Supriya Sharma, Canada and Christina
Lim, Singapore

Presentations
Recent developments in cooperation of
regulatory authorities among ASEAN
countries. Yuppadee Javrongrit, Thailand

Collaboration among regulatory authori-
ties in the European Union: a micro-
agency perspective. Alar Irs, Estonia

First joint product assessment experience
from EAC partner states. Hiiti Sillo,
Tanzania

Reporting back from the pre-ICDRA
meeting. Stewart Jessamine, New Zea-
land

Recommendations

Regional working groups should:

• Strengthen efforts to build capacity to
develop/adopt common technical
standards and requirements.

WHO should:

• Provide a mechanism for sharing
ongoing regional harmonization activi-
ties and provide technical assistance
and extend existing training pro-
grammes to Member States when
needed.

• In view of the positive outcome of the
EAC/WHO pilot project on joint evalua-
tion, help to establish a mechanism for
collaboration with other regional group-
ings in similar joint evaluation projects.

• Provide a protected electronic platform
for regulators to share information and
experience on specific regulatory topics
of common interests, similar to that for
the Paediatric Medicines Regulators
Network (PmRN).

• Facilitate twinning of less developed
agencies with well-established agencies
for capacity building and training.

Report from the pre-ICDRA meeting:
Effective collaboration: the future

for medicines regulation

Recommendations

Promotion of increased regulatory
effectiveness

WHO should:

• Actively promote cooperation and
collaboration programmes and use
information generated by other MRAs
as a tool to improve regulatory capacity
and effectiveness.

• Collect best practices of collaboration
and cooperation between medicines
regulatory authorities including informa-
tion exchange, joint assessments and
inspections and activities aimed at
reducing duplication.

• Work with national MRAs to define
recommended elements of model
product assessment reports, including
benefit risk considerations. WHO should
facilitate the sharing of model assess-
ment reports and promote the optimal
use of public information on marketing
authorization assessments and product
information.

• Encourage MRAs to implement quality
management systems and undertake
benchmarking of their regulatory sys-
tems and processes to enhance regula-
tory performance.

International Harmonization
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Improved Inspection processes

WHO should:

• Encourage Member States to make
more information about GMP and GCP
inspections public and/or accessible to
other regulators.

• Actively promote the use of the WHO
collaborative procedure for inspections
to regulatory authorities with limited
resources.

• Coordinate a review of the current risk
management approach to regulation of
the API supply chain.

Clinical trial initiatives

WHO should:

• Encourage improved regulation of
clinical trials through better cooperation
e.g., by expanding the African Vaccine
Regulatory Forum (AVAREF) to all
medicines and involving additional
Member States. Applying AVAREF
experience in other WHO regions
should be explored.

• Consider establishing an advisory
network for clinical trial and GCP related
issues.

Well-resourced medicines regulatory
authorities should:

• Publish information related to marketing
authorizations and their variations in
clearly identifiable sections of their web
sites in a form that is readily accessible
to other regulatory authorities.

• Continue to provide technical assistance
concerning clinical trial oversight sys-
tems and assist through joint assess-
ment of complex cases (e.g., childhood
vaccination, biological products) of
clinical trial applications.

Medicines regulatory authorities should:

• Take account of one another’s work with
a view to improving the efficiency of the
global regulatory system.

• Commit resources to form cooperative
networks based on uniformity of stand-
ards and inspection systems.

• Engage with regional and international
initiatives promoting harmonization,
information sharing and use of data
generated by other regulators as a tool
for improving timely access to medi-
cines and medical products.

• Actively support the establishment of
robust harmonized clinical trial oversight
mechanisms in all Member States.

Inspection initiatives

• Medicines regulatory authorities should
actively participate in inspection consor-
tia and other collaborative arrange-
ments aimed to increase efficiencies
and reduce duplicative efforts .

Specific regulatory initiatives

WHO should:

•  Encourage regulators operating
schemes that openly and transparently
utilize data from other countries (e.g.,
Canada, New Zealand, Singapore and
Switzerland) to:

- Document their processes and experi-
ences to provide a resource for use by
other countries;

- Engage with consortia such as APEC
to develop a framework for good
review practices and a common
approach to using other regulators’
information;

- Undertake research to validate the
safety of their approach to regulation;

International Harmonization
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- Work with highly evolved agencies,
such as the US FDA and European
Medicines Agency (EMA), in devising
initiatives to improve regulatory
science and the risk management
approach required by new approaches
to regulation.

Biosimilars
Biosimilars should be regulated as
biologicals. Therefore, a generic medi-
cines (“biogeneric”) regulatory approach
is not appropriate and should not be
used. For copy products already licensed
as “biogenerics”, Member States are
encouraged to develop/update risk
management strategies.

Member States are encouraged to
implement WHO Guidelines on evaluation
of similar biotherapeutic products as a
whole. This means that only products
licensed on the basis of the full compara-
bility study, should be considered and
named as similar biotherapeutics.

Clinical and statistical expertise in Mem-
ber States should be strengthened to
improve evaluation of the data submitted
by the manufacturers for licensing.

Additional efforts are needed to address
specific issues related to pharmaco-
vigilance of biosimilars.

Moderators
Elwyn Griffiths, Canada and Arpah Abas,
Malaysia

Presentations
Diversity of regulatory requirements and
way forward Arpah Abas, Malaysia

Clinical evaluation of similar biotherapeu-
tic products Sookyung Suh, Republic of
Korea

Round table discussion
Yanet Hechavarria Nunez, Cuba,
Prapassorn Thanaphollert, Thailand,
Kai Tong Tam and Wang Woon Poh,
Singapore, Laura Castanheira, Brazil

Recommendations

WHO should:

• Consider developing guidelines on risk
management strategies for copy prod-
ucts already licensed as “biogenerics”.

• Develop a template for Member States
to share information on the scientific
basis for licensing biosimilars.

• Supplement its guidance on evaluation
of similar biotherapeutic products by
providing guidelines for evaluation of
biotherapeutic products in general.

• Conduct a review of existing interna-
tional reference preparations for assay
of biotherapeutics, identify gaps and
take action to fill those gaps.

Blood and blood products
This session reported on WHO follow-up
action in response to Recommendations
made at the 13th ICDRA. Building techni-
cal capacity of national regulatory sys-
tems and national regulatory authorities
will be the next fundamental steps for
effective control of blood products. The
session aimed to identify main priorities
and mechanisms to move forward and
the type of assistance expected from
WHO by Member States.

Moderators
Jay Epstein, USA and Lucky Slamet,
Indonesia

Presentations
World Health Assembly Resolution on
availability, quality and safety of blood
products. Ana Padilla, WHO

Impact of WHO Guidelines on GMP for
Blood Establishments. Christian
Schaerer, Switzerland

Regulation of advanced blood cell thera-
pies. Klaus Chichutek, Germany

Assessment criteria for national blood
regulatory systems. Peter Ganz, Canada

International Harmonization
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Panel Discussion
Ways forward to strengthening blood
products regulation. Joao Batista da
Silva, Brazil, Isabelle Sainte-Marie,
France, Eric Karikari-Boateng, Ghana,
Diana Teo, Singapore

Recommendations

WHO should:

• Focus on capacity building for imple-
mentation of quality assurance systems
for blood and blood products through
development of independent regulatory
authorities.

• Primary attention should be placed on
strengthening regional regulatory
networks.

• Facilitate education and training to
make best use of the GMP Guidelines
for Blood Establishments and the BRN
Assessment Criteria for National Blood
Regulatory Systems.

Member States should:

• Give primary attention to establishment
of appropriate national legal frameworks
for blood product regulation and em-
powerment and support of an effective
regulatory authority in implementing
WHA Resolution 63.12.

• Consider adoption of the WHO Guide-
lines on GMP for Blood Establishments
and the BRN Assessment Criteria for
National Blood Regulatory Systems as
strategies to strengthen blood regulation
in their jurisdictions.

WHO and Member States should:

• Take advantage of existing systems
such as economical and regulatory
regional and sub-regional networks to
advance blood products regulations.

Herbal medicines: current
regulatory challenges and
cooperation
Through continuous effort at country level
and collaboration with WHO, regulation of
herbal medicines has been strengthened
and data on regulatory experiences
collected in more than 60% of WHO
Member States.

The workshop was organized to present
examples of current major regulatory
challenges concerning herbal medicines:
both national experiences and topics
identifying high priorities. It also reported
on progress in global regulatory coopera-
tion by the International Regulatory
Cooperation for Herbal Medicines (IRCH).
Discussion focused on how collaboration
among regulatory authorities could
address and overcome challenges and
identify collaborative initiatives for improv-
ing regulation of herbal medicines.

Moderators
Kustantinah Soerjosoebandora, Indone-
sia and Akua Amartey, Ghana

Presentations
Current regulatory challenges relating to
herbal medicines:  Adulteration of herbal
medicines. Muhammad Lukmani Ibrahim,
Malaysia

Current regulatory challenges relating to
herbal medicines:  Evidence for Health
Claim. Jenny Bernett, Australia

Experience of regulatory cooperation -
International Regulatory Cooperation for
Herbal Medicines (IRCH). Shen Kuan
Yee, Singapore

Challenges in regulation of herbal medi-
cines in Ghana. Akua Amartey, Ghana

Challenges and opportunities in regulation
of herbal medicines in Indonesia.
Kustantinah Soerjosoebandora, Indonesia

International Harmonization
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Recommendations

Member States should:

• Strengthen national capability in the
implementation of regulation on herbal
medicines.

• Include traditional medicine/complemen-
tary and alternative medicine (TM/CAM)
in the national health plan as appropri-
ate.

• Be a member of a regulatory coopera-
tion group, such as the International
Regulatory Cooperation for Herbal
Medicines (IRCH) and its working
groups, for mutual benefit and achieving
substantial progress.

WHO should:

• Further support Member States in the
integration of TM/CAM into national
health systems, where appropriate, and
to develop tools supporting Member
States to establish relevant policies and
regulations in TM/CAM towards integra-
tion.

• Continue coordinating the network of
IRCH in general and specifically by:
providing technical support to the work
of IRCH and its working groups, improv-
ing the WHO Mednet-based information
exchange tool for IRCH and developing
other tools to support Member States in
sharing technical information on the top
priority issues identified by IRCH.

Paediatric medicines
As a follow up to recommendations made
at the 13th ICDRA and the pre-ICDRA
meeting concerning medicines for chil-
dren, a workshop was organized to
consider two important issues: clinical
trials in children and experience of
registration/licensing essential medicines
for children.

The presentations included an overview
of some of  the issues to do with clinical

trials in children from the European
perspective; experience to date of clinical
trials in children in Malaysia and experi-
ences from South Africa and Ghana of
licensing essential medicines for children.

Moderators
Murray Lumpkin, USA and Vasyl Blikhar,
Ukraine

Presentations
Optimizing clinical trial design for paediat-
ric populations. Agnes Saint Raymond,
EU

Experience with authorizing paediatric
clinical trials. Selvaraja Seerangam,
Malaysia

Availability of Essential Medicines for
Children in South Africa: situation analy-
sis and what regulators can do to  im-
prove it. Khadija Jamaloodien, South
Africa

Availability of Essential Medicines for
Children: registered medicines in Ghana.
Delese Darko, Ghana.

Recommendations

WHO should:

• Enhance and foster collaboration and
communication between MRAs (through
the Paediatric Medicines Regulators
Network (PmRN) and other mecha-
nisms), especially on:

- common standards for clinical trials in
children.

- capacity to assess clinical trials in
children.

- development of innovative pharma-
covigilance methods to enhance
reporting of adverse reactions related
to use of medicines in children.

• Support countries to evaluate and adopt
appropriate incentives and legislative
structures to encourage development of
optimal medicines for children.

International Harmonization
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• Work with countries to foster effective
interaction between regulators and
paediatricians to promote development
and licensing of better medicines for
children.

• Work with countries and regulators as
well as industry to define efficient
regulatory pathways for medicines for
children.

Vaccines and biologicals
Moderators
Jianhua Ding, China and Karen Midthun,
USA

Presentations
The paradigm has changed — meningo-
coccal A conjugate, a vaccine designed
for Africa. Mahamadou Compaore,
Burkina Faso

Linking regulatory decisions and public
health decisions for vaccines. Lucky
Slamet, Indonesia

On the problem of finding an adventitious
agent in an approved biological. Karen
Midthun, USA

Recommendations

Member States should:

• Strengthen interactions between regula-
tory agencies and immunization pro-
grammes.

• Improve capacity to evaluate causality
for adverse events following immuniza-
tion.

• Strengthen crisis communication skills
to manage vaccine safety events.

WHO should:

• Assist countries to leverage regulatory
evaluations conducted elsewhere to
expedite national approval of vaccines
of public health importance.

• Enhance the ability of countries to
assess and respond to adverse events
following immunization.

• Facilitate the interactions between
NRAs and national immunization
advisory committees, to enable con-
tinuous assessment of the benefits and
risks of vaccines.

• Assist countries to develop risk manage-
ment strategies to respond to scientific
advances for detection of adventitious
agents in biological medicines.

• Enhance communications to countries
on regulatory decisions by reference
NRAs on prequalified vaccines.

Pandemic H1N1: lessons
learned
Moderator
Klaus Cichutek, Germany

Presentations
Regulators response to a Pandemic:
lessons learnt. Pia Caduff, Switzerland

Views from a country receiving donated
products. Delese Darko, Ghana

The international dimension of the regula-
tory response to the H1N1 pandemic.
Cathy Parker, Canada

Recommendations

Member States should:

• Make regulatory preparedness for
pandemic influenza essential in all
countries.

National regulatory authorities (NRAs)
should:

• Review lessons learned from the H1N1
pandemic to be better prepared in the
future.

• Improve crisis communications skills
and capacity, especially for product
safety in a pandemic scenario.

International Harmonization
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• Ensure scope for flexibility to adapt to
evolving circumstances in an emer-
gency.

• Utilize existing networks, infrastructures
and tools for information sharing,
wherever possible.

WHO should:

• Strengthen international collaboration
on pandemic safety surveillance and
communications.

• Provide technical assistance to regula-
tors in recipient countries on the quality,
safety and efficacy of products donated
to respond to public health emergen-
cies.

• Promote international regulatory re-
search to enable access to pandemic
influenza vaccines and drugs in a more
timely way.

• Strengthen regulatory capacity to
catalyse and support efforts to increase
influenza vaccine production worldwide.

• Utilize the model of global networking of
regulators used in the H1N1 pandemic
in any future public health emergency of
international concern.

• Consolidate and share safety informa-
tion between countries to support
national regulatory decisions.

Interchangeability
Moderators
Ian Hudson, United Kingdom and Ashraf
Bayoumi, Egypt

Presentations
Implementing new EU bioequivalence
guidelines with emphasis on biowaiver
option. Ian Hudson, United Kingdom

Assessment of bioequivalence studies:
experience from WHO Prequalification
Programme. Jan Welink, The Nether-
lands

Experience of implementing bioequiva-
lence requirement in Ethiopia. Mengistab
W. Areagy, Ethiopia

How to prove interchangeability of ge-
neric medicines with originators: Korean
experience. Sangaeh Park, Republic of
Korea

Recommendations

Medicines regulatory authorities should:

• Encourage comparability of products
and promote exchange of information
and reliance upon evaluation efforts of
“reference” regulatory authorities.

• Request manufacturers to provide
information proving that the product
submitted has the same safety, efficacy
and quality profile as the product
originally approved by the “reference”
regulatory authority. If alternative
manufacturing sites, processes or
formulation not covered by the original
approval by the “reference” authority are
used, it is important to link modifications
to support the conclusion that the
“reference” regulatory authority evalua-
tion will in fact still be informative and
can be relied on.

Pharmacovigilance
Although pharmacovigilance (PV) is now
firmly established in industrialized coun-
tries, it is still a new concept in many
others. Current interest from global health
initiatives, particularly in public health
programmes, are providing opportunities
to introduce the basic principles of PV in
resource-limited settings. However, these
must be appropriately aligned to country
needs and capacity if they are to have a
long-term impact. The workshop was
planned to underscore the place of PV in
a regulatory framework, to highlight the
importance of PV in informing policies in
priority disease programmes, to discuss
issues in communication and information

International Harmonization



12

WHO Drug Information Vol. 25, No. 1, 2011

sharing between countries and to deline-
ate the minimum PV capacity that is
needed to address these concerns.

Moderators
Cheng Leng Chan, Singapore and Luisa
Helena Valdivieso, Venezuela

Presentations
Minimal capacity for vaccine vigilance.
Murilo Freitas Dias, Brazil

Working with public health programmes:
addressing minimum requirements for
Pharmacovigilance. Helen Byomire,
Uganda

Recent developments in monitoring of
adverse drug reactions in China. Min Yan,
China

Pharmacovigilance in the national HIV/
AIDS treatment programme. Olena
Matveyeva, Ukraine

Recommendations

WHO should:

• Make pharmacovigilance a key topic of
the next ICDRA.

• Reinforce recommendations that the
pharmacovigilance system be nested
within the healthcare system to address
multiple growing safety needs.

• Develop robust strategies for sharing
safety information.

• Target training on risk communication
and crisis handling and develop plat-
forms for sharing good pharmacovigi-
lance cases.

• Integrate the minimum core require-
ments for vaccine monitoring through
the WHO Programme for International
Drug Monitoring.

Member States should:

• Integrate PV into proposals to the
Global Fund to fight AIDs, Tuberculosis
and Malaria and other donors.

• Ensure  funds are not diverted to non-
PV activities within the healthcare
system.

• Implement at least minimum core re-
quirements for pharmacovigilance as
integral components of drug regulation
and paramount in safeguarding public
health.

• Ensure good collaboration between
pharmacovigilance centres and public
health programmes.

Good regulatory practices:
developing business processes
Moderators
Nazarita Tan Tacandong, Philippines and
Patrick Deboyser, European Union

Presentations
Innovative Review Practices for better
efficiencies. Daniel Tan, Singapore

Establishing quality management sys-
tems. Petra Doer, Switzerland

New work procedures and IT systems for
licensing. Flavia Morais, Brazil

Recommendations

WHO should:

• Collect best practices in respect of
implementation of quality management
systems (QMS) by national regulatory
authorities and explore the possibility of
creating a model QMS for medicines
regulatory authorities with guidance for
its implementation.

• Establish a scheme for the exchange of
complete medicines assessment reports
(complementary to public assessment

International Harmonization
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reports) between medicines regulatory
authorities, for the purpose of abridged
authorization procedures based on the
authorization granted by another medi-
cines regulatory authority.

Stability
This workshop presented experience
gathered during implementation of
recently published new and revised WHO
guidelines regarding stability require-
ments for both medicines and vaccines.

The discussion on stability-related regula-
tory requirements for medicines have
been on the agenda of previous ICDRAs
and have triggered numerous recommen-
dations. This is the first time that vaccines
were also discussed in a full session.

Presentations described harmonization
efforts undertaken within various national
and regional settings and the prequalifi-
cation programmes operated by WHO.
The presentation on vaccine stability
described new trends in implementation.

Moderators
Lucky Slamet, Indonesia and Elwyn
Griffiths, Canada

Presentations
Implementation of medicines stability
testing requirements worldwide and in
different regional contexts. Justina
Molzon, USA

Experience of assessing stability data
provided by applicants to the WHO
Prequalification Programme. Gabriel
Kaddu, Uganda

Stability evaluation of vaccines: lessons
learnt. Teeranart Jivapaisarnpong, Thai-
land

Recommendations

National regulatory authorities should:

• Communicate requirements for stability
studies needed to update the current list

annexed to the WHO Stability Guide-
lines for Medicines.

• Implement WHO Guidelines on Stability
Evaluation of Vaccines, as a whole.

• Ensure that vaccine stability evaluation
should focus on the assessment of real
time-real condition studies and a life
cycle of stability evaluation.

• Strengthen statistical expertise to
improve evaluation of the data submit-
ted by manufacturers.

Manufacturers, particularly those inter-
ested in participating in the WHO Pre-
qualification Programme for Medicines,
should consider the new requirements set
at 30 ºC 75% RH as of September 2011.

WHO should :

• Update the above-mentioned WHO
Stability Guidelines for Medicines list.

• Publicize information on the new re-
quirements.

• Continue organizing workshops on
implementation of vaccine stability
evaluation.

• Assist NRAs in evaluating stability data
by providing additional tools for review
of thermal stability studies.

Clinical trials and globalization
Noting that clinical trials have now be-
come a global enterprise with trials being
conducted in many countries around the
world, the workshop was organized to
discuss the impact of globalization on
clinical trials — both on the conduct of
clinical trials and on the use of data from
these trials for national regulatory deci-
sion making when data come from clinical
trials conducted internationally and often
in different ethnic populations and under
different medical care conditions.

International Harmonization
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During the workshop, participants heard
from Brazil about the efforts being made
there to build capacity to inspect clinical
trials with respect to their compliance with
GCP. Japan reported on efforts to pro-
spectively design clinical trial develop-
ment plans such that potential ethnic
(intrinsic and extrinsic) differences in
study populations can be investigated in
parallel rather than sequentially as has
most often been the case, so that infor-
mation on the benefit-to-risk profile of a
product can more efficiently be obtained
and any “drug lag” minimized. From
Tanzania, the presentation covered
efforts there to work regionally and
nationally to establish procedures to help
prevent “ethics committee shopping” and
to strengthen clinical trial regulatory
oversight by pooling scientific and other
resources among neighbouring countries.

Moderators
Margaret Hamburg, USA and Lucia
Turcan, Moldova

Presentations
Impact of trial design on GCP inspections
Laura Castanheira, Brazil

Experiences and Challenges to promote
Multi Regional Clinical Trials Shinobu
Uzu, Japan

Establishing a mechanism to avoid
“shopping around” for ethical approval
Adam Fimbo, Tanzania

Recommendations

WHO should:

• Continue to facilitate cooperation among
national drug regulatory authorities in
assessing, authorizing and inspecting
multicentre clinical trials affecting
several countries. Such efforts could
include: (i) facilitation of information
sharing on regulatory and ethics com-
mittee decisions on clinical trials, and (ii)
capacity building with respect to GCP.

• Reconfirm its commitment to and
support of public registries of clinical
trials prior to their start to help assure
public knowledge of regulatory and
ethics committee decisions regarding
these trials.

• Improve public awareness and encour-
age participation in multiregional and
international clinical trials for the im-
provement of medical care and public
health.

• Continue to assist national regulatory
authorities in their regulatory decision-
making efforts to extrapolate data from
Phase I to Phase IV clinical trials
conducted outside their nation to the
situation, both ethnically and with
respect to medical care, within their
country.

Education and training for
regulatory officials
Moderators
Emer Cooke, European Union and
Mandisa Hela, South Africa

Presentations
CDER’s education and training programs
to promote professional competencies.
Justina Molzon, USA

General capacity building for regulators
and specific capacity building for the
inspectorate: ANMAT’s experience.
Roberto Lede and Rodolpho Mocchetto,
Argentina

Parallel review experience of vaccines by
two authorities: benefits for providers and
recipients and lessons learned.
Prapassorn Thanaphollert, Thailand and
Dr Surinder Singh, India

EU experience in training regulatory
officials. Emer Cooke, EU
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Recommendations

Medicines regulatory authorities should:

• Define training objectives and develop
training plans to meet these objectives.

WHO should:

• Identify and promote sharing of training
programmes and materials among
regulators in order to facilitate common
approaches and worksharing. The use
of e-learning approaches should be
encouraged.

• Maintain a network of training contact
points.

Medicines promotion
and rational use
Rational use is the final step in achieving
the full potential of a medicine. What role
do regulators have in ensuring this once it
has passed through the regulatory
process? The speakers and audience felt
that regulators clearly had a role in
rational use although this could vary from
country to country depending on the
many and various stakeholders involved.

In keeping with the overall theme of
coordination and collaboration, there
were many examples presented of
existing legislation concerning promotion
of medicines including activities in Mem-
ber States that could be modified and
used in other countries, especially those
with an institutionalized basis for promo-
tion. There were schemes where a tax on
industry activities meant sustainable
financial support for such activities.

Moderators
Alar Irs, Estonia and Sonam Dorji, Bhutan

Presentations
Medicines promotion and rational use
according to the Spanish Law. Jos  Louis
Dopico, Spain

Generic entries of new chemical entities:
challenges for controlling promotion and
ensuring safety. Rohini  Fernandopulle,
Sri Lanka

Rational use: up from down under. John
Dowden, Australia

Recommendations

Member States should:

• Support initiatives in the rational use of
drugs by providing, in a readily available
format (e.g., on the Internet), an objec-
tive summary of  product characteristics
upon authorization and ensure it is
updated in a timely manner as new
information becomes available.

• Encourage routine analysis of the post
approval use of medicines and make
these data public.

• Where pharmaceutical advertising and
promotion is permitted, clearly define in
the legislation the acceptable extent of
promotional activities and the mecha-
nisms for effective oversight and mobi-
lize resources for enforcement.

WHO should:

• Publish best practices on rational use of
medicines for Member States to adapt
and adopt.

• Facilitate information exchange between
Member States to encourage effective
practices of medicines promotion
control (e.g., by compiling and maintain-
ing a list of relevant national contact
points) as well as by organizing, on a
regional basis, workshops for regulators
to address practices in promotion and
effective regulation. A possibility to
generalize the results of these meetings
into a guide of promotion control for the
regulatory agencies should be explored.

• Evaluate the need to revise and further
promote the 1988 WHO Ethical Criteria
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for Medicinal Drug Promotion in view of
recent developments in regulatory and
industry practice.

• Compile an explanatory guide for the lay
press on objective reporting of risks and
benefits of medicinal products.

Counterfeit medicines
The topic of counterfeit medicines has
been on the agenda from the Ninth
ICDRA onwards and numerous recom-
mendations have been issued. During the
session, it was decided to re-emphasize
selected recommendations.

Moderators
Paul B. Orhii, Nigeria and Susanne Keitel,
France

Presentations
Introduction to Medical Products Anti-
counterfeiting Situation in China. Lei Sun,
China

Experience of working together from a
European network of enforcement officer.
Naeem Ahmed, UK

Basel Medicrime Conference 2010:
further development of Council of Europe
Medicrime Convention. Andreas Balsiger,
Switzerland

Overview of fighting counterfeit medicines
in Russia. Sergey Glagolev, Russia

Recommendations

The 14th ICDRA reiterates and draws
attention to the recommendations of the
12th and 13th ICDRAs, congratulating
WHO for its continued work in the anti-
counterfeiting area.

Medicines regulatory authorities should:

• Develop and adopt multipronged anti-
counterfeiting strategies addressing at
least:

  Proper regulatory oversight; securing
the supply chain; increasing and apply-

ing penalties; increasing public and
health professional vigilance and
awareness; developing and applying
effective authentication and detection
technologies; and improving coordina-
tion with all concerned stakeholders at
the national and international level.

WHO should:

• Assist MRAs to strengthen their capacity
to detect and combat counterfeit medi-
cal products and to exchange informa-
tion at the international level.

• Promote a harmonized definition of a
counterfeit medicinal product that
focuses on the protection of public
health and takes into account the need
to safeguard legitimate generic medi-
cines.

WHO and medicines regulatory authori-
ties should:

• Promote the development of collabora-
tive networks based on the principle of
single points of contact.

Snake antivenom
immunoglobulins (antisera)
The main purpose for this workshop was
to discuss ways forward to support
implementation of regulatory systems for
snake antivenom immunoglobulins and
ways of collaboration among regulators
and to discuss proposals to evaluate the
quality of snake antivenoms and the need
for venom reference preparations.

Snake envenomings are neglected
diseases with high morbidity and mortality
so that availability of adequate and
appropriate antivenoms for medically
significant poisonous snakes is a critical
unmet need, especially in Africa and parts
of Asia. In particular, support is needed at
the regional level to address current
barriers to the availability of suitable, safe
and effective products.

International Harmonization



17

WHO Drug Information Vol. 25, No. 1, 2011

WHO has worked to raise global aware-
ness of this problem and has developed
two critical tools:

• A worldwide database on medically
important snakes and the available
antivenoms.

• Guidelines for the Production, Control
and Regulation of Snake Antivenom
Immunoglobulins.

Essential steps to address the critical
shortage of snake antivenoms include:

• Improved reporting of snake bites to
define the local needs (epidemiology
and pharmacovigilance).

• Regulatory oversight of antivenom
production and distribution (GMP,
specificity of antivenoms).

• Availability of high quality reference
venoms to permit testing of the neutrali-
zation potency and species specificity of
antivenoms by control laboratories.

• Regional cooperation to address the
problem of limited resources in the face
of a very large number of poisonous
snakes.

Moderators
Jay Epstein, USA and Eric Karikari-
Boateng, Ghana

Presentations
Experience of regulating antisera: possi-
bilities for international cooperation to
ensure quality and availability. Laura
Castanheira, Brazil

Quality of venoms: a critical step in the
production of snake antivenoms. Fred
Siyoi, Kenya

Impact of the WHO website on the
regulatory control of snake antivenoms.
Wichuda Jariyapan, Thailand

Discussion Panel:
Capacity building for regulatory systems
of snake antivenoms. Graham Dickson,

Australia, Mandisa Hela, South Africa,
Bhupendra Thapa, Nepal.

Recommendations

Member States should:

• Take advantage of local expertise and
existing networks to link promotion and
oversight of antivenoms to other public
health efforts.

• Establish mandatory reporting of snake
bites and their therapies, including use
of standardized report forms to define
the local epidemiology.

• Establish regulatory systems capable of
assuring GMP manufacturing and
appropriate specificity of distributed
antivenoms, including lot release.

• Cooperate in development of regional
control laboratories and regionally
relevant reference venoms.

WHO should:

• Continue efforts to raise awareness of
snake bites as a neglected public health
issue.

• Provide training on use of the worldwide
database and the WHO Guidelines for
the Production, Control and Regulation
of Snake Antivenom Immunoglobulins.

• Support regional efforts to establish
regulatory systems, including develop-
ment of regionally significant high
quality reference venoms.

• Promote an international scientific
dialogue on preclinical and clinical
standards for establishing the efficacy of
antivenoms.

Current topics
Transparency in medicines regulation
WHO should continue supporting initia-
tives aimed at increasing medicines
regulation transparency and monitoring.

International Harmonization



18

WHO Drug Information Vol. 25, No. 1, 2011International Harmonization

More than 30 years ago, together with a
group of drug regulatory officials, the
World Health Organization initiated an
interesting pilot project to convene drug
regulatory authorities of WHO Member
States for consultation with the idea of
harmonizing regulatory information and
improving collaboration. The very first

meeting was given the title of Interna-
tional Conference of Drug Regulatory
Authorities (ICDRA) and was convened in
Annapolis (USA) in 1980. As a result of its
success, it was agreed that another
ICDRA should be repeated two years
later. This visionary endeavour has now
stood the test of time and many govern-

International Conference of Drug Regulatory Authorities:
personal  reminiscences
Tamas L. Paal, President, Scientific Board, National Institute of Pharmacy, Budapest
and Professor, Institute of Drug Regulatory Affairs, University of Szeged, Hungary

1st   1980 Annapolis (USA)  8th   1996 Manama (Bahrain)
2nd  1982 Rome (Italy)  9th   1999 Berlin (Germany)
3rd   1984 Saltsjobaden (Sweden) 10th  2002 Hong Kong (S.A.R. China)
4th   1986 Tokyo (Japan) 11th   2004 Madrid (Spain)
5th   1989 Paris (France) 12th  2006 Seoul (Republic of Korea)
6th   1991 Ottawa (Canada) 13th  2008 Bern (Switzerland)
7th   1994 Nordwijkerhout (Netherlands) 14th  2010 Singapore

Table 1. International Conferences of Drug Regulatory Authorities:
hosting and dates

Electronic nicotine delivery devices
(ENDS)
National regulatory authorities should
regulate ENDS as a combination of drugs
and medical devices addressing as a first
priority safety concerns.

Regulatory actions to contain
artemisinin resistance
National regulatory authorities should
take appropriate action to enforce the
implementation of WHA Resolution 60.18
concerning the suspension of marketing
and use of oral artemisinin-based
monotherapies. WHO should continue to
provide the required assistance to Mem-
ber States.

Securing uninterrupted pharmaceuti-
cal supply
Member States should make efforts to
improve the regulatory environment in
order to facilitate securing the uninter-
rupted supply of medicines. This would

involve sharing information, learning from
best practices and developing measures
to prevent and manage risks related to
global medicines shortages.

WHO should explore establishing mecha-
nisms for exchange of information on
medicines shortages due to quality
failures and lack of incentives for produc-
tion. The potential for establishing an
informal international network to share
information and ideas on prevention and
risk minimization of medicines shortages
should be explored

Combating antimicrobial resistance
WHO should facilitate clarifying the roles
and responsibilities of regulators in
combating antimicrobial resistance. A
model action plan for countries should be
created. WHO should continue to empha-
size the vital importance of rational use of
medicines as a tool to prevent drug
resistance.
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ments have since enthusiastically volun-
teered to host the ICDRA. Table 1 below
shows details of the ICDRAs held since
1980 up to the latest conference in
November 2010.

Over the past thirty years, the main
objectives of the ICDRAs have remained
almost unaltered:

• to promote collaboration between drug
regulatory authorities.

• to reach a consensus on matters of
interest.

• to facilitate timely and adequate ex-
change of information.

• to discuss issues of international rel-
evance.

Conclusions drawn from the ICDRAs are
summarized in numerous documents and
reports and are available as an objective
product of the work achieved [1]. How-
ever, the aim of the present article is to
recount the evolution of important drug
regulatory affairs as witnessed within the
scope of certain subjective reminiscences
of a frequent ICDRA participant, attending
11 ICDRAs out of the total 14 and cover-
ing a 26-year period of time.

I have no personal memory of the first
and second ICDRAs. They were attended
by my predecessor, Dr Istvan Bayer, at
that time Head of the Hungarian Human
Medicines Regulatory Agency. When he
returned from the first ICDRA, he declar-
ed that it was “a most interesting initia-
tive”. Following the second conference,
Dr Bayer spoke of the many possibilities
of collaboration with WHO. In 1982, as a
result of contacts during the ICDRA,
negotiations began to appoint our Na-
tional Institute of Pharmacy as a WHO
Collaborating Centre for Drug Information
and Quality Assurance, reporting to the
Regional Office for Europe (EURO). The
Institute was also involved in technical
projects led by WHO Headquarters.

The third ICDRA was the first one I
actually attended, accompanying Dr
Bayer. It was held in Saltsjobaden, near
Stockholm in Sweden. Although it was 16
years ago, let me pick up two interesting
memories.

The first was a round-table discussion
where participants were requested to
outline their medicine registration sys-
tems. After the US, Australian and Euro-
pean representatives had spoken, one
surprising statement was delivered by a
South American delegate. He stated that
his country had no registration system —
people were practically free to import
medicines and the Ministry of Health had
no inventory of medicines used in the
country. However, he added, they did not
feel any effect from the shortcomings of
this system. Today, the same South
American country has a very strong
medicines regulatory authority and is
active with WHO and other international
collaborative initiatives. Here, one can
witness an example of the progress
achieved within only twenty five years.

My second recollection is of a very
uneasy dispute between the European
Community (EC) on the one hand and the
European Free Trade Association (EFTA)
and the Nordic Council on Medicines [2–
3] country representatives. The essence
of the issue was that the Nordic countries
exercised a “need clause” in drug regis-
tration while it was forbidden by EC rules.
(In short, the “need clause” meant selec-
tion of the “best” medicine, i.e., active
ingredient in the same therapeutic group.
This was then registered and the others
rejected).

The reason why the discussion exploded
was that WHO EURO had begun a
project of sharing drug registration
experiences by publishing individual
country drug assessments. The Nordic
countries were active in WHO and, based
on harmonized Nordic Evaluation Re-
ports, some “need-clause based” assess-
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ments appeared in WHO documents. The
bloc of EC countries rejected this in a
formal “declaration”.

The essence of the issue was whether
drug regulatory authority review should
be restricted to quality, safety and efficacy
or should also be directed to other ques-
tions — in this case therapeutic added
value leading to the present healthcare
technology assessment. It is interesting to
note how this issue will be revisited
periodically during later ICDRAs.

The fourth ICDRA in Tokyo in 1986 was
the first I attended as Director-General of
the Hungarian Agency (accompanied by
my predecessor who was invited by
WHO). To my knowledge, it became the
first ICDRA referred to in WHO docu-
ments as the initiating source of WHO
activities. Since then, almost all WHO
regulatory guidance documents refer to
recommendations emanating from the
ICDRAs. As an example, “During the
fourth ICDRA held in Tokyo in 1986, WHO
was requested to compile a list of medici-
nal plants and to establish specifications
for the most widely used medicinal plants
and simple preparations.” This activity led
to model monographs being published,
and is now at the fourth Volume. Herbal
regulatory collaboration has been
crowned by establishment of the Interna-
tional Regulatory Cooperation for Herbal
Medicines, (IRCH) in 2005 [4].

Possible regulatory actions in relation to
Reye’s syndrome (a consequence of
administrating acetylsalicylic acid to
children having viral infections) were
thoroughly discussed. At the time, as I
remember, there were articles in the
press requesting complete withdrawal of
acetylsalicylic acid and “regulatory
gossip” suspected a competitor of being
involved. Although some regulators
questioned the safety of acetylsalicylic
acid in general, the recommendation was
to make the necessary modifications in
the information materials.

There was also much discussion on
bioequivalence, since the biowaiver
concept had just been introduced into the
USA. European regulators, however,
were of the opinion that bioequivalence
should be based on “bio” studies. It is
interesting to note the consequences of
this conservative attitude: the biowaiver
concept, at least in detailed form, did not
appear in a European Medicines Agency
guideline until 2010.

Regulators had to wait three years for the
next ICDRA which was organized in Paris
at the Senate building. This time, back-
ground discussions were perhaps more
important than the conference. It is
accepted history today that the idea to
create a tripartite USA, European Union
and Japan International Conference on
Harmonisation of Technical Requirements
for Registration of Pharmaceuticals for
Human Use (ICH) began to materialize
after the Paris ICDRA [5]. Recognizing
the success of the ICDRA, on the one
hand, and the fact that WHO was devel-
oping technical drug registration guide-
lines for global use, tripartite regulators
needed a mechanism which would
address the challenges of innovative drug
registration in a fast moving environment
in collaboration with the pharmaceutical
industry. This gave an impetus to the
creation of ICH. This was the first ICDRA
where I took an active role in the session
dealing with the impact of regulatory
decisions [6].

To attend the next ICDRA, Europeans
would cross the Atlantic. In Ottawa, the
aforementioned Guidelines for the As-
sessment of Herbal Medicines were
discussed and found suitable for WHO
Expert Committee adoption [7]. However,
it is interesting to remember that, earlier,
WHO brought technical guidelines to
ICDRA sessions where they were “found
suitable” for adoption by the relevant
WHO Expert Committee. This procedure
was maintained during the next ICDRA
and then ceased to exist.
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The WHO Certification Scheme was also
a regular topic of discussion. Because of
the contradictory news about its use,
WHO decided to improve the Scheme.
My role was to contribute to the debate
on whether the bioequivalence require-
ments for registration were identical to
those underlying the decision on inter-
changeability or fixed-fee reimbursement
[8]. The issue was a delicate one be-
cause of the question (as in the Salts-
jobaden ICDRA!) of whether a drug
regulator should take other factors than
those necessary for registration into
consideration.

The Seventh ICDRA took place in the
Netherlands. This was the first really big
ICDRA, with more than 160 participants
from 88 Member States attending [9]. It
demonstrated the steady progress and
importance of the ICDRAs since the
earlier events which were organized as
round table discussions and sessions.

Counterfeiting emerged as one of the
most challenging issues. Participants
called on WHO to develop standards to
combat counterfeit medicines, thus
initiating creation of the first WHO anti-
counterfeit project. The recommendation
to Member States stated that those
countries lacking an efficient drug regula-
tory system should implement the WHO’s
Guiding Principles for Small National
Drug Regulatory Authorities [10].

Changes in the WHO Certification
Scheme were thoroughly debated,
including the issues of computer gener-
ated certificates, the licensing status in
the country of origin and national provi-
sions for use of the Scheme [11]. Discus-
sion also focused on a modified structure
for the WHO good manufacturing prac-
tices (GMP) which had been issued
following several years of working group
consultation in which I had also partici-
pated. The truth is that the WHO GMP
was restructured to differ, not in content
but in structure, from all other existing
GMP national or regional guides. The

accepted changes in the Certification
Scheme were recommended to be
submitted to the next Expert Committee
for formal endorsement.

In 1996, the ICDRA was held in Manama,
Bahrain. It was, again, an appropriate
forum for unofficial discussion between
regulators who were working on creation
of a regional collaboration of Central-
eastern European Union candidate
countries. The Collaboration Agreement
between Drug Regulatory Authorities in
European Union Associated Countries,
CADREAC, was signed the next year.

The final draft of the WHO Guidelines to
combat counterfeit drugs were discussed
and presented by myself, on behalf of
WHO. The idea that the role of the WHO
International Pharmacopoeia was chang-
ing from a model for national pharmaco-
poeias to a quality standard for drug
procurement (as it is today) was, as far as
I remember, first openly discussed at that
time [11].

There was an uneasy debate in one of
the last sessions where the speaker
stated that terminal quality control could
completely substitute GMP for biologicals.
The majority of the floor speakers, how-
ever, were of the opinion that this was not
an “either – or” issue. To my best remem-
brance, this was the last time that the
importance of GMP was challenged at an
ICDRA.

Three years later, during the Berlin
ICDRA, some differences between the
interests of the ICH region and those of
developing countries became evident. As
a consequence, the ICH requested WHO,
as an observer in the ICH process, to
take into account implications of ICH
guidelines for non-ICH countries. This
led, for example, to the addition of new
climatic zones to the ICH stability guide-
lines and in the corresponding WHO
guideline. The importance of quality
assurance became evident also in regula-
tory work and led to drafting of compo-
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nents of a WHO Good Regulatory Prac-
tice Package [12].

A special feature of this ICDRA was the
move to a more technical organization
and introduction of computerized ses-
sions with interpretation into three lan-
guages. The programme highlighted
national and international anti-tobacco
efforts. This was a high priority of the
WHO Director-General at that time.

I have no personal memories of the 2002
Hong Kong ICDRA, since it was the third
one I did not attend. I know from the
literature that new topics emerged in the
programme: antimicrobial resistance,
regulation of biotechnology products,
e-commerce and homeopathy.

At the Eleventh ICDRA in Madrid, rela-
tively new topics were: WHO training in
pharmacovigilance and assessment and
importance of fixed-dose combinations.
Moreover, the question of whether drug
regulators should focus, in their evalua-
tion, on issues outside the individual
quality-safety-efficacy of new medicines
(remember the Saltsjobaden ICDRA!)
was evolving again in the form of giving
priority to medicines of high public health
importance.

The first pre-ICDRA meeting was also
convened on the counterfeit medicine
issue. The reason for this new phenom-
enon of pre-ICDRA meetings, open not
only to regulators but also industry,
nongovernmental organizations and
academia, was that these institutions
were also interested in attending the
ICDRAs that were accessible only to
regulatory authorities. In former ICDRAs,
to answer this need, industry had been
invited to give a keynote address. The
new pre-ICDRA meetings — maintained
until the present time — solved this issue.

The focus of the pre-ICDRA meeting in
Madrid was to discuss the idea of an
international convention to fight counter-
feit medicines. However, in spite of

support from some Member States, this
approach was not acceptable. The
possibility of an international multi
stakeholder taskforce was then put
forward and led to establishment of the
International Medical Products
Anticounterfeiting Taskforce (IMPACT).

In 2006, the ICDRA was held in Seoul.
Very interesting discussions were held in
the session on pandemic flu prepared-
ness (at that time the H5N1 virus was
expected) and on the official introduction
of the IRCH initiative.  A pre-ICDRA
meeting “Improving world health through
regulation of biological medicines” was
also organized.

Among other topics at the Seoul ICDRA,
I would like to highlight two in particular:
the regulatory role in advertising control
and connections between pharmaco-
economics and regulatory activities.
Taking these into account, we can now
see an evolution of the idea debated
more than 20 years before in the Salts-
jobaden ICDRA: connections between
drug regulation, cost-containment and
therapeutic added-value evaluation!

I attended the next ICDRA in Bern as the
retired Head of the Hungarian National
Agency (but still active in civil service and
in charge of the WHO Collaborating
Centre). The pre-ICDRA meeting and
also some ICDRA sessions were devoted
to paediatrics. Other emerging issues
were crisis management and biosimilars.

The latest ICDRA in Singapore, although
it is early to evaluate, was also a great
success. The pre-ICDRA meeting dealt
with different forms of international and
regional collaboration, and the main
sessions invited us to discuss the lessons
learnt following the H1N1 flu pandemic,
consequences of the globalization of
clinical trials as well as recurrent issues
such as good regulatory practice and
biosimilars.
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Summarizing my personal reminiscences
I would like to point out that, in the eight-
ies of the last century, doubts soon
dissipated as to whether enough common
ground existed between regulators
operating in diverse settings around the
world to sustain a truly global dialogue.
Such doubts have been continually
proven unfounded. Moreover, the ICDRA
is a unique medicines regulatory forum! It
is truly global. Since the 1994 ICDRA,
from which I possess data, the number of
participating countries has increased
slightly but the number of regulatory
delegates has increased significantly.

My lifetime has covered various collabo-
rative activities, such as the CMEA or
COMECON of the former Eastern Bloc
countries, the EFTA Pharmaceutical
Inspection Convention, OECD working
group, CADREAC, and now the Euro-
pean Union, but none has proved so
global as the ICDRAs where, as a rule, in
each session moderators and speakers
are drawn from all regions with developed
and developing countries equally repre-
sented. Outcomes of the ICDRA recom-
mendations may also be judged by the
number of ongoing country activities, by
WHO activities and programmes, and
regulatory guidelines subsequently
issued.

Above all, the ICDRAs bring together an
extremely pleasant company of people
working to attain similar objectives and
sharing the same or similar views. I must
admit that witnessing the evolution of
drug regulatory issues from a completely
global point of view has been an ex-
tremely exciting experience!
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WHO Prequalification of
Medicines Programme
Inspection of API
manufacturing sites
The WHO Prequalification of Medicines
Programme (PQP) aims to make quality
priority medicines available for the benefit
of those in need. This is achieved through
evaluation of product dossiers, inspection
of manufacturing sites and clinical re-
search organizations (CROs), and by
building national capacity for sustainable
manufacturing and monitoring of quality
medicines.

When the product dossier and all relevant
manufacturing and clinical sites have
been found acceptable, the product is
prequalified and listed on the Prequalifi-
cation Programme web site together with
the applicant’s name and corresponding
manufacturing site of the finished product.
(http://apps.who.int/prequal). PQP em-
braces the concept that “good quality
must be built into the product during its
design and manufacturing process; it
cannot be tested into the product after-
wards” (1).

One of the most important components of
a pharmaceutical product is the active
pharmaceutical ingredient (API). Ensuring
the quality of the API greatly contributes
to achieving the objective of building the
quality, safety and efficacy into the
product. One of the strategies employed
by PQP to achieve this is through inspec-
tion of API manufacturing sites to assess
compliance with good manufacturing
practices (GMP) and to verify data
submitted in product dossiers.

PQP inspections
API manufacturing site inspections were
initiated in 2003 as an element of finished

product prequalification. In 2010, a
procedure was initiated to prequalify APIs
separately since many problems that
PQP faces are related to quality. As part
of the procedure, a separate application
for APIs is available and they are as-
sessed and inspected before being
included in the WHO List of Prequalified
Active Pharmaceutical Ingredients (http://
apps.who.int/prequal). The list provides
United Nations agencies, medicines
regulatory authorities (MRAs) and others
with information on APIs that have been
found to meet WHO-recommended
quality standards. Identification of
sources of good-quality APIs will facilitate
the manufacture of good-quality finished
pharmaceutical products (FPP) that are
needed for procurement by UN agencies
and disease treatment programmes. A
description of the procedure can be found
at http://apps.who.int/prequal/info_
applicants/API_introduction.htm. APIs
eligible for prequalification are available
at: http://apps.who.int/prequal/
info_applicants/eoi/EOI-API_v1.pdf

The availability of a list of prequalified
quality APIs is particularly valuable to
manufacturers of finished dosage forms.
This can also expedite prequalification of
finished products when applicants have
used quality prequalified APIs in their
formulations. With information on sources
of prequalified APIs, production of quality
finished dosage forms of priority essential
medicines is facilitated, increasing access
to good quality medicines. API prequalifi-
cation also assists MRAs by enabling
them to verify the standard of APIs used
to manufacture nationally registered
medicines.

An inspection team normally consists of a
WHO inspector based in Geneva and a
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co-inspector appointed by WHO from a
Pharmaceutical Inspection Cooperation
Scheme (PIC/S) member inspectorate.
An inspector(s) from the national medi-
cines regulatory authority of the country,
in which the manufacturing site is located
is invited to participate as an observer.

Risk management principles are used to
select the site to be inspected, the dura-
tion of the inspection and the frequency
of inspection. In terms of priorities,
inspection of sites for finished pharma-
ceutical products comes first followed by
sites for APIs, CROs and quality control
laboratories (QCL) in that order.

Table 1 sets out examples of relative risks
associated with products.

More specifically, additional risk factors
for APIs are considered. These para-
meters include:

  Polymorphism; solubility in water;
complexity of the route of synthesis;
solvents used; impurities; sterile
versus non sterile API; fermentation;

toxicity; activity/potency; particle
size; other properties identified to be
considered; site compliance informa-
tion, e.g., from previous acceptable
inspections, and  type and number
of FPPs in which the API is used.

The following order is provided for guid-
ance in determining priorities:

• Sterile APIs.

• Re-inspection when it is more than 12
months past the re-inspection due date.

• A new API manufacturer when the
product PQ process may be held up by
lack of GMP evidence for the API
manufacturer.

• The sole supplier of an API.

• The API is produced by fermentation.

• The API is used in paediatric PQ medi-
cines.

• The API is used in a number of PQ
products.

RELATIVE RISK CATEGORY PRODUCT TYPE / ACTIVITY

Critical High Medium Low

Finished Products:

Sterile finished products √√√√√

Non-sterile finished products √√√√√

APIs:

Sterile APIs √√√√√

Non-sterile APIs where there is a
special risk (e.g. isomerism, poly- √√√√√
morphism, special risk of harmful
impurities, etc)

Other non-sterile APIs √√√√√

QC Laboratories √√√√√

CROs √√√√√

Table 1. Relative risk categories
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All manufacturers of APIs used in pre-
qualified medicinal products should
comply with GMP. As a default, all manu-
facturers of APIs used in prequalified
medicinal products should be inspected
by the PQP.  An inspection by the PQP
may be omitted when other acceptable
evidence of GMP compliance is provided
by the API manufacturer. An inspection by
another acceptable organization, such as
the EDQM, a PIC/S member country, or
the US FDA, may be considered in lieu of
an on-site WHO PQP inspection when:

• The inspection was conducted within the
last two years with a positive compli-
ance outcome.

• The scope of the inspection covered the
specific API in question.

• The API manufacturer submits a copy of
the last inspection report for review by
the PQP.  The review must determine
that the inspection was comprehensive
and that the inspection report supports
the final outcome.

• Irrespective of the above, the PQP
reserves the right to inspect any API
manufacturer if considered necessary
on a risk basis.

Whether inspected by the PQP or when
GMP compliance is based on an inspec-
tion by another acceptable organization,
on-going GMP compliance must be
confirmed at least every four years.

Norms and standards used
WHO norms and standards are used in
the inspection of API sites. The WHO
Expert Committee on Specifications for
Pharmaceutical Preparations has revised
the WHO GMP for APIs and has recom-
mended a new text that follows closely
the principles of ICH Q7 Good manufac-
turing practice guide for active pharma-
ceutical ingredients published by the
International Conference on Harmonisa-
tion of Technical Requirements for Regis-
tration of Pharmaceuticals for Human Use
(ICH). As a result the WHO good manu-
facturing practices for active pharmaceuti-
cal ingredients has been published in
2010 (2).

Statistics
Out of 126 API sites participating in PQ
activities, 49 have been accepted based
on approval by PIC/S inspectorates and/
or ICH countries while 31 were inspected.
Six of the inspected sites were found to

Figure 1. Inspection of API manufacturers: major deficiencies
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be operating at an unacceptable level of
compliance with WHO GMP.

Most of the API sites were located in India
and China and this is where most of the
inspections have taken place. The sites
inspected are those producing many APIs
(average 4 APIs per site) mainly for HIV/
AIDS, TB and malaria in that order.

According to the WHO PQ quality assur-
ance system and procedure for prequalifi-
cation, API sites should be re-inspected
on a regular basis. Usually the interval
between inspections is two to three years.

As noted in Figure 1, key observations of
API inspections deficiencies noted during
inspections of API sites have been mainly
in materials management, documenta-
tion, cleaning and cross-contamination.
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Safety and Efficacy Issues

ENCePP launch electronic
register of studies
European  Union — The European
Medicines Agency and the European
Network of Centres for Pharmaco-
epidemiology and Pharmacovigilance
(ENCePP) have launched the ENCePP
E-Register of Studies. This electronic
register is a publicly accessible resource
for the consultation of pharmaco-epide-
miological and pharmacovigilance studies
conducted by academic centres and other
research organisations.

The purpose of the E-Register is to
increase the availability of information on
the utilisation, safety and effectiveness of
medicines used in clinical practice
through a readily accessible database
resource.

It will also contribute to reducing publica-
tion bias by handling both positive and
negative study results in the same man-
ner and promote exchange of information,
thereby facilitating collaboration within the
scientific community and preventing
unnecessary duplication of research.

Registration of studies in the register is
voluntary, except for those studies wish-
ing to apply for the status of ‘ENCePP
Studies’, a seal awarded to wholly or
partially EU-based benefit/risk studies
that are carried out in compliance with the
ENCePP Code of Conduct for independ-
ence and transparency and the ENCePP
Checklist of Methodological Research
Standards. Studies that potentially qualify
for this seal must be entered into the E-
Register before they commence.

The E-Register of studies can be
accessed through the ENCePP website:

at http://www.encepp.eu/encepp/
studiesDatabase.jsp

Reference EMA Press release, EMA/759118/
2010 dated 25 November 2010 at http://
www.ema.europa.eu

Methysergide and
retroperitoneal fibrosis
Australia — Retroperitoneal fibrosis is a
well recognized adverse effect associated
with long-term uninterrupted use of
methysergide. To reduce the risk of this
adverse effect, withdraw methysergide for
3 to 4 weeks at least every 6 months.
Reduce the dose gradually during the last
2 to 3 weeks of each course to avoid
rebound headache.

Methysergide (Deseril®) is an ergot alka-
loid derivative indicated for prophylaxis of
migraine, cluster headaches and other
vascular headaches. It is considered the
most potent of the prophylactic drugs for
migraine and may be effective when first-
and second-line therapies fail (1).

The most well-known serious adverse
effect of methysergide is retroperitoneal
fibrosis, which is usually associated with
uninterrupted use for longer than six
months, although cases have been
reported with continuous use for less than
six months (2). Pleuro-pulmonary fibrosis
and fibrotic changes of the pericardium
and cardiac valves have also been
associated with methysergide in a small
number of patients (3). Intermittent use of
methysergide is recommended to reduce
the risk of fibrotic complications.

The Therapeutic Goods Administration
(TGA) has recently received two reports
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of retroperitoneal fibrosis where methy-
sergide was suspected, bringing the total
number of reports received to December
2010 to 22. Symptoms and signs such as
general malaise, backache, girdle or flank
pain, dysuria, oliguria, increased blood
nitrogen or vascular insufficiency of the
lower limb should raise the suspicion of
retroperitoneal fibrosis (2).

Extracted from the Medicines Safety
Update, No.1, 2011 at http://www.tga.
gov.au
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Clozapine and life-threatening
gastrointestinal hypomotility
Canada — Health care professionals are
reminded of life-threatening gastrointes-
tinal hypomotility suspected of being
associated with the use of clozapine.
Gastrointestinal hypomotility may be
aggravated by combining clozapine with
other potentially constipating medications.

Clozapine is an atypical antipsychotic
agent indicated in the management of
treatment-resistant schizophrenia (1).  It
has been marketed in Canada since 1991
under the brand name Clozaril® and is
now also available as generic products.
Clozapine use is limited to patients who
have not responded to, or are intolerant
of, conventional antipsychotic medica-
tions. Constipation is a common adverse
reaction (AR) to the drug. The Canadian
product monograph for Clozaril® indi-
cates that constipation occurred in 14% of
patients in clinical trials, and higher rates
have been reported in case series (1, 2).

The Canadian product monograph also
lists paralytic ileus as a contraindication
to clozapine use (1). The drug has potent
anticholinergic effects that have been
associated with varying degrees of
impairment of intestinal peristalsis, from
constipation to intestinal obstruction, fecal
impaction and paralytic ileus (1). On rare
occasions, these cases have been fatal.

Clozapine’s anticholinergic and
antiserotonergic effects may contribute to
gastrointestinal hypomotility and colonic
distension (2, 3, 4). Intraluminal disten-
sion in turn can compromise capillary
circulation and lead to colonic mucosal
ischemia. In addition, severe fecal reten-
tion resulting from hypomotility may
promote colonic distension, accumulation
of gas and fluids, and bacterial prolifera-
tion in the affected bowel segment (3, 4).
Bacteria may then invade the underlying
ischemic mucosa, resulting in necrosis
and systemic sepsis.

The potential for complications and death
from severe gastrointestinal hypomotility
is considerable (2, 5). For instance, the
rate of death from acute colonic pseudo-
obstruction (acute colonic dilatation
without mechanical obstruction) is 15% in
the absence of complications such as
ischemia and perforation (5). If spontane-
ous perforation occurs (3% –15% of
cases), mortality rises to 50% or higher
(5). Late presentation and diagnosis of
bowel obstruction may contribute to fatal
outcomes in patients using clozapine (2).
This may be related to diminished pain
sensitivity in patients with schizophrenia
or to difficulty in expressing their pain
(2, 6). In addition, concomitant medica-
tions may have sedative and analgesic
effects, which may mask or attenuate
early symptoms and contribute to delayed
diagnosis.

As of 15 July 2010, Health Canada
received 704 reports of gastrointestinal
ARs suspected of being associated with
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the use of clozapine. Of these, 28 deaths
involving people with ARs related to
intestinal obstruction were identified.
Reports came from health care profes-
sionals and the medical literature (4, 7).

Canadian Adverse Reaction Newsletter,
Volume 21, Issue 1, January 2011

References

1. Clozaril (clozapine) [product monograph].
Dorval (QC): Novartis Pharmaceuticals
Canada Inc.; 2010.

2. Palmer SE, McLean RM, Ellis PM, et al.
Life-threatening clozapine-induced gastroin-
testinal hypomotility: an analysis of 102 cases.
J Clin Psychiatry 2008;69(5):759-68.

3. Leong QM, Wong KS, Koh DC.  Necrotizing
colitis related to clozapine? A rare but life-
threatening side effect. World J Emerg Surg
2007;2:21.

4. Shammi CM, Remington G.  Clozapine-
induced necrotizing colitis. J Clin
Psychopharmacol 1997;17(3):230-2.

5. Saunders MD, Kimmey MB.  Systematic
review: acute colonic pseudo-obstruction.
Aliment Pharmacol Ther 2005;22(10):917-25.

6. Levin TT, Barrett J, Mendelowitz A.  Death
from clozapine-induced constipation: case
report and literature review. Psychosomatics
2002;43(1):71-3.

7. Hibbard KR, Propst A, Frank DE, et al.
Fatalities associated with clozapine-related
constipation and bowel obstruction: a literature
review and two case reports. Psychosomatics
2009;50(4):416-9.

Tamoxifen and anti-
depressants: drug interaction
Australia — A recent study has sug-
gested a higher death rate amongst
women taking tamoxifen for breast cancer
who were also using the selective serot-
onin reuptake inhibitor paroxetine. This is
thought to be a result of reduced conver-
sion by cytochrome P450 2D6 of

tamoxifen to a major active metabolite.
Other studies have not found an associa-
tion between CYP2D6 inhibitors and
poorer outcomes in women taking
tamoxifen. Until more conclusive data are
available, it may be prudent to avoid,
where possible, prescribing antidepres-
sants that inhibit CYP2D6 to women with
breast cancer being treated with
tamoxifen.

Antidepressant CYP2D6 inhibitors (7,8)*

Potent inhibitors

Bupropionº
Fluoxetine
Paroxetine

Moderate inhibitors

Duloxetine
Sertraline (mild inhibitor at doses
   < 100 mg/day)

* The information provided is a guide only.
The precision in categorizing the strength of
CYP2D6 inhibition is limited for some antide-
pressants.

º Not registered in Australia for the treatment
of depression.

Antidepressants such as the selective
serotonin reuptake inhibitors (SSRIs) are
commonly used in women with breast
cancer to treat major depressive disorder
and, off-label, for hot flushes. It is esti-
mated that up to 25% of women with
breast cancer suffer from major depres-
sive disorder during the course of their
treatment (1).

Tamoxifen is metabolized to one of its
major active metabolites, endoxifen, by
CYP2D6. Reduced plasma endoxifen
levels have been reported with some
SSRIs (2) particularly those that are
potent CYP2D6 inhibitors, which could
result in reduced efficacy of tamoxifen. A
recent observational study found an
association between use of tamoxifen
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concurrently with paroxetine (an irrevers-
ible CYP2D6 inhibitor) and breast cancer
mortality (3) but other studies have not
found an association between CYP2D6
inhibitors and breast cancer recurrence or
death in women taking tamoxifen (4–6).

Although evidence from epidemiological
studies is conflicting, the mechanism of
the effect is biologically plausible and
caution is warranted when prescribing
antidepressants that moderately or
strongly inhibit CYP2D6 to women taking
tamoxifen. Antidepressants with little or
no inhibitory effect on CYP2D6 may be
suitable alternatives. It should be noted
that some other medicines inhibit
CYP2D6, with examples of potent inhibi-
tors including quinidine and cinacalcet.

Extracted from Medicines Safety Update,
No.1, 2011 at http://www.tga. gov.au
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Dronedarone : severe
liver injury
United States of America — The Food
and Drug Administration (FDA) is alerting
healthcare professionals to cases of rare
but severe liver injury, including two
cases of acute liver failure leading to liver
transplant in patients treated with the
heart medication dronedarone (Multaq®).

Dronedarone is approved to reduce the
risk of cardiovascular hospitalization in
patients with paroxysmal or persistent
atrial fibrillation (AF) or atrial flutter (AFL),
with a recent history of AF/AFL and
associated cardiovascular risk factors
who are in sinus rhythm or who will be
cardioverted.

Dronedarone is contraindicated in pa-
tients with NYHA Class IV heart failure or
NYHA Class II – III heart failure with a
recent decompensation requiring hospi-
talization or referral to a specialized heart
failure clinic.

Dronedarone was approved with a Risk
Evaluation and Mitigation Strategy
(REMS) with a goal of preventing its use
in patients with severe heart failure or
who have recently been in the hospital for
heart failure. In a study of patients with
these conditions, patients given drone-
darone had a greater than two-fold in-
crease in risk of death.

Patients are advised to contact a health-
care professional immediately if they
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experience signs and symptoms of
hepatic injury or toxicity while taking
dronedarone.

Healthcare professionals should consider
obtaining periodic hepatic serum en-
zymes, especially during the first six
months of treatment. If hepatic injury is
suspected, dronedarone should be
promptly discontinued.

Reference: FDA Drug Safety Communication,
14 January 2011 at http://www.fda.gov

Dolasetron mesylate:
abnormal heart rhythm
United States of America — The Food
and Drug Administration (FDA) has
notified healthcare professionals of a
contraindication added to the prescribing
information for dolasetron mesylate
(Anzemet®) advising that the injection
form of dolasetron mesylate should no
longer be used to prevent nausea and
vomiting associated with cancer chemo-
therapy (CINV) in paediatric and adult
patients. New data demonstrate that
Anzemet® injection can increase the risk
of developing torsade de pointes, an
abnormal heart rhythm, which in some
cases can be fatal. Patients at particular
risk are those with underlying heart
conditions or those who have existing
heart rate or rhythm problems. Dolasetron
mesylate causes a dose-dependant
prolongation in the QT, PR, and QRS
intervals on an electrocardiogram.

Dolasetron mesylate should not be used
in patients with congenital long-QT
syndrome. Hypokalaemia and hypo-
magnesaemia should be corrected before
administration. These electrolytes should
be monitored after administration as
clinically indicated. Use electrocardio-
gram monitoring in patients with conges-
tive heart failure, patients with bradycar-
dia, patients with underlying heart dis-
ease, the elderly and in patients who are
renally impaired who are taking
dolasetron mesylate. Dolasetron me-

sylate injection may still be used for the
prevention and treatment of postoperative
nausea and vomiting because the lower
doses used are less likely to affect the
electrical activity of the heart and result in
abnormal heart rhythms.

Dolasetron mesylate tablets may still be
used to prevent CINV because the risk of
developing an abnormal heart rhythm
with the oral form of this drug is less than
that seen with the injection form. How-
ever, a stronger warning about this
potential risk is being added to the
Warnings and Precautions sections of the
Anzemet® tablet label.

Reference: FDA Drug Safety Communication,
17 December 2010 at http://www.fda.gov

Sitaxentan: update
following withdrawal
European Union — The European
Medicines Agency’s Committee for
Medicinal Products for Human Use
(CHMP) has reviewed the data on liver
toxicity, including three cases of fatal liver
injury, that have prompted the marketing
authorization holder to withdraw
sitaxentan (Thelin®) worldwide and
discontinue ongoing clinical trials. The
Committee has also considered alterna-
tive treatment options.

The CHMP reviewed three cases of fatal
liver injury. Two of the cases of fatal liver
injury were causally related to Thelin®.
The new data suggest that serious
hepatic toxicity cannot be prevented in all
patients. The cases were not associated
with identifiable risk factors, could not be
detected by frequent monitoring and did
not resolve with the discontinuation of
sitaxentan.

Thelin® contains the active substance
sitaxentan, an endothelin receptor an-
tagonist (ERA) and has been authorized
in the European Union (EU) since 2006
for the treatment of pulmonary arterial
hypertension.
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The CHMP noted that alternative treat-
ment options are available, including two
other centrally authorized ERAs,
bosentan Tracleer® and ambrisentan
(Volibris®). Liver toxicity may be a class-
effect, but frequency and intensity could
vary. Strict recommendations have to be
taken into account in terms of dosing and
hepatic monitoring.

Reference: EMA Press Release, EMA/CHMP/
819948/2010 dated 16 December 2010 at
http://www.ema.europa.eu

Bevacizumab use in breast
cancer treatment
European  Union — The European
Medicines Agency has confirmed that the
benefits of bevacizumab (Avastin®) in
combination with paclitaxel outweigh its
risks and that this combination remains a
valuable treatment option for patients
suffering from metastatic breast cancer.

The Agency’s Committee for Medicinal
Products for Human Use (CHMP) also
concluded that the balance of benefits
and risks of bevacizumab in combination

with docetaxel is negative and that this
combination should no longer be used in
the treatment of breast cancer. Patients
who are currently being treated with this
combination should discuss ongoing
treatment with their doctor.

Avastin® is an anticancer medicine which
contains the active substance
bevacizumab. It is used in combination
with other anticancer treatments to treat
cancers of the colon, rectum, lung, kidney
or breast. The CHMP’s review was
restricted to the use of Avastin® in breast
cancer and does not affect its use in the
other indications.

For bevacizumab in combination with
paclitaxel, the Committee concluded that
the benefits continue to outweigh the
risks, because the available data have
convincingly shown to prolong progres-
sion-free survival of breast cancer pa-
tients without a negative effect on the
overall survival.

Reference: EMA Press Release, EMA/CHMP/
815425/2010 dated 16 December 2010 at
http://www.ema.europa.eu

Safety and Efficacy Issues

The Thirty-third annual meeting of repre-
sentatives of national centres participat-
ing in the WHO Programme for Interna-
tional Drug Monitoring was held in Accra,
Ghana from 1 to 3 November 2010. Eight
working groups were set up to discuss
issues related to the development of
pharmacovigilance. Several recommen-
dations were made following these
discussions.

The role of pharmacovigilance centres
in preventing medication errors
The scope and limits of pharmacovigi-
lance (PV) centres in preventing medica-
tion errors and how PV centres can have
a proactive role in preventing medication
errors were discussed.

Latest developments in pharmacovigilance
Recommendations

• National PV policies should include
medication error issues as part of the
function of PV centres.

• Standardized definitions/terminologies
for medication errors are needed.

• Existing tools should be modified to
capture specific information on medica-
tion errors.

• National centres should advocate for
reporting of medication errors even
when they do not lead to adverse
events.
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• Medication errors should be incorpo-
rated into PV training curricula for
students and in-service training mod-
ules for healthcare professionals.

How to improve the quality of
individual case safety reports
This working group looked at problems of
the quality of individual case safety
reports (ICSRs) and possible solutions.
First, a good quality ICSR should be
defined. Many reporters are not used to
reporting ICSRs and may not include
relevant information such as laboratory
test results in their reports. This would
allow better causality assessments.The
working group suggested that possible
solutions could be the improved design of
reporting forms and analysis and review
of national reporting requirements and
practice. The Uppsala Monitoring Centre
(UMC) has set up a tool for the analysis
of completeness and quality of ICSRs
submitted to the international PV data-
base which may be helpful in this respect.
It may be possible to identify different
quality problems in reports from different
groups of reporters (i.e., company re-
ports, direct healthcare professional
reports and consumer reports) and
address these separately.

Establishing pharmacovigilance
centres: difficulties and solutions
This working group discussed common
problems and challenges when setting up
or strengthening a PV centre and how to
address these. Some of the problems
identified were: under-reporting, low
quality of adverse drug reaction (ADR)
reports, shortage of qualified staff at
national centres, lack of funding of PV
centres, lack of interaction with the
regulatory authority, the government and
other policy makers, and limitation of the
legislation base.

Recommendations

• Include PV training in undergraduate
and postgraduate curricula of all health-

care professionals, including physicians,
pharmacists and nurses.

• Establish active surveillance compo-
nents, specifically to use public health
programmes and the Global Fund PV
initiative for the incorporation of PV into
the national healthcare system.

• Enhance PV promotional activities,
especially by engaging professional
organizations of healthcare providers,
internet facilities, mass-media, profes-
sional conferences etc.

• Motivate and stimulate reporting by
providing feedback.

• Make reporting mandatory for health-
care professionals and the industry.

The working group also considered
several funding resources to tackle lack
of funding of PV centres; government
funding (minimal financing), regulatory
resources such as fees, the Global Fund,
PEPFAR and similar initiatives, and
support by non-profit organizations.

AEFIs: causality assessment
and signal detection
It is important to ensure the continued
safety of vaccines by monitoring adverse
events following Immunization (AEFIs).
Vaccine-related adverse events that are
not rapidly and effectively dealt with can
undermine confidence in a vaccination
programme and ultimately have dramatic
consequences for immunization coverage
and disease incidence. It is therefore
imperative that methods for reporting
ADRs to vaccines, causality assessment
and signal detection of AEFIs are in place
within PV systems.

Although most countries have AEFI re-
porting in place, there may be no synergy
in communicating reports between
national regulatory authorities (NRA),
national immunization programmes (NIP)
and PV centres.

Safety and Efficacy Issues
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Recommendations

• Effective communication and collabora-
tion between regulatory authorities,
national PV centres and national immu-
nization programmes is key to monitor-
ing vaccine safety.

• Standard operating procedures and
guidelines need to be developed to
make channels of communication
clearer.

• The public and the media should be
included in any collaborative efforts to
monitor AEFIs.

Optimizing pharmacovigilance
activities to fight substandard
and poor quality medicines
The problem of poor quality, contami-
nated and substandard medicines is a
particular challenge and systems need to
be put in place for the prompt identifica-
tion and withdrawal of such medicines
from the market.

Recommendations

• PV centres could be the first point of call
for reporting substandard, poor quality
medications.

• Tools need to be redesigned for data
collection to make provisions for the
reporter to indicate substandard medi-
cines, medication errors, drug abuse,
etc.

• Advocacy, education and training and
timely information dissemination are key
in merging efforts to detect ADRs along
with fighting poor quality and substand-
ard medicines.

• Effective collaboration with various
parties will be important in achieving
and sustaining these initiatives.

Building human resource capacity
for pharmacovigilance
In many national centres, PV activities
are undertaken by staff involved in other

tasks and are therefore unable to focus
their efforts on PV. Also, they may not be
adequately trained for this role. Many PV
centres also face the problem of high staff
turnover.

Recommendations

• National Centres should have a mini-
mum qualification/skill profile for PV
personnel.

• PV modules should be included in the
training curricula of various health
professionals to give basic awareness
of medicine safety issues.

• Training packages should be developed
for specific and continuous development
of staff working in PV. Developing these
training curricula will require coopera-
tion with WHO collaborating centres for
PV, academia and the use of both
internal and external PV consultants.

• PV centres should include resources for
training within their budgetary require-
ments for pharmacovigilance.

How to improve awareness of drug
safety issues: social marketing of PV
PV in most countries is not well publicized
and there is a general lack of understand-
ing of this concept. Social marketing
involves selling the needs and benefits of
PV to various parties with the aim that
they adopt desirable behaviour to en-
hance drug safety.

Recommendations

• Marketing of PV should be geared
towards behavioural changes that will
promote ADR reporting. PV marketing
should be geared not only to health
professionals but also to the general
public.

• Marketing can be enhanced using the
media and other public initiatives.

Safety and Efficacy Issues
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• The impact of PV marketing efforts
should be measured by analysing
prescription data before and after,
analysing media coverage and assess-
ing behavioural changes.

Good practice in pharmacovigilance
inspections/assessments
Conducting PV inspections is key to
ensuring best practices in pharmacovigi-
lance. PV inspections are currently only
conducted by a limited number of coun-
tries. The power to carry out PV inspec-
tions is generally a legal power, so it is
enforced by the national regulatory
authority (NRA) which may be separate
from the PV centre. Also, the targets for
inspection are those that are regulated by
the NRA, generally pharmaceutical
companies rather than individual health
professionals. It is important however to
note that definitions of PV inspections will
vary from country to country.

PV inspections can be conducted on a
routine basis (for example, all new

companies should be inspected) or when
needed (for example, when an anomaly is
detected). Based on the experience of
countries that have recently commenced
PV inspections, it was suggested that a
pragmatic approach be that countries
start by setting a level of PV inspections
which they have the capacity to perform,
for example to inspect a certain number
of facilities per year.

Recommendations

• NRAs should take responsibility for
carrying out PV inspections. Collabora-
tion between the NRA and national PV
centres is important where the national
PV centre is not part of the regulatory
authority.

• Guidelines and procedures need to be
developed for carrying out PV inspec-
tions and WHO should lead this to-
gether with countries that already have
established procedures for PV inspec-
tions.

Safety and Efficacy Issues

Spontaneous monitoring systems are useful in detecting signals of relatively rare, serious or
unexpected adverse drug reactions. A signal is defined as “reported information on a possible
causal relationship between an adverse event and a drug, the relationship being unknown or
incompletely documented previously. Usually, more than a single report  is required to gener-
ate a signal, depending upon the seriousness of the event and the quality of the information”.
All signals must be validated before any regulatory decision can be made.
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Regulatory Action and News

Global operation against
illegal and counterfeit
medicines
New Zealand took part in an international
enforcement operation with over 40
countries throughout the world. The
operation targeted the on-line sale of
counterfeit and illegal medicines, and was
designed to raise awareness of the
dangers of buying medicines over the
internet.

Operation Pangea III, carried out between
5 and 12 October 2010, resulted in
multiple arrests across the globe and the
seizure of over one million illicit and
counterfeit pills. In New Zealand the drug
regulator, Medsafe, worked with the
Customs Service to intensively screen
all mail entering the country during the
week of the operation.

From over 400 consignments referred to
Medsafe by the Customs Service, 180
were detained because they were found
to contain prescription medicines used for
the treatment of conditions such as heart
disease, diabetes, hair loss and erectile
dysfunction. Oral contraceptives and
antibiotics were also commonly found.
Medsafe noted that these consignments
were imported from 35 countries around
the world. The operation indicates that
consumers continue to self diagnose and
self medicate for conditions requiring
treatment that should only occur after
consultation with a healthcare profes-
sional.

Reference: Medsafe at http://
www.medsafe.govt.nz/profs/PUArticles/PDF/
Prescriber%20Update%20Dec%202010.pdf

Mometasone furoate/
formoterol fumarate:
withdrawal of marketing
authorization application
European Union — The European
Medicines Agency has been formally
notified by the manufacturer of the de-
cision to withdraw the application for a
centralized marketing authorization for
the medicine mometasone furoate/
formoterol fumarate (Zenhale® pressu-
rised inhalation).

This medicine was intended to be used
for long-term, twice-daily maintenance
treatment of asthma, including reduction
of asthma exacerbations, in adults and
children aged 12 years or older.

The decision to withdraw the application
was based on inability to provide addi-
tional data within the time-frame allowed
in the centralized procedure.

Reference: EMA Press Release, EMA/
700091/2010 dated 9 November 2010 at http:/
/www.ema.europa.eu

Briakinumab: withdrawal of
marketing authorization
application
European Union — The European
Medicines Agency has been formally
notified by the manufacturer of the
decision to withdraw the application for a
centralized marketing authorization for
the medicine briakinumab (Ozespa®, 100
mg solution for injection).

This medicine was intended to be used
for the treatment of moderate to severe
chronic plaque psoriasis in adults who
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failed to respond to, or who have a
contraindication to, or are intolerant of
other systemic therapies including
ciclosporin, methotrexate and PUVA.

The decision to withdraw the application
was based on the fact that additional new
data and analyses could not be gener-
ated within the time-frame allowed in the
centralized procedure.

Reference: EMA Press Release, EMA/40297/
2011 dated 17 January 2011 at http://
www.ema.europa.eu

Omacetaxine mepesuccinate:
withdrawal of marketing
authorization application
European Union — The European
Medicines Agency has been formally
notified by the manufacturer of the
decision to withdraw the application for a
centralized marketing authorization for
the medicine omacetaxine mepesuc-
cinate (Tekinex®, 5 mg powder for
solution for injection).

This medicine was intended to be used
for the treatment of adults with Philadel-
phia chromosome-positive chronic
myeloid leukaemia (CML) who have the
Bcr-Abl T315I kinase domain mutation
and who are resistant to prior imatinib
therapy.

In its official letter, the company stated
that they decided to change the proposed
indication of Tekinex® to the treatment of
adults with CML who have failed prior
treatment with two or more currently
approved tyrosine kinase inhibitors
(TKIs). The company further stated that
they were unable to address the issues
identified by the CHMP within the
timeframe allowed in the centralized
procedure.

Reference: EMA Press Release, EMA/9192/
2011  dated 12 January 2011 at http://
www.ema.europa.eu

Zoledronic acid: withdrawal of
application for an extension of
indication
European Union — The European
Medicines Agency has been formally
notified by the manufacturer of the
decision to withdraw the application for an
extension of indication for the centrally
authorized medicine zoledronic acid
(Zometa®) 4 mg powder and solvent for
solution for infusion and 4 mg/ 5 ml
concentrate for solution for infusion.

The application for an extension of
indication was to include the adjuvant
treatment of hormone receptor-positive
early breast cancer (EBC) in premeno-
pausal women for whom hormonal
therapy is recommended.

Zometa® was first authorized in the
European Union on 20 March 2001. It is
currently authorized for the prevention of
skeletal related events (pathological
fractures, spinal compression, radiation or
surgery to bone, or tumour-induced
hypercalcaemia) in patients with ad-
vanced malignancies involving bone, as
well as for the treatment of tumour-
induced hypercalcaemia.

In its official letter, the company stated
that its decision to withdraw the applica-
tion was based on the CHMP’s view that
the data provided in support of the
application so far would not allow the
Committee to recommend approval.

Reference: EMA Press Release, EMA/
818700/2010 dated 15 December 2010 at
http://www.ema.europa.eu

Pandemic influenza vaccine
(H5N1): withdrawal of
marketing authorization
application
European Union — The European
Medicines Agency has been formally

Regulatory Action and News
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notified by the manufacturer of the
decision to withdraw the application for a
centralized marketing authorization for
Emerflu®, a pandemic influenza vaccine
(split virion, inactivated, adjuvanted) A/
Vietnam/1194/2004 NIBRG-14, 30 µg of
haemagglutinin + aluminium hydroxide
adjuvant, suspension for injection.

This medicine was intended to be used
for prophylaxis of influenza in an officially
declared pandemic situation. A core
pandemic dossier was submitted in the
context of prevention of influenza in an

officially declared pandemic situation,
according to the mock-up vaccine proce-
dure.

In its official letter, the company stated
that its decision to withdraw the applica-
tion was based on the CHMP’s consid-
eration that the data provided do not
allow the Committee to conclude on a
positive benefit/risk balance.

Reference: EMA Press Release, EMA/
776824/2010 dated 6 December 2010 at http:/
/www.ema.europa.eu

Regulatory Action and News
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ATC/DDD Classification

The following anatomical therapeutic chemical (ATC) classifications and defined daily
doses (DDDs) were agreed by the WHO International Working Group for Drug Sta-
tistics Methodology 25–26 October 2010. Comments or objections to the decisions
should be forwarded to the WHO Collaborating Centre for Drug Statistics Methodol-
ogy at whocc@fhi.no. The new ATC codes and DDDs will be considered final and be
included in the January 2012 issue of the ATC index. The inclusion of a substance in
the lists does not imply any recommendation of use in medicine or pharmacy. The
WHO Collaborating Centre for Drug Statistics Methodology can be contacted through
e-mail at: whocc@fhi.no.

ATC/DDD Classification (temporary)

   ATC level INN/Common name ATC code

New ATC level codes (othr than 5th level):

Drugs used in hereditary angioedema B06AC

New ATC 5th level codes:
linagliptin A10BH05

aspoxicillin J01CA19
azilsartan medoxomil C09CA09
bekanamycin J01GB13
cabazitaxel L01CD04
carumonam J01DF02
cefbuperazone J01DC13
cefminox J01DC12
cinchocaine S02DA04
conestat alfa B06AC04
dienogest G03DB08
dimeticone P03AX05
donepezil and memantine N06DA52
doxylamine, combinations R06AA59
ecallantide B06AC03
emtricitabine, tenofovir
   disoproxil and rilpivirine J05AR08
flomoxef J01DC14
fluindione B01AA12
iloperidone N05AX14
ipilimumab L01XC11
meningococcus B, multi-
   component vaccine J07AH09

.../...
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metformin and linagliptin A10BD11
metformin and saxagliptin A10BD10
motavizumab J06BB17
panobinostat L01XX42
pentosan polysulfate sodium G04BX15
pirfenidone L04AX05
ramipril and amlodipine C09BB07
rilpivirine J05AG05
secukinumab L04AC10
sinecatechins D06BB12
teduglutide A16AX08
telaprevir J05AE11
tetrachlorodecaoxide D03AX11
vilazodone N06AX24
von Willebrand factor B02BD10

  ATC code changes:

INN/common name Previous ATC New ATC

alitretinoin D11AX19 D11AH04
C1-inhibitor, plasma derived B02AB03 B06AC01
icatibant C01EB19 B06AC02

ATC name changes

Previous New ATC code

Agents for atopic dermatitis, Agents for dermatitis,
   excluding corticosteroids excluding corticosteroids D11AH
Other cold combination Other cold preparations
   preparations R05X

New DDDs:

INN/common name DDD Unit Adm.R ATC code

asenapine 20 mg O N05AH05
corifollitropin alfa 0.15 mg P G03GA09
dienogest 2 mg O G03DB08
eltrombopag 50 mg O B02BX05
fampridine 20 mg O N07XX07
flupirtine 0.4 g O N02BG07
indacaterol 0.15 mg Inhal. powder R03AC18
indometacin, 0.1 g1 O RM01AB51
   combinations

   ATC level INN/Common name ATC code

ATC/DDD Classification

.../...
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INN/common name DDD Unit Adm.R ATC code

mifamurtide 0.7 mg P L03AX15
prucalopride 2 mg O A03AE04
roflumilast 0.5 mg O R03DX07
velaglucerase alfa 300 U P A16AB10

1. Refers to indometacin

Herbal medicinal products*

  New ATC 5th level codes::

 Name ATC code

Horse chestnut, seeds C05CX03

  *Assessed and approved by regulatory authorities based on dossiers including efficacy,

ATC/DDD Classification
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The following anatomical therapeutic chemical (ATC) classifications and defined daily
doses (DDDs) were agreed by the WHO International Working Group for Drug Sta-
tistics Methodology in March 2010. They are included in the January 2011 issue of
the ATC index. The inclusion of a substance in the lists does not imply any recom-
mendation of use in medicine or pharmacy. The WHO Collaborating Centre for Drug
Statistics Methodology can be contacted at whocc@fhi.no.

ATC/DDD Classification (final)

   ATC level INN/Common name ATC code

New ATC level codes (other than 5th level):
Artemisinin and derivatives, combinations P01BF
Emergency contraceptives G03AD

New ATC 5th level codes:
acetylsalicylic acid and
   esomeprazole B01AC56
afatinib L01XE13
albinterferon alfa-2b L03AB12
alendronic acid, calcium and
   colecalciferol, sequential M05BB05
amezinium metilsulfate C01CA25
besifloxacin S01AX23
briakinumab L04AC09
ceftaroline fosamil J01DI02
chondrocytes, autologous1 M09AX02
dronedarone C01BD07
enalapril and nitrendipine C09BB06
eribulin L01XX41
fampridine N07XX07
idrocilamide M02AX05
linagliptin A10BH05
mannitol R05CB16
naftazone C05CX02
naproxcinod M01AE18
nebivolol and thiazides C07BB12
nimesulide M02AA26
olmesartan medoxomil, amlodi-
   pine and hydrochlorothiazide C09DX03
polyplatillen L01XA05
retigabine N03AX21

ATC/DDD Classification

.../...
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sitafloxacin J01MA21
taliglucerase alfa A16AB11
technetium (99mTc) hynic-
   octreotide V09IA07
ticagrelor B01AC24
triamcinolone C05AA12
voclosporin L04AD03

1. Chondrocytes previously classified in V03AX should be moved to the new code in M09AX02

ATC code changes:

INN/common name Previous ATC New ATC

ephedrine R03CA02 C01CA261

1. Only parenteral formulations

ATC name changes

Previous New ATC code

dextriferronferric oxide polymaltose complexes B03AB05
dextriferronferric oxide polymaltose complexes B03AC0
dextriferronferric oxide polymaltose complexes B03AD04
ferric oxide dextran complex ferric oxide dextran complexes B03AC06

New DDDs:

INN/common name DDD Unit Adm.R ATC code

aldesleukin 0.2 mg P L03AC01
amezinium metilsulfate 30 mg O C01CA25
antithymocyte immuno-
   globulin (rabbit) 0.1 g P L04AA04
C1-inhibitor 1.4 TU P B02AB03
canakinumab 2.7 mg P L04AC08
denosumab 0.33 mg P M05BX04
dronedarone 0.8 g O C01BD07
fentanyl 0.6 mg N N02AB03
lasofoxifene 0.5 mg O G03XC03
paliperidone 2.5 mg2 P depot N05AX13
polystyrene sulfonate 45 g O V03AE01
sitafloxacin 0.1 g O J01MA21
tocofersolan 0.2 g3 O A11HA08
tolvaptan 30 mg O C03XA01
ulipristal 30 mg O G03AD02

2. expressed as paliperidone
3. expressed as tocopherol

   ATC level INN/Common name ATC code

ATC/DDD Classification
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Herbal medicinal products*

New DDDs:

INN/common name DDD Unit Adm.R ATC code

Serenoa repens 0.32 g O G04CX02

  *Assessed and approved by regulatory authorities based on dossiers including efficacy,

ATC/DDD Classification
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Recent Publications,
Information and Events
Assessment of 26 African
regulatory authorities
World Health Organization — Medi-
cines regulation is needed to ensure
that all pharmaceutical products on the
market are safe, effective and consist-
ently meet approved quality standards.
Assessment of Medicines Regulatory
Systems in Sub-Saharan African Coun-
tries. An Overview of Findings from 26
Assessment Reports  synthesizes the
findings of rapid assessments performed
at medicines regulatory authorities
(MRAs) in 26 African countries over the
last eight years.

Although the emphasis of the assess-
ments was on capacity-building rather
than a standardized comparison of
indicators, the findings give a reasonable
overview of the regulatory situation in
Africa. Structures for medicines regulation
existed in all countries assessed, and the
main regulatory functions were ad-
dressed, although in practice the meas-
ures were often inadequate and did not
form a coherent regulatory system.

Common weaknesses included frag-
mented legal basis in need of consolida-
tion, weak management structures and
processes, and a severe lack of staff and
resources. On the whole, countries did
not have the capacity to control the
quality, safety and efficacy of the medi-
cines circulating on their markets or
passing through their territories. Regula-
tory capacity should be implemented
urgently in African countries, using the
following approaches:

• Encourage and assist countries to
assess their own regulatory systems in

a systematic way in order to identify and
address gaps.

• Work towards consistent implementation
of all essential regulatory functions in
African countries, based on the key
provisions in the existing legal frame-
works.

• Strengthen management structures,
specific technical regulatory expertise
and physical resources (both human
and financial) available to MRAs in
Africa.

• Consider mechanisms for sharing the
outcomes of regulatory assessments.

Reference:  Assessment of Medicines
Regulatory Systems in Sub-Saharan African
Countries. An Overview of Findings from 26
Assessment Reports. (2010) at http://
apps.who.int/medicinedocs/en/m/abstract/
Js17577en/

Quality of antimalarials in
sub-Saharan Africa
World Health Organization — The
report of a survey to evaluate the quality
of selected antimalarials in six countries
of sub-Saharan Africa (Cameroon,
Ethiopia, Ghana, Kenya, Nigeria and the
United Republic of Tanzania) has now
been published. These countries are
being supported by WHO to strengthen
regulatory control over antimalarial
products. The survey was organized
independently of manufacturers of anti-
malarial medicines.

The information obtained through the
survey has led to a better understanding
of the quality profile of antimalarials
available in sub-Saharan Africa. It has
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contributed to evidence-based regulatory
actions, the development of regulatory
systems and their enforcement capacity,
the advancement of post-marketing
surveillance, and increased cooperation
between national drug regulatory authori-
ties.

Reference: World Health Organization.
Survey of the quality of selected antimalarial
medicines circulating in six countries of sub-
Saharan Africa. WHO/EMP/QSM/2011.1
available at http://www.who.int/medicines

Good governance
for medicines
World Health Organization — Two new
documents have recently been published
by the Good Governance for Medicines
(GGM) Programme:

 • The 2010 Progress Report for the Good
Governance for Medicines Programme.

• A Compilation of best practices from
GGM countries, published as a back-
ground document to the WHO World
Health Report 2010.

The progress report focuses on achieve-
ments in countries. Interest in the GGM
programme has been higher than antici-
pated and momentum for change is
building in the implementing countries.  A
number of new country publications are
also now available on the GGM web site.

The 2010 GGM Progress Report is
available in English, French and Spanish
at http://www.who.int/medicines/areas/
policy/goodgovernance/2010progress_
report/en/index.html (the Arabic version is
on the way).

WHO’s World Health Report for 2010,
focusing on health systems financing,
refers several times to corruption as a
source of inefficiency. It also describes
the work of the GGM programme.

A background paper to the Report, A
Compilation of best practices from GGM
countries, gives a brief description of
activities in a number of GGM countries
and focuses mainly on interventions that
led to changes and improvements in the
pharmaceutical sector. Background Paper
No. 25 is available at http://www.who.int/
healthsystems/topics/financing/health
report/25GGM.pdf

Reference: World Health Organization, Good
Governance for Medicines (GGM) Programme
at http://www.who.int/medicines/ggm

EC/ACP/WHO Partnership on
Pharmaceutical Policies
World Health Organization — The EC/
ACP/WHO Partnership on Pharmaceuti-
cal Policies operating for March 2004 to
September 2010, aimed to provide
strategic and technical support to 77
African, Caribbean and Pacific Island
(ACP) countries for development and
implementation of essential medicines
policies and good practices. The goal of
the programme was to improve the health
of the population of ACP countries by
increasing the availability and affordability
of essential medicines and ensuring
acceptable standards of medicines
quality, safety and use.

The key principles of the Partnership
were to:

• Promote country ownership for plan-
ning, implementing and monitoring of
the pharmaceutical sector.

• Strengthen the capacity of individual
countries and promote a subregional
and regional approach.

Key achievements of the Partnership
were:

• Forty countries have developed a
National Medicines Policy.
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• A comprehensive set of pharmaceutical
sector data has been collected in 68
countries. Another 20 countries have
gone through a comprehensive pharma-
ceutical assessment using WHO survey
tools on access, quality and rational use
of medicines.

• Medicines prices have been evaluated
and monitored in over 25 countries and
the results were used to advocate for
lower taxes on pharmaceuticals and
higher public expenditure.

• Thirty countries have assessed their
regulatory system. Over 45 countries
received support to strengthen regula-
tion through training, development of

legislation (15 countries), setting up of
pharmacovigilance systems (23 coun-
tries), and expanded efforts to combat
counterfeit medicines (33 countries).

• Forty countries have updated their
EMLs and STGs. Studies on medicine
use were carried out in more than ten
countries.

• Seven sub-regional groups have harmo-
nized policies and regulations and/or set
up schemes for pooled procurement of
medicines.

Reference: WHO Medicines Programme
Coordination. EC/ACP/WHO Partnership on
Pharmaceutical Policies at http://www.who.int/
medicines/areas/coordination/ecacpwho_
partnership/en/index.html
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