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06 FOREWORD
Watch Pages
08 Expanding Access to Treatments through FDA’s NSURE
Proposal
	
What are the benefits of improving available options for
obtaining medications over the counter (OTC)? The US Food
and Drug Administration (FDA) believes that there is great
potential to improve outcomes in patients through improving
their ability for self-care options, as well as addressing undertreatment in common disease processes. Regina Ballinger of
Thomson Reuters discusses how the agency is continuing its
investigation of the “Nonprescription Drug Safe Use Regulatory
Expansion,” or NSURE programme, citing limitations in the OTC
switch process currently used for marketing a product OTC.
10 Cardiovascular Safety Watch Column
	In the January 2012 issue of the Journal for Clinical Studies, this
author published a primer of non-clinical investigations for clinical
scientists in the field of cardiovascular safety. While steps toward a
more integrated approach throughout the entire continuum of lifecycle drug development are being made, it was noted that different
components of the life-cycle cardiovascular safety continuum are
still segmented in some settings. In this column J. Rick Turner of
Quintiles provides an update on one of the topics discussed in that
paper, namely the utilisation of human induced pluripotent stem
cell-derived cardiomyocytes in the domain of cardiovascular safety.
Regulatory
12	
Health Economics and Multinational Randomised
Controlled Trials
	
Collecting clinical efficacy and safety data in multinational
randomised controlled trials (MNRCTs) has long been a means
to achieve rapid recruitment of sufficient sample sizes in a timely
manner. The strengths and weaknesses of this approach have been
well explored in the literature. MNRCTs also provide an opportunity
to collect health economic evidence, which introduces its own set of
challenges. This editorial by Tamlyn Rautenberg of Assessment
in Medicine AiM GmbH Research and Consulting & Peter
Hall of St. James Institute of Oncology, University of Leeds
provides an overview of special considerations when collecting
health economic evidence alongside MNRCTs.
16 Enhancement of Regulatory Procedures on Medicinal
Products in Serbia – Patients Information Requirements
	
Providing reliable information on medicinal products to
professionals and the general public is a precondition for
successful implementation of rational pharmacotherapy. On
the other hand, unreliable and unapproved information can
cause inappropriate use and abuse of medicinal products,
which can seriously endanger public health. Due to the fact
that drugs advertising in Serbia had previously not been
compliant with the Summary of Product Characteristics (SPC)
and scientific evidence, control and approval of promotional
material became mandatory since May 2010, and is carried
out by the Medicines and Medical Devices Agency of Serbia.
V. Radonjić, M. Bogdanović, I. Kapetanović Čampar
And D. Mišković of the Medicines and Medical Devices
Agency of Serbia, Belgrade present their experience with
regard to performing this task here.
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22	
Risk Mitigation and Due Diligence in Overcoming Lost to
Follow-up [LTFU] Subjects in a Clinical Trial
	
The term ‘lost to follow-up’ describes a patient who has
prematurely withdrawn from a clinical trial for whatever
reason. But the clinical trial impact of their decision may
result in incomplete study data, which can bias the outcome
of the trial and the investigational medicine, and affect the
statistical power of the study. Low rates of retention and high
rates of patients lost to follow-up causes many ‘side-effects’,
including a longer clinical research trial period that results in
greater monetary expenditure as well as additional resources
dedicated to recruitment efforts. Bernard Hall of L2FU (a
subsidiary of MediciGlobal) recommends that for successful
management of clinical trials one should set out with an LTFU
process in mind from the start.
26	FDA Inspection Close Up - Using Strong Process Mapping
and Gap Analysis
	An FDA regulatory inspection is an activity of verification. It serves
to give the FDA the assurance that your manufacturing processes
are in control. The main factor in this is your ability to communicate
that you have an effective, in-control quality system. This is where
you can really use process mapping to your advantage. These
maps provide an effective visual way of showing an investigator
how a system operates. Internally, process maps will pinpoint your
compliance hot-spots or gaps before the FDA sees them. FDA
leadership often states that manufacturers need to have the proper
systems in place. They also need to be able to show that those
systems are in place and show that they are effective. Joseph
Pickett of Expert Briefings explains that there are few better
ways to show effectiveness than with good process mapping.

major players in the BRIC (Brazil, Russia, India, China)
countries within emerging markets, Kent R. Thoelke,
Executive Vice President, Scientific & Medical Affairs,
PRA International, explains why China represents the
greatest potential in the near term.
34	Past, Present and Future for Developing Clinical Trials in
Bulgaria
	Bulgaria is the 14th largest country in Europe in terms of surface
area (110,994 km²) and is located between Romania to the North,
Serbia and Macedonia to the West, Greece and Turkey to the South
and the Black Sea to the East. It has a population of 7,364,570.
Cristina Florescu Moraid and Aneta Ivanova of Synevo
Central Lab, along with Georgi Georgiev AstraZeneca-Bulgari,
demonstrate that the development of clinical trials in this country is
very promising: the existing legislative framework is suitable for any
pharmaceutical company to direct its actions to Bulgarian patients,
and the fact that Bulgaria is among the European emerging
countries has to be seriously taken into account.
38	
C linical Trials in Latin America
	The outsourcing of clinical trials to developing regions,
given the ever-growing cost associated with Europe and
North America, has long appealed to pharmaceutical
companies looking to reduce costs. Latin America has
been tagged as a region of particular interest for clinical
trial outsourcing, with trials having been conducted in the
region for several decades now. Luke Sewell and Daniela
Origem of Latinlink discuss the advantages, and perhaps
more importantly, the potential pitfalls, of running clinical
trials in Latin America.

market report
28	Tunisia - A Focus on the Clinical Trials Landscape
	
Shifting clinical trials to North Africa is an up-to-date
consideration for pharma development leaders for a
multitude of reasons. Major concerns facing these decisionmakers are development timelines, avaibility of drug-naive
patients, compliance with good clinical practice, logistics
and handling of IMPs, and quality of data provided. In this
issue, Chiheb Guerfel of Poseidon Pharma explains the
conditions of conducting clinical trials in Tunisia.
30	China – Part of the Critical Path in Drug Development in the
21st Century
	In the last thirty years the United States has led the world
in the field of R&D as it pertains to the pharmaceutical
and biopharmaceutical sector. However, as the economic
pressures on drug development continue to increase,
the drive to move R&D functions to emerging markets
to take advantage of large talent pools and lower-cost
labour is becoming increasingly attractive. In addition to
US companies offshoring portions of R&D to emerging
markets, several of these markets continue to invest
heavily in their own biopharmaceutical sectors. This
internal investment by emerging markets, coupled with
external investments by multinational biopharmaceutical
companies, will create formidable competition for US
companies while simultaneously providing great potential
benefits to those same companies. Of the traditional
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Clinical Trials in Latin America
The outsourcing of clinical trials to developing
regions, given the ever-growing cost associated with
Europe and North America, has long been appealing
to pharmaceutical companies looking to reduce
costs. Latin America has been tagged as a region
of particular interest for clinical trial outsourcing,
with trials having been conducted in the region for
several decades now. But what are the advantages?
And perhaps more importantly, what are the potential
pitfalls of running clinical trials in Latin America?
According to a recent article in the New York Times, 78
per cent of the people who participated in clinical trials in
2008 were enrolled outside of the US. 1
Latin America has been very popular among sponsors
conducting trials outside the US for a few reasons: naive
populations all within dense regions allowing for quick
recruitment, higher numbers of patients per location, lower
expenses, and an ethnically diverse population similar to
those found in the US or Europe.
The medical training in the region is comparatively
high, as doctors are aware of good clinical practices as
well as other industry guidelines, aiming to adhere to
these wherever possible. Another important factor is
that medical centres, doctors and hospitals are eager to
participate in the studies, as they bring money and jobs
to the region as well as contact with status-enhancing
international research.
Successful clinical trials rely on a variety of factors, and
Latin America - in particular Brazil, Mexico and Argentina meet many of these criteria:
• Willing target population. Latin America has
densely populated areas, with an increased
likelihood that many people will meet prerequisites
for a clinical trial.
• Investigational teams. Many investigators place
a high value on the scientific and academic
aspects of the trial, and are pleased when they
are invited to participate.
• Health systems. Latin American countries have
become desirable sites for studies, both because
they have adopted regulations that mirror those
recommended by the International Conference
on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use
(ICH) and because the regulatory authorities are
committed to keeping them updated.
• Standard of care. It is possible to both find
patients who have been on a prerequisite
treatment and to find those that are “treatmentnaïve”.
• Epidemiological
considerations.
Seasonal
diseases like pneumonia and flu occur at different
times of year in the southern hemisphere, making
Latin America a well-suited region to conduct
infectious disease studies, with a seasonal
component so that manufacturers do not have to
wait to conduct their trials.
38 Journal for Clinical Studies

As a result of these factors, Latin America has seen
the highest growth rates in clinical trials among all the
emerging markets.
See below for this continuing trend:
% Increase in 1572’s filed per year (1995-2000)

Potential Problems with Latin America?
Superficially, Latin America appears to be a true clinical
trial paradise; however, it is only once the trial is in
motion that the potential problems can begin and the
learning experience for the sponsor really starts.
One of the most frequent problems for delays is due
to the differing regulatory requirements surrounding
ICFs (informed consent forms). This can be avoided by
proper preparation and research. Many sponsors do not
take into account the lower education and illiteracy
levels found in the region, and will find that straight
translation of approved ICFs in Europe may not be
approved in Latin America due to their complex wording.
Religious issues may also cause a problem; for example,
the request for the sexual history of a woman in many
regions in Latin America may be grounds for rejection
by the site. The evangelical church, very popular in Latin
America, is another example of a potential conflict as it
prohibits blood transfusions of any kind.
In addition ‘benefit assessment’ by Latin American
ethics committees focus on benefits for the patients and
carefully analyse factors such as the healthcare context
and social setting of the subjects. The use of placebo,
payment for participation, consent process and the
expectation of post-study treatment may be required to
achieve ethics approval. This is a different process to
that found in Europe/US.
The above is a good but short summary of the often
overlooked real cost of conducting trials in Latin America.
Translating materials and established protocols into
Spanish or Portuguese correctly is often viewed as the
only direct communication cost associated with working
in the region. The unseen costs, such as localisation
to the particular region’s laws and culture, can be
overlooked, and can lead to later unforeseen costs or
negative implications for the trial.
Doctor-Patient Bond in Latin America
Estimates show that in the US, 66 per cent of subjects
Volume 5 Issue 2

Market Report
enlist independently of their doctor’s advice. In Latin
America 80 per cent of subjects are offered enrolment
into studies via their doctors. This is a critical aspect to
bear in mind when designing patient materials. Doctors
are often very protective of their patients, as they are
often less able to make fully informed medical decisions;
this predisposes doctors to be more paternalistic.
The other potential problems include long trial start-up
times, excess bureaucracy and unclear regulation in an
environment of competitive enrolment, all of which result
in some clinical trials not being conducted in the region.
For things to improve in the region, sponsors need
to work closely with local regulators, who in turn need
to be more in touch with local practices in order to
better understand requirements. By understanding
the local environment, sponsors will be able to give
more opportunity for the high recruitment rates that
currently offset the long delays for study start-up.
Regulators need to define clear processes, procedures
and timelines, and commit to sticking to them. A look
to the Asian competitor regions for clinical trials shows
that they are moving faster and more efficiently in this
regulatory field.
Language
An array of legal problems can present themselves when
conducting clinical trials in Latin America. A mutual
understanding of the legal environment will help
streamline clinical trial agreements and avoid contracts
that are legally unenforceable.
Below are examples of legal requests and warnings from
local regulatory bodies:
• Spanish-speaking countries: “violation” sounds like
“violación”, which means “rape” in Spanish. 2
• Brazil requests that the investigator’s brochure be
translated into Portuguese. 2
In contrast to several emerging regions where there
are multiple language requirements, Brazil has a single
translation requirement for regulatory documents. A
unified Brazilian Portuguese is spoken throughout the
country, unlike the numerous dialects and variations of
Spanish. For the rest of Latin America, Spanish is by far
the most widely-spoken language. With documents being
able to be localised to each specific country, there are also
requirements where ICFs may need to be localised to the
native dialect of indigenous people such as Amerindian
languages, if they are participating in the study.
One final strong advantage for Latin America is that
the focus on just these two languages, Spanish and
Portuguese, albeit with their local variations, provides
an excellent advantage over comparable populations,
for example Europe. Spanish-speaking countries within
Latin America have subtle linguistic differences that
can result in miscommunication and clinical trial break
down if not resolved.
In 2008 ‘The Buenos Aires Declaration on Ethics and
Clinical Trials’ was unanimously signed by participants
in the ‘First Latin American Workshop on Ethics and
Clinical Trials’ workshop. This declaration was issued
in response to the rapidly increasing number of clinical
trials in the region and ethical issues related to clinical
trial approval in Latin America.
www.jforcs.com
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In relation to specific concerns regarding ethical
violations, the declaration specifically addressed
the need for cultural considerations and competent
translation:
1) In Latin America, protocols originating from outside
the region must be translated by competent expert
translators for presentation to local authorities (the
regulatory agencies, ethics committees, etc.) into the
language of the country where the clinical trial takes
place (Spanish, Portuguese, or French).
2) The informed consent should fulfil the following
requirements: (1) informed consent forms originating
from outside the region must be translated by
competent expert translators; (2) persons totally
independent of the clinical trial must verify that
all social and ethnic strata that participate in the
trial understand clearly the content of the informed
consent form; and (3) when indigenous populations
participate in the trial, the informed consent form
should be presented to them in their native language.
Regulatory Landscape in Brazil
The clinical research sector first started to evolve
in 1996, when the country established regulations
in accordance with international standards, i.e. the
International Conference on Harmonization Guidelines
for Good Clinical Practices (ICH-GCP)
The majority of clinical trials conducted are Phase
III trials according to the governing body ANVISA. 80%
of these clinical trials are conducted by multinational
companies. Phase III studies are focussed on a large
range of patients, with the objective of determining the
risks and benefits of the target medicine. 4
In Brazil, the National Health Council (NHC) approved
a resolution that “research involving human subjects
must ensure the research subjects the benefits resulting
from the research project, in terms of social return,
access to procedures, products or research agents”
(NHC 1996, III.3(p)). The resolution also provides that
“in case of research conducted abroad or with external
cooperation” evidence “of commitments and advantages
to the research subjects and to Brazil, which will result
from the implementation of the research” must be
submitted (NHC 1996). Another resolution states that
“access to the medicine being tested must be assured
by the sponsor or by the institution, researcher, or
promoter in the event its superiority to the conventional
treatment is proven” (NHC 1997, IV.1(m)). 5
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As of the 12 th of December, as a result of the continued
interest in Brazil, a new proposal was announced to
consider for the first time patients and volunteers to
be renumerated for their participation. This is expected
to be concluded in the first quarter of 2013. 6 This is
common practice in the UK and the US but is prohibited
in Brazil.
It is argued that if this new law is approved it will
improve the speed at which patient recruitment can be
conducted, and therefore the speed at which approval
stage can be reached. Rubens Belfort, professor at
UNIFESP says, however, that this new payment “could
lead to exploitation; it’s one thing to pay for transport,
but another to receive 10,000 reals for one injection.” 8
The above is an example of how cultural differences
within one country may make the application of UK or
USA laws inappropriate. Time will tell if this new law
is approved and leads to improved trials or patient
exploitation. The debate regarding this law very much
highlights some of the challenges of working in a less
developed region, where laws and regulations that may
function in the UK/USA become much more challenging
in a different cultural and socio-economic environment.
Brazil’s Future
Brazil conducts the highest volume of studies in Latin
America and the second highest out of the BRIC nations. 7
Despite the six-month regulatory waiting period in Brazil,
compared to just two months in other countries, Brazil
still maintains its success as it has an ability to recruit
patients very quickly. This shows Brazil’s clinical trial
potential, and despite current legal and bureaucratic
delays, which are slowly being improved, it is currently
an attractive location and set to improve as regulatory
and legal factors improve, helped by strong national
interest in improving the law as well as organisations
such as ABRACRO (Brazilian Association of Clinical Trial
Organisations), leading the way for governments and
multinational organisations to work together.
Qualifications of Human Resources in Brazil
Of the 9500 qualified doctors in Brazil, just 10-20%
are in contact with the clinical trial system. The result
is that there is a lack of experience being generated
in-country by Brazil, meaning that innovation and
scientific progress are extremely dependent on the
qualitative improvements of medical teaching in Brazil. 4
For post-graduation studies with a focus on clinical trials
to expand there is a need for a much higher number
of doctorate professors, which can only be achieved
through the completion of unique scientific research.
The reality is that it is much more common for further
specialisation to occur for personal professional gain, as
this is where the immediate demand is, rather than the
completion of unique clinical research.
It seems that the Latin American region has the
ingredients for an optimum clinical trial environment,
and the sector is gaining momentum from recent
investments and development, but for the investment
to continue there are cultural, regulatory and education
issues that need to be addressed by both the sponsor
and at the local level, in order for the recent continued
Volume 5 Issue 2
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growth to be sustained. The region will continue to be of
great interest to multinational CROs and pharmaceuticals
for its large, diverse and rapidly expanding population, much
of which is treatment- naïve, shortened approval times,
improved GCP compliance, and an emergence of diseases
predominant in developed countries. Successful patient
enrolment and retention rates, and proximity to Western
biopharmaceutical companies are additional factors.
There are significant hurdles that foreign sponsors
must also consider however, including linguistic and
cultural barriers, as well as other socio-economic
factors such as poverty, illiteracy and - perhaps
even more dangerous - misinformation. Successful
outsourcing of clinical trials to Brazil therefore involves
an understanding of these factors, and how they
affect clinical research. It will also depend on the
local development of the country’s infrastructure and
regulatory support for trials, and how the region develops
relative to its competitors over the coming decade.

5. http://bioethics.georgetown.edu/nbac/clinical/Chap4.html
6. http://www1.folha.uol.com.br/equilibrioesaude/1199835-cobaiahumana-podera-ser-paga-no-pais.shtml

7. http://abracro.org.br/informacoes-utilidades/artigos/135-brasil-e8.

lider-em-volume-de-estudos-clinicos-na-america-latina-e-segundoentre-paises-do-brics
http://abracro.org.br/informacoes-utilidades/artigos/131-entravesregulatorios

Luke Sewell has been managing projects
in the clinical sector in Latin America,
including Brazil, for a number of years.
Luke is currently working for www.
latinlink.com with a team of scientific
translators providing localisation and
translation services targeted at Latin
America and Brazil. Email: luke.sewell@latinlink.com

References
1. http://www.nytimes.com/2010/06/22/health/research/22trial.
html?scp=1&_r=0. (n.d.).
2. http://firstclinical.com/resources/articles/Laws.pdf. (n.d.).
3. h t t p : / / w w w . fe n a fa r . o r g . b r / p o r ta l / m e d i c a m e n t o s / 6 2 medicaments/1179-anvisa-divulga-perfil-de-pesquisa-clinica-demedicamentos-no-brasil.html
4. http://www.fiocruz.br/pesquisaclinica/media/A%20pesquisa%20
clinica%20no%20Brasil%20-%20ZAGO.pdf

Daniela Origem has been working in the
Brazilian scientific publishing sector for
over seven years. She has been involved
in producing major scientific textbooks
for Brazil with ‘Grupo A’ publishing. She
is now working as production manager
at www.latinlink.com.
Email: daniela.origem@latinlink.com

