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EDITORIAL FECICLA
Pablo bazerque
FECICLA’s President

M

edicine is completing a true revolution nowadays. It has already
experienced two profound transformations on the 20th century.
One of them was the introduction and
progresses of molecular biology that
transformed medicine along two axes:
one is genetics, with the discovery of the
DNA structure; and the other one is immunology, that differentiates the complexities of the interaction between what
is part of our own body and what is alien
and determines the role of the immune
system on different pathologies.
The second change was caused by the
uprising and enormous evolution of information technology, which in medicine
contributes to diagnosis and its systematization but specially to the creation
and advances of cognitive science, that
will be the base for the construction of a
more scientific and less dogmatic psychology and psychiatry. These are two
major developments that are still bearing fruits and have not yet achieved all
their potential results.

But the actual revolution these transformations are a part of is much more profound and of longer term. It consists of
the full incorporation of all factual sciences into health sciences, in order to dispose of those practices based only on
“knowledge” derived from tradition and
common sense that cannot be supported by facts. This has been brewing since
the beginning of modern science, driven
by Galileo, but it became more apparent
in medicine as from the second half of
the 19th century with Claude Bernard,
Virchow, Pasteur, Koch, Ehrlich, Semmelweis and many others.
Homeopathy insists on calling this allopathic medicine, when in fact it is scientific. It is the product of applying scientific knowledge to its technology,
without disregarding: the use of logical
and mathematical rules, the fundamentals of philosophy and the strict abiding
by the moral rules valid to all humanity.
Medical technology relies on the factual sciences method and is supported by
the clinical trial; it does not deduce truths
from axioms. Randomized controlled tri-

als will divest it of the bang of drums and
the cultural prejudices.
As regards the beneficial effects of the
different preventive or therapeutic practices on the health of human beings, in
terms of factual sciences methodology,
the ultimate direct proof of success lies
in clinical trials. They are also the base of
the technology required to apply them.
They are scientifically necessary and
pragmatically indispensable.
The only issue, the actual challenge, has
been to ensure experiments on human
beings are conducted with the ethic responsibility each individual deserves.
There are two fundamental elements in
this respect that need to be taken into
account. The first one is more philosophical or theoretical than a practical rule and it refers to the regulation
system; the second one is intended to
guarantee the compliance with the regulations: the control mechanisms.
Of course there is a permanent feedback between these two factors.
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In relation to the regulatory aspect,
there has been great progress in the last
60 years. Learning from the disasters
caused by moral blindness, abuse, big
mistakes and improvisation, we have finally agreed on a valid ethic that applies
to all human beings, whatever culture
they belong to, that has led to the establishment of general legislation in the form
of good, effective and universally accepted practices. This has been the result of
the cooperation among governmental,
control and industry organizations, along
with the decisive help of public nonprofit
organizations –both national and international. The central achievement was the
institution of the informed consent, accompanied by other key aspects that
are still a work in progress and under
discussion. But the regulation is a great
achievement that is already on the process of being perfected and fine tuned.
The difficult path ahead of us is the establishment of adequate control mechanisms to ensure the compliance with
the regulations agreed upon. In order to
achieve this, there is a basic, essential
and necessary condition that is the adequate qualifications of all those involved
in the clinical trial process –accompanied
by a scientific culture that provides the
necessary context. The key to building a

successful control system is the ability to
train human resources to be skilful, familiar with regulations and conscious of
both ethical and scientific principles. Additionally, the proper divulgation of the
scientific and ethical principles behind
the system will ensure a better position in
the eyes of society and provide elements
for participants to defend their interests.
The task ahead is neither easy nor fast. It
is something that needs to be built with
constancy and dedication.
On the other hand, the supervision and
control function presents two crucial difficulties that arise from its very condition
and shapes it. Firstly, there are important
interests at stake: and one of the parts,
the patients, the subjects of the clinical
trial, are by themselves, helpless, and
they have no knowledge or power over
the trial. Secondly, control is always local, by nature, and prone to inefficiencies
and discretionalities.
It would be useful to promote debates
in each jurisdiction but with permanent
intercommunication with other jurisdictions; this would facilitate the feedback
and exchange of experiences as well
as the consensus on the most efficient,
universal and less discretional ways to
handle supervision and control that effectively protects patients and the prog-

ress of science on the field of health
care and wellbeing.
An effective control system must be
able to rely on information technology to handle paperwork and processes, as well as on the active participation
of ethics committees in the monitoring
function and the direct supervision of
qualified inspectors during the conduction of the trails; instead of sitting back
and expecting that the complexity of the
authorization procedures that analyze a
technical compliance of the protocols
with the regulations can ensure any actual control. In fact, the adjustment of
a particular application to the regulatory
requirements is not the difficult thing to
attain; the problem is how to ensure the
actual compliance in practice.
To sum up, clinical trials are crucial and
indispensable to develop the benefits
that science can contribute to health and
the wellbeing of humanity. The ethical
and scientific guidelines that should direct them have accomplished a progress
and a general acceptance that needs
only fine tuning. The supervision and
control of trials is still a complicated issue that depends on each jurisdiction.
This is our challenge. This is the quest
FECICLA is carrying out for “good” clinical research in our region.

FECICLA NEWS
Intensive Refresher Course

Good Clinical Practicies
and Research Local Regulations
Addressed to people willing to begin their training on clinical research and
to those who, having previous experience and training, wish to refresh
their education with the most modern knowledge in the field of clinical
pharmacology research protocols.
To check the complete program, please visit our web page:
www.fecicla.org
bristol-Myers Squibb laboratory auditorium

adress: Monroe 801 - Capital Federal
Dates: Friday, July 13th, 1 pm to 8 pm; Saturday, July 14th, 9 am to 1 pm
Fees: 500 pesos for members and 650 pesos for non-members
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REGULATORY UPDATE

Current Regulatory Situation
for Biological Medicines in Argentina
The authorization for marketing of complex molecules
such as biological medicines confront us to new regulatory challenges that ANMAT
faces with new regulation

IgNacIo MaglIo

Member of Fecicla.
Medical Legal risk, Hospital FJ. Muñiz.
Coordinator, Legal Deparment F. Huesped.
Estudio Maglio

1. INTerNaTIoNal ouTlooK

D

uring the last years of the first
decade of the new century, the
World Health Organization (WHO)
stated that the prevailing view among the
different control agencies of the member
countries was that the molecules constituting biological products were much
more complex than those in traditional
drugs; and that, therefore, follow-on biological products manufactured by generic manufacturers after expiry of patent
and other exclusivity rights should not be
approved using the same simplified reg-

ulatory procedures as applied for small
molecule-based generic drugs.1
The WHO established that the current
challenge regarding biosimilars is that
there is no way to confirm that the product of reference in a particular region
complies with the requisites for another
and also that the original biological products can undergo variations during and
after the manufacturing.
The WHO also raised a special alert on
the serious risks that could arise from
the lack of proper regulation for the interchangeability of original products with
similar ones: “biosimilars could induce
immune responses which may be either
clinically irrelevant or could have severe
and potentially lethal consequences.”

Focusing on the safety and health of patients, the WHO concludes that: “Biosimilar medicines clearly have a future but patients should not be expected to bear the
burden of excessive trial-error incidents.”
The drug authorities in the US (FDA,
Food and Drug Administration) and Europe (EMA, European Medicines Agency)
have established that it is not possible to
register “biosimilar” products via the regulatory pathway of synthesis products.
As from the first half of the last decade,
The European regulatory agency has
been establishing general and particular
requirements for different groups of biological-origin medicines.
In Latin America, Argentina and Brazil
have specific guidelines regarding the
registration of biological and biosimilar
medicines.
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In Brazil, the applicable drug authority, ANVISA (National Health Vigilance
Agency) has created a specific regime
for the approval and registration of biotechnological medicines. As from 2003,
it was established that –for biotechnological products– the registration of
copies or similar products was not to
be considered under the same regulatory requirements than those for chemical medicines; and then, in 2010, specific regulatory standards were laid out.

2. NaTIoNal ouTlooK

clinical trials
The first mention we find in national regulations regarding biological-origin drugs
appears in the dispositions of the National Administration of Drugs, Food and
Medical Devices (ANMAT, for its Spanish initials) that refer to the good clinical
practices for pharmacological research.
During 2010, the applicable regulation
for clinical pharmacology studies was
replaced by ANMAT Regulation 6677,
in which a special section on the topic
of clinical research with biological-origin medicines was included. This guideline underlined the difficulty involved in
characterizing such drugs and the necessity of obtaining additional and complete information on the manufacturing
processes. The regulation established
the toxicity risks and, as a general principle, required that the safety studies
should be previously conducted on two
different animal species adequate to the
nature of the product.
In the case of clinical studies, there are
additional requirements to those envisaged for the synthesis drugs’ studies,
such as toxicology evaluations of contaminants and impurities; antigenicity and
immunotoxicity, when necessary; etc.
approval and registration
Apart from the requirements for clinical studies in biological drugs, until November 2011 the ANMAT did not have
specific regulatory previsions for the approval and registration of biological-origin medicines. However, different bio-

medicines were approved for marketing
according to the regulation procedure
for chemical drugs that are similar to
original products, as is the case of Interferon α 2b and α 2a, somatropina, eritroproyetina, interleukina and insulina.
In the year 2011, the ANMAT established that biological-origin medicines
are substantially different from traditional medicinal specialties of chemical origin and that, therefore, it became necessary to provide precise information on
the elaboration of the “biomedicine”; as
this instance is critical in order to establish the adequate safety, efficacy and
quality profiles.
The medicines control and regulation
agency indicated that biological-origin
products are “more difﬁcult to characterize than the synthetic ones, a more
detailed description of their structure
and manufacturing or obtaining process
is required to demonstrate their safety,
quality and efﬁcacy.”
Later, the ANMAT introduced specific
guidelines on the subject: first through
ANMAT Regulation 7075/11, that outlined the requirements for the registration of biological-origin medicinal
specialties; and then through ANMAT
Regulation 7729/11, that introduced the
requirements for the registration of biological medicines that are follow-on
products of a biological medicine of reference, approved and with sufficient evidence on the risk-benefit equation, this
last denomination identifies the “biosmilar” medicines.
The first ANMAT’s regulatory reference
defines biological-origin medicines as
“products obtained from living organisms or their tissues. They include viruses, therapeutic serums, toxins, antitoxins, vaccines, blood, blood components
or derivatives, allergenic products, hormones, colony-stimulating factors, cytokines, antibodies, heparins, among other. They are products used for purposes
of prevention, treatment or in vivo diagnosis of certain diseases.”

The biological-origin products that the
national agency includes in this general
regulation are blood derivatives, products obtained from Recombinant DNA or
hybridoma techniques, monoclonal antibodies, Biological medicines obtained
from animal biological fluids or tissue and
other biological products, which the regulation does not specify but that could be
later on incorporated.
Later on, the same ANMAT indicates
that specific requirements will be outlined for each of those products; following the European regulatory scheme, in
which there are specific guidelines for
each particular biological product.

“

Biological-origin products
are “more difficult to
characterize than the
synthetic ones, a more
detailed description
of their structure and
manufacturing or obtaining
process is required to
demonstrate their safety,
quality and efficacy”.

”

In order to clarify the scope of the regulation, it states that the following products
are excluded from the regulation: vaccines in general; individualized allergenic
vaccines; products not requiring registration such as advanced therapy medicinal
products manufactured at an authorized
specialized center to be used at such
center; human whole blood, plasma and
blood cells and their components.
An important aspect is that ANMAT will
deny authorizations for the registration
of biological medicines not only on the
basis of technical considerations regarding safety and efficacy, but also
when the quality is not adequate.
As regards the pre-clinical requirements,
the same ones required for the presen-
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tations of synthesis medicines apply,
adding those specific to biomedicines
regarding toxicity and immunogenicity.
ANMAT considers that, apart from the
pre-clinical and clinical information
gathered during the first three phases of the study, the manufacturer must
also commit to conducting adequate
pharmacovigilance controls in Phase
IV clinical studies and reporting to the
applicable authority all the information
available on efficacy and specially safety of the biological medicine. To this
end, the ANMAT describes in detail all
the characteristics, components and infrastructure of the monitoring and pharmacovigilance plan that each manufacturer has to set.

“

The applicant must
guarantee an appropriate
pharmacovigilance system
that will be in place after
the authorization.

”

Finally, the regulation prudently demands the presentation of studies –published or unpublished– on the protocols
that are both active and concluded, including any additional piece of safety information that may have been obtained.
ANMAT Regulation 7729/11 is the other
existing directive in connection with bio-

logical medicines and it establishes that
the biological-origin medicinal specialty
of reference must be an authorized product that is marketed in a country with
similar regulatory and control standards
as those in Argentina. Even if the regulation does not specify these countries, it
is understood that it refers to those with
high health vigilance reputation, which in
fact appear listed on different appendixes of other ANMAT regulations.
The government agency considers that
the manufacturing of the biological
medication is a critical step, as it establishes that only those products that
have been characterized in detail can
be submitted for the evaluation process
to potentially get registered and authorized for marketing.
Also, the ANMAT demands that the product coincides with the biological medication of reference in aspects related to
pharmaceutical form, concentration, way
of administration and indication.

Argentine Chamber
of Clinical Research
Organizations

CAOIC REFRESHER
CONFERENCE
Hotel Emperador, 420 Libertador Avenue
CABA, Argentina
Wednesday, August 29th, 8:30 am to 2 pm

Preliminary Program
Save the date

As in the case of submittals for innovative
biological products, the applicant must
guarantee an appropriate pharmacovigilance system that will be in place after the
authorization; also, as regards the compliance with the legislation, it is stated
that the patent holder, the technical director and the manufacturers who intervene in the manufacturing process shall
have joint responsibility.
Finally, it is fair to recognize that Argentina has opened a path in the regulation
of biological-origin products, as a pioneer in the region. It is therefore expected that, with the same commitment, it
will rule the pending guidelines for each
biological product in particular, in order
to achieve a proper control and regulation of all the medicinal specialties of biological origin.

On-line Pre-accreditations
1 WHO, Drug Information, Vol 23, Nº2, 2009.
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LATAM UPDATE

Supervision of Clinical Studies
by the National Medicines Agency
(ANAMED) of the National Public Health
Institute of Chile
rIcarDo goNzÁlez
ValDeNegro

Head of the Clinical Studies Department
Nacional Medicines Agency
National Public Health Institute of Chile

T

he inspection of pharmacological clinical trials has the purpose
of protecting the rights and wellbeing of the patients who participate
in one; ensuring the quality and integrity of the information obtained through
such studies; and supervising the compliance with the Good Clinical Practices
(GCP) as well as with the applicable national legislation in all of the clinical trials that are conducted in Chile and involve the use of medicines.
The
National
Medicines
Agency
(ANAMED) of the National Public Health
Institute of Chile started with the inspection of clinical studies on 2008, due
to the increase in the number of pharmacological clinical studies with unregistered drugs.
The regulations that rule the authorization and inspection of clinical trials in
Chile are: Health Decree No. 3/2010, Article 21, Section C; Technical Guideline No.
57/2001; Law 20.120, 2006; Circular No.
4/2009 and Circular No. 441/2012.
Guideline 57 was passed over 10 years
ago, and this is the only piece of legislation that refers specifically to pharmacological clinical trials. In view of the dramatic advances in science and technology, it

is evident that this document needs to be
revised. There are several legal gaps that
require immediate attention.
One of the most critical aspects of clinical research is the permanent revision of
the risk/benefit rate of each clinical trial.
In order to control this it is necessary to

“ ”
The National Public Health
Institute started with
the inspection of clinical
studies on 2008
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perform inspections to ensure the compliance with the GCP and the correct reporting of serious adverse events.
The current legislation presents certain
limitations that hinder the possibility of
performing adequate supervisions to
ensure the abiding by the GCP in accordance with the ICH standards (International Conference on Harmonization.
Guidelines for Good Clinical Practices,
June 10th, 1996) and the Document of
the Americas (Good Clinical Practices,
Document of the Americas, Dominical
Republic, 2005 – Pan American Health
Organization, WHO). In spite of these
legal limitations, the National Public
Health Institute is carrying out inspections all the same.
Such inspections are conducted in research centers through documented
processes and can arise from one of
two reasons:
1.- Routine
2.- Formal Complain
Routine inspections are carried out on
the studies the Public Health Institute
determines, according to its database
and to previously established factors.

Hallazgos más frecuentes/relevantes
en Inspecciones del ISP en Chile 2008-11
regulaTorY aSPecTS
From the Sponsor:
• The centers declared in the application and authorized for the study do not coincide
with the ones the study in being conducted at.
• Chief Investigator selected by the Sponsor, with no adequate experience and qualifications for the Clinical Trial in question.
• Study monitor does not have University Degree on the biological or health fields
valid in Chile.
• Failure of the Sponsor to respond in the case of bankruptcy to the responsibility towards chief investigator and team as well as towards study patients.
• Insurance Policy with no representation in Chile and coverage term expired.
research center:
• Do not have express authorization from the director of the center, after favorable report from the Scientific Ethics Committee, as demanded by Law 20.120, Article 10.
• Informed consent forms signed before the authorization by the Public Health Institute.
• Serious adverse events not reported or reported out of term by the investigator to
the Ethics Committee.
• Lack of documentation to prove that advances and completion of the study were reported to the Clinical Studies’ Ethics Committee and the Public Health Institute.
HuMaN reSourceS aND FacIlITIeS
• No hay acreditación de entrenamientNo accreditation of formal training of the investigator and team on GCP (training course of at least two hours)
• Participation of a professional on study procedures, without proper delegation from
the chief investigator.
• Personnel not skilled in the handling and administration of the investigational
product.
• No written procedures on medical emergencies.
• Deficient handling of medical emergencies and in some cases, with expired
medication.
INVeSTIgaTorS FIle
• The protocol present at the center is not signed by chief investigator and does
not correspond with the version approved by the Ethics Committee.
• The center does not have on site the updated versions of the protocol, the investigators brochure and the informed consent form.
• It is not stated who is the chief investigator of the center, with the role of delegating functions to the rest of the team.
• Absence of signed statement by the team members, on the ethical guidelines
and applicable regulations.
• Absence of Delegation of Responsibilities Log or incomplete log, not updated or
functions not properly assigned.
• Absence of CV and Degree certificates of chief investigator and members of the team.
• Lack of clinical laboratories’ certification, where the tests required by the protocol
should be conducted.
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Inspections arising from a formal complain to the Public Health Institute are
conducted more swiftly. Both types of
inspections are performed by professional inspectors who later on issue
an inspection report requesting the actions corresponding to the noncompliance findings.

“

A new regulation intended
to replace Technical
Guideline No. 57 is
currently under review

”

This report is also sent to the ethics
committee that authorized the study.

The clinical studies’ inspections performed from 2008 to the present day
have contributed to:
1.- Ensuring the wellbeing of the participating subjects
2.- Improving the processes related
to the conduction of pharmacological
studies in Chile.

It is worth noting that, as from the institution of the inspections, noncompliances
related to the work of both Contract Research Organizations and pharmaceutical laboratories have decreased.
Additionally, noncompliance findings
help disclose relevant health information every year.

coNcluSIoN

In spite of the legal gaps in the area, the
inspection function has proved to have
a positive effect on the regulation of
clinical studies. In order to solve these
deficiencies, a new regulation intended
to replace Technical Guideline No. 57 is
currently under review.

• Absence of list of reference ranges for clinical laboratory tests.
• List of patients assigned to each treatment (in double blind studies) found in Investigator file.
• Insufficient documentation to demonstrate communication between sponsor and
chief investigator, written, via email or by telephone.
• No follow up on the recommendations of the monitor, on different monitoring visits.
INForMeD coNSeNT
• In a study with minors, informed consent form not signed by parent or legal representative of the subject.
• Signed informed consent forms that do not correspond to the last version approved by the Ethics Committee of the corresponding health institution.
• No copy of the signed informed consent form was handed to patient.
• On signed informed consent form, no participation of the Director of the center or
his delegate, as certifying officer.
Source DocuMeNTS
• No record on the subject enrolment procedure: whether if they were derived by
medical consultation to participate in the study or not.
• On the cover of the medical record, no indication that the patient is participating in
the study, as reference in case of emergency.
• In medical charts, no record of the process how the informed consent form was
signed by the subject.
• In medical charts, no indication of date and details on how the informed consent
form was signed, such as names of the people who participated, whether if they got
a copy of the form or if their doubts were answered by the investigator.
• In medical charts, no record of the chief investigators’ review of inclusion and exclusion criteria according to the protocol.
• No verification of identity of the subjects participating in the clinical trial.
• In a pediatric study, no verification of identity of the parent or legal representative
who participated in the informed consent signing process.
• Laboratory and other tests required in the protocol, with no record of having been
evaluated and signed by chief investigator or delegate.
• In the revision of the medical evolution of the subject, it is hard to differentiate records of regular health care and those proper of the study.
• Corrections to the CRF made by clinical monitor.
• Inconsistencies between source documents and records on CRF.
HaNDlINg oF THe INVeSTIgaTIoNal ProDucT
• Investigational product dispensed to subjects prior to the Public Health Institute
authorization of the study.
• Storage temperature of the investigational product in the center not registered.
• Storage within shared refrigerator containing other products, and no preservation
program or procedure in case of power cuts.
• Lack of records certifying that the cold chain was preserved during the transportation of the investigational product or its storage in the center.
• No documented records certifying the recovery of empty investigational product
containers used by subjects.
• The form designed to record the accounting of the investigational product does
not identify the quantities used on each of the centers.
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ETHICS UPDATE

Accreditation, Registration
and Oversight of Ethics Committees
in the Province of Buenos Aires
carloS burger

Lawyer.
Secretary of Ethics Central Committee
– Ministry of Health- Province of Buenos Aires.

a bIT oF HISTorY

A

little over a year since the launch
of the Central Ethics Committee
(CEC), the Province of Buenos Aires has now over 42 accredited ethics
committees, from which 24 are private
institutions and 18, public.
At the time of the designation of the CEC
members, we did not have a census of
the actual number of existing committees
and whether they were operative or not.
The Health Ministry of the Province
of Buenos Aires, through Resolution
4109/07 and based on the authority
granted by Decree 3385/08, gives the
CEC the power of registration, accreditation and oversight of such committees.
The first challenge was to lay down a
regulation code taking into account the
international ethical guidelines, the current legislation and, at the same time, respect the ongoing work of the functioning committees of the Province prior to

“ ”
The Province of Buenos
Aires has now over
42 accredited ethics
committees

December 8th, 2009 (date of appointment of the CEC).
At that time, the CEC acknowledged the
oversight functions of preexisting committees for a certain term in which they were
supposed to adjust their composition,
SOPs, statutes and other requirements of
the CEC. In the case of new Committees,
the compliance with the requirements set
by the CEC’s Regulation was compulsory
for the starting of activities.

guIDelINe For accreDITaTIoN
aND regISTraTIoN
The regulation for the accreditation reproduces the guidelines of Law 11.044,

Decree 3385/08 and the Operational
Guidelines for Ethics Committees of the
WHO (Geneva 2000), requiring background experience of the members on
research ethics, the commitment to
abide by international ethical guidelines
and current national regulations on Human Rights, as well as the authorization
by the hosting health institutions of each
committee for its functioning.
The regulation has aimed to set ethical
and legal standards that can guarantee
proper evaluation of protocols as well
as efficiency in the function of the committees, all of which is evaluated upon
the application for accreditation, dur-
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conflicts of interests of their members.
The committees that succeeded in getting the accreditation were the ones able
to overcome such difficulties.
Those committees that –having received
observations that were critical to the
abiding by the law and the international
ethical guidelines– failed to comply were
not accredited.

“

The CEC made a tutorial service available to newly constituted committees,
to assist them in the startup phase until
the team is consolidated and fully operational. As regards unqualified members,
it was requested that the Committees
present a continuous training plan that is
monitored on each inspection and control visit. It is important to note that all of
the committees that have been granted
accreditation have members with training and experience in research ethics.

Being the next step to
allow the delegation
within each Health
Region, in the case of
high-risk protocols.

This will facilitate all of the functions that
the committees must perform nowadays, which are not limited to evaluation
but also include monitoring, reception of
reports, the role of certifying institution,
and the eventual consultation on the part
of investigators and centers.

”
“

ing the operation of the committee and
at the time of the application for re-accreditation (which has to be done every
three years).
Law 11044 establishes that Ethics
Committees must be institutional; but
initially we observed that many research
centers faced serious difficulties when
trying to establish their own committee. For this reason, the CEC allows the
delegation of the oversight function on
an extra-institutional accredited committee, being the next step to allow the
delegation within each Health Region,
in the case of high-risk protocols (according to the categories described in
Law 11.044). In this way, it is expected
that the main objective of the Law can
be achieved, by assuring that every research center has a committee.

STreNgHS aND WeaKNeSSeS

The main problem found in the accreditation application of committees has been
the lack of proper training of the members, the failure of the SOPs to comply
with the WHO’s Operational Guidelines
for Ethics Committees, and the potential

The main problem (...) has
been the lack of proper
training of the members,
the failure of the SOPs to
comply with the WHO’s
Operational Guidelines for
Ethics Committees, and
the potential conflicts of
interests of their members.

”

On the other hand, it is important to understand that the obligations assumed
by the Committee at the time of accreditation are not limited to abiding by the
ethical and legal guidelines, but also to
observe every technical guideline established by the CEC in connection with
evaluation criteria and special requirements for each particular protocol.
The accreditation process must not be
viewed as mere habilitation paperwork.
On the contrary, it is one of the core
mechanisms for the regulation of the activity. It is a way to control the work methodology and act as a consultation, supervision and advising organ at the service
of the accredited committees. According
to the records and statistics of the Joint
Commission for Health Research, we
now have at least one committee for each
Sanitary Region in the Province.

coNTrol aND SuPerVISIoN

The Committees’ Registry conducts
three types of controls: initial (upon the
accreditation application), routine, and
re-accreditation oversights.
Initial inspections make it possible to
come into contact with the work team and
check out the conditions of the research
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“

of committees, including their coordinators and members.

Those committees which having received
observations did not correct them and when such
observations were essentials because
they go against the law and international ethics
guidelines, were not accredited

center where the committee is located.
The continuous or routine control process implies visits to the Committee
to verify the updating of the SOPs, the
qualification of the members, the compliance with the SOPs in the evaluation
processes, the ruling, as well as the verification of the criteria for the approval
or rejection of protocols. After this type
of control visit, a closure report must
be issued with recommendations to the
Committee as well as a final interview
with all its members.

FuTure obJecTIVeS

”

As future tasks and challenges, the
Central Ethics Committee Registry has
the objective of promoting continuous
training on each Health Region (currently, there are training courses imparted
by the Health Research Joint Commission and the Health Planning Sub secretary); continuing with the conformation of a Network of Committees (with
periodic meetings to standardize evaluation and operative procedures criteria); and keeping an updated database

As regards the relationship with the research centers (both public and private
institutions), the project is to encourage
the creation of Committees within those
institutions that do not have one of their
own; promote, strengthen and support
the functions of the Committee members
–precisely because they are the first level
in the protection of the rights of patients
and the safety of those who participate in
research projects.
The regulation of the Ethics Committees
was certainly a pending issue, and the
path taken by the Central Ethics Committee aims at becoming a guarantee for investigators, research centers and sponsors, but above all for patients, whose
protection and safety relies primarily in
the role of the institutional Committees.

FECICLA NEWS

Online Courses on Clinical Research
The contents of the courses prepared by our lecturers have the quality you are
used to, and have been specially adapted to maximize the benefits of remote
learning via the internet, with videos and slides designed to enrich a pleasant
and relaxing experience.
Informed consent

Module 1
Tema: Contents and Process
in Argentine legislation.
Damián del Percio, PhD
Module 2
Tema: Vulnerability in the Informed
Consent process.
Dr. Ezequiel Klimovsky, PhD
Module 3
Tema: A new challenge for the IECs:
Ethical Monitoring
Lic. María Isabel Fadel

Module 4
Tema: The Role of the Notary in the Province
of Buenos Aires.
Lic. Emilia García

electronic Documents

Module 1
Tema: Electronic Source Document.
Legal Aspects in Argentina.
Damián del Percio, PhD
Module 2
Tema: International Requirements.
Monitoring of electronic source Documents..
Ezequiel Klimovsky, PhD

Fees: 75 Pesos for FECICLA members -100 pesos for non-members (for each
module) http://www.fecicla.org/
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MANAGEMENT UPDATE

Centralized Monitoring:
The future of Monitoring?
FDA and EMA published draft guidelines suggesting the risk-based monitoring,
which would imply a reduction in site monitoring.
Would it be possible? If yes, would it be beneficial?
ezequIel KlIMoVSKY, MD
Registered QA Professional GCPs

O

n 2011, both the FDA and the
EMA published draft guidelines
proposing a risk-based approach
to monitoring, which would imply in theory a reduction in the frequency of onsite monitoring visits. Is this possible?
And, if possible, would it be beneficial?
The quality of the monitoring has a significant impact on the quality of researches.
Dr. Fergus Sweeney, Head of the Inspections Sector at the EMA, on a recent presentation argued that, analyzing the inspections conducted by the agency from
2000 to 2010 in different regions of the
world, the most important differences
in their findings depended not on the
region inspected but on the quality of
the sponsor or the cro.
On August 2011, both agencies, FDA
and EMA, published guidelines on the
conduction of clinical trials and on riskbased monitoring, expressing their views
on the subject and suggesting strategies
to make improvements.
The EMA’s guideline makes an excellent
and stark description of the current situation of clinical research, mentioning
context pain points and aspects related
to the planning of studies that may cause
problems in the trials (see table 1).
As from this situation diagnosis, the report points out:

“Since absolute perfection in every
aspect of an activity is rarely achievable or can only be achieved by a disproportionate allocation of resources,
it is necessary to identify priorities,
find ways to mitigate the risks related
to those priorities and determine tolerance limits within which different
processes can operate.”
This methodology makes it possible to
establish quality standards, the achieve-

ment (or failure to achieve) of which, can
be more readily measured, reported and
identified.
In this context, the guideline defines
what a risk-based quality management
system is and recommends the following scheme:
1. Identify the possible risks by asking:
What may go wrong? Chance of occurrence? What would be in particular the
impact on trial subjects’ rights/well be-
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ing/safety and/or on the reliability of the
trial results?
2. Risks managing, which includes:
a.
Taking decisions on what risks
should be minimized and which
ones can be tolerated.
b.
Establishing the methodology
to mitigate risks.
3. Identify tolerance ranges and include
them in the protocol in such a way that
if a deviation is introduced and it is within the tolerance range, the measurement
is considered to be “per protocol” and is
not classified as a “protocol deviation”.
4. Implement the actions to be taken for
high and low risks.
5. Measure the results of the strategies
implemented.
6. Communicate results.
7. Eventually, revise the strategies taking
into account the information gathered.
In Table 2, we can see examples of steps
1 and 2 applied to monitoring.
By implementing these strategies, it may
happen that a given site requires more
frequent monitoring visits or source
data verification (SDV) of larger amount
of data, while another site may require
something different, like sporadic visits
combined with a more comprehensive
remote central monitoring.
The FDA guideline, that is more specific on the topic of monitoring than the
European guideline, goes more or less
along the same lines.
Firstly, it highlights that “The most important tool for ensuring human subject protection and high-quality data is a
well-designed and articulated protocol”
and that “A poorly designed or ambiguous protocol or CRF may introduce systemic errors that can render
a clinical investigation unreliable despite rigorous monitoring”.

Table 1:

limitations in research studies. (eMa 2011)
ENVIRONMENT:
• Cost of clinical development and limitations on the resource that can be
made available.
• Development deadlines, pressure from investors determining project deadlines
• Fragmentation of roles into many niche players, often without clear distribution of tasks or coordinated organization,
• Globalization of clinical trials, complicating the regulatory, business and
scientific/medical environment and patient population.
• Risk aversion – society and its institutions is increasingly risk averse, often
with little appreciation of the actual or relative risk of different activities,
• Stifling of innovation by restrictive business practices, preconceived ideas,
incorrect perceptions, leading to a failure to evolve processes and resistance
to the implementation of new approaches or technologies
• The regulatory environment may also be over-interpreted, or misunderstood.
PLANNING AND CONDUCT:
• Poor design of studies, often being much more complicated than necessary,
but diminishing focus and resource available to achieve the quality necessary
for the more important objectives.
• Failure to identify priorities. Both study and process design is often cluttered
by data collection or quality control (e.g. monitoring etc.) of limited importance
that distract from the most important issues.
• Poor risk identification and poor risk mitigation that results in processes
largely based on corrective rather than preventive action.
• Lack of proportionality in the implementation of quality control activities (e.g.
monitoring etc.) often related to a lack of understanding of the impact of variability in trial conduct and measurement or data collection on the study results
and their reliability.
• Lack of knowledge or real understanding of the goals of the legal framework
and guidelines, and the flexibility that they currently present.

After describing on-site and remote/centralized monitoring, the guideline aims
to clarify that risk-based monitoring,
including the appropriate use of centralized monitoring and technological
advances, can meet regulatory requirements under appropriate circumstances.
In this sense, the FDA encourages
greater reliance on centralized monitoring practices, with correspondingly less

emphasis on on-site monitoring and
recognizes that it may still be advisable
to conduct at least one on-site monitoring visit per site, preferably early in the
conduct of the study, to evaluate site
processes and controls for provision of
data and source documents.
Then, as the EMA, the FDA recommends
the establishing of a risk mitigation strat-
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egy, identifying which are the critical
points that require more careful monitoring and which entail less risk and therefore require less monitoring (see Table
3). It also underlines very interesting aspects to be taken into account for the
monitoring plan (Table 4).

WHaT caN be reMoTelY
MoNIToreD?

Nowadays, with the use of Electronic
Case Report Forms (eCRFs) there are
several opportunities for remote monitoring that do not require visits to the
research site. On the one hand, a well
designed eCRF includes logical check
points that automatically detect deviations/violations upon uploading on the
database or that allow the clinical monitor to detect them on the spot. An example of such an opportunity can be seen
on Case 1 below.
Likewise, the Electronic Data Capture (EDC) of lab results and images
also represents a great opportunity for
this, as is the case with the electronic information that can be accessed in
real time through Interactive Voice Response Systems (IVRS) and Interactive
Web Response Systems (IWRS), related
to randomization and drug administration on each visit.
Another opportunity derives from the use
of electronic systems for subject data reporting on medication consumption, adverse events and other PROs (Patient
Reported Outcomes), which are more
and more frequent these days.
These electronic tools not only permit
the assessment of the individual evolution of each study subject, but also
make it possible to evaluate the performance of the sites in relation to the
rest of the study sites, something that
cannot be done through the monitoring visit of a particular site. Those sites
that present marginal results that can be
statistically measured almost in real time
(like higher or lower rate of events, early
interruptions or deviation) can therefore
be monitored more closely with more
frequent visits to the site.

Table 2:

Example of Identification of risks and their control
in monitoring (eMa 2011).
1. IDENTIFYING POSSIBLE RISKS:
a.
b.

How are the processes related to quality control documented?
What are the activities described for site monitoring?

2. CONTROLLING THE RISK:

a.
b.
c.
d.
e.
f.

To decide intensive, regular or reduced on-site monitoring and/or central monitoring, targeted SDV on primary endpoint variable?.
Implement comprehensive and timely collection of any protocol deviations/missing data.
Root cause and plan to be implemented if the deviation has an impact
on the subject safety and data integrity.
Verify the impact of deviations in terms of subject safety and data
integrity.
Escalate activities (re-evaluation of protocol, additional training, closure of sites).
Escalation or moderation of site checks in response to the ongoing
assessments. For example sites which are compliant may be monitored in ways which differ from those having compliance difficulties.

Table 3:

examples of critical points that require
more careful monitoring. (FDa)
• Adherence to protocol eligibility criteria.
• Verification that initial informed consent was obtained appropriately, prior
to any study-specific procedures.
• Data that is critical to the reliability of the study findings, specifically data
that supports primary and secondary endpoints.
• Data that is critical to subject safety.
Serious adverse events, subject deaths, and withdrawals,
especially when a withdrawal may be related to an adverse event.
• Processes that underpin subject safety and ethical treatment.
• Processes that underpin the integrity of these data.
• Procedures for documenting appropriate accountability and administration
of the investigational product.
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Table 4:

Factors to consider when Developing a Monitoring Plan
• Complexity of the study design.
• Types of study endpoints that are more subjective or interpretable.
• Clinical complexity of the study population.
• Sites in geographic areas where there are differences in standards
of medical practice or subject demographics or there is a less established
clinical trial infrastructure.
• Experience of the clinical investigator in conducting investigations.
• Use of Electronic data capture.
• Relative safety of the investigational product.
• Stage of the study: early stages of a trial or once procedures
are well established.
• Quantity of data to collect

coNcluSIoN

Experience indicates that multiple visits to the site and 100% of SDV are not
guarantee of data quality or higher investigational subject protection, while they
increase costs enormously. Conducting
lower proportions of SDV is a strategy
that many companies have been applying for many years now.
I consider that evaluating the possibility of reducing site visits by incrementing
the use of centralized monitoring tools
and establishing the frequency of on-site
monitoring according to the risk, may
not have impact on results in terms on
quality if at the same time other more relevant aspects are reinforced by stressing the training of monitors to act as site
managers, which implies:
•

•

•

That the monitor is familiar with
and verifies the processes of
the site, and not only that which
is recorded in the section of
evolution in the medical record.
That he performs more remote verification activities, by
means of the new electronic
tools available.
That he pays attention to the
general credibility of the site’s
information, by establishing cor-

•

relations between the data recorded and the team’s work processes (see Case 2 below).
That he emphasizes the root
cause analysis in order to determine corrective and preventive
actions in the case of deviations.

By establishing these novel monitoring
methods, we will face the challenge of
improving the processes of the site and,
eventually, having to establish systems
for the operating procedures and quality management/controls within each research site.

1 Sweeney F. European Medicines Agency Update –
International Clinical Trial Activities: 8th Latin American
Congress On Clinical Research Buenos Aires 2011

Latin America Role in Worldwide Clinical Research.
Buenos Aires, Argentina. Octubre 19-21, 2011.

2 EMA/INS/GCP/394194/2011: Reflection paper

on risk based quality management in clinical trials. 4

August 2011. Disponible en: http://www.ema.europa.
eu/docs/en_GB/document_library/Scientific_guideline/2011/08/WC500110059.pdf
3 U.S. DHHS FDA CDER CBER CDRH (Guidance
for Industry Oversight of Clinical Investigations): A

Risk-Based Approach to Monitoring. 24 August 2011.

Disponible en: http://www.fda.gov/downloads/Drugs/
GuidanceComplianceRegulatoryInformation/Guidances/UCM269919.pdf

caSe 1:
A protocol includes as exclusion
criterion “uncontrolled blood pressure (SBP over 150 and DBP over
90) in the selection visit”. The CRF
captures SBP and DBP in the selection visit in the corresponding
module and states that the investigator marked in the criteria list that
this criterion was not met. But there
is no automatic logical check up
between the two modules! And the
Monitor did not verify this remotely
from the office either! Patients admitted to the protocol with violation
of this criterion were only detected
after the monitoring visit to the site.

caSe 2:
An eCRF captures time of sample
extraction data. But there are no automatic logical checkups to detect
repetition of equal time and date of
extraction in two different subjects
by the same person, which would
allow attention to the veracity of the
data. The Monitor did not verify this
neither remotely from the office nor
in the monitoring visit to the site, to
check if the records were consistent and reliable.
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CULTURAL DEBATE

Social Networks:
www.investigacionclinicalatam.com
Creating synergies in Clinical Research across Latin America

ValeNTINa JaraMIllo, DVM
Executive Partner

celSo arabeTTI, MD
Executive Partner

HoracIo laMPe, INg
Executive Partner

our MISSIoN

P

rovide complete solutions to every
person related to the field of Clinical Research in a practical, easy,
agile and friendly way.
clinical research latam.com is a network and a web portal with a wide reach
in and for the Clinical Research world in
Latin America. Our goal is to become a
reference to everyone looking for information on the internet related to clini-

cal research in Latin America, be they
patients, investigators, monitors, PMs,
or any person who is connected or not
with the field. It is a friendly site and,
as from the first time you enter it, it becomes an essential tool to look for and
find the information wanted.
The site contains a section of news on
the pharmaceutical industry and clinical research topics as well as a section
containing up-to-date and novel articles
of interest on the subject. There is also
a section of frequent questions on what
is a clinical research, how to participate
and answers to all kinds of doubts patients may have.
The site also has a section with videos
on the subject of clinical trials and a dis-

cussion forum on relevant topics related
to clinical research in Latin America.
Additionally, there is another section that
contains all the current regulations applicable in the different countries of the
region in which clinical research is practiced, as well as the current international
regulations.

“

The site contains a section of
news on the pharmaceutical
industry and clinical
research topics as well as a
section containing up-todate and novel articles(...).

”
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Users are mainly located in Argentina,
México, Colombia, the United States,
Peru, Chile, Ecuador, Brazil, Uruguay,
Bolivia, Panama, Guatemala and Spain,
but we also have users from England,
France, Portugal and India. The site receives approximately 200 visits per day
and the section most visited is the one
on regulations, followed by the news and
articles of interest sections.

http://www.investigacionclinicalatam.com/ has a section dedicated to
research centers, one on existing training courses on the subject and the site
also provides a complete on-demand
Project Management service in association with www.pmpharma.com.ar, a
site specialized on Training and Project
Management.
Our target audience comprises not only
the pharmaceutical and medical devices’
industries but also physicians, investigators, research centers and their staff, patients and anybody who might be interested in learning about the subject.

“

The portal has a Facebook page (http://
www.facebook.com/Investigacionclinicalatam/info) that is quite active
as well as a LinkedIn group (http://www.
linkedin.com/groups/Investigacionclinica-laTaM) with over 4000 users in
which different topics are discussed.

Our target audience
comprises not only
the pharmaceutical
and medical devises’
industries but also
physicians, investigators,
research centers and
their staff, etc.

”

There is also a Twitter account (#iclatam) that is starting to get in motion as
more and more members of the pharmaceutical industry begin to explore
these 2.0 tools.
As a final point, we would like to remark
that the mission of Clinical Research LatAm.com is to provide complete solutions to every person related to the field
of Clinical Research in a practical, easy,
agile and friendly way through the use
of new technologies, creating synergies
among all the members of the field.

FECICLA NEWS
Coming Soon

• Clinical Monitors Certiﬁcation
• Investigators Certiﬁcation
Fecha: October 10th, 2012 / lugar: Buenos Aires
More Information coming up soon on:
www.concaic.org
www.concaic.com.ar
www.concaic.org.ar
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Survey - FAIC
Dear Research Team
As you may know, the Argentine Forum for Clinical Research (FAIC) has conducted in 2010 the first survey on
Pharmacologic Clinical Research Si¬tes in Argentina.
Thanks to your cooperation, we have obtained very important results that were submitted to the Ministry and
Regulatory Authorities. You can access these results
through our website (www.faic.org.ar <http://www.
faic.org.ar/>).
In view of the positive repercussions and hoping to
continue to strengthen our activity, we have decided
to repeat the survey this year. We thank you in advance for your participation and we invite you to complete
once again our survey in order to find out the changes
that have taken place from 2010.
We hope we can count on your support and we kindly
ask you to designate only one person in your team to
answer the survey, so as not to duplicate data. We
would like to remind you that all responses will be
kept confidential.

www.faic.org.ar

Be a part of our
editions through
the advertising spots
FecIcla report editorial committee
is pleased to invite you to take part in
our editions by having your own
advertising spot
Full page: 1200 pesos (per edition)

Media página: 850 pesos (per edition)

For those interested in advertising on more
than one edition, may inquire about our discounted prices on feciclareport@fecicla.org
Miss luciana

5411-49541286 - 10 am to 6 pm.

III Argentina Congress
on Pharmaceutical Medicine
Buenos Aires, October 2012

