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The History of Clinical Drug Trials in Turkey

The history of clinical trials in Turkey dates
back to the beginning of the 20™ century, but
many years had passed with studies done with
no compliance to the Good Clinical Practice
(GCP) guidelines. This was not due to the lack
of legal documents. On the contrary, the first
mention of clinical trials in a legal document
occurred in 1926; “The Code of Pharmaceutical
Products and Preparations No. 1262” law carried
the statement: “Experimental drugs can be used
in a patient only by his/her permission.”

After periods of misconducted and ill-designed
studies, the modern era of clinical trails began in
1993 with the introduction of the Drug Research
Bylaw . This document was directly influenced
by the initial drafts of the ICH-GCP Guidelines,
and some parts were very similar (Figure 1). This
became the main document regulating the con-
duct of clinical trials in Turkey. A GCP guideline
document was added in 1995 ¥, followed by Good
LaboratoryPractice (GLP) and Good Manufacturing
Practice (GMP) guidelines also published and is-
sued by the Ministry of Health **. Although these
were quite early and impressive achievements,
the growing number of different clinical trials and
clinical investigators over time increased the need
for new and updated regulations. This demand
was partly covered by documents such as regula-
tions on compassionate use, observational trials,
patient rights, and articles in the Turkish penal
law. During that time, major changes in Turkey’s
national policies occurred, as it turned its face
dramatically toward the European Union (EU),
and a new period began that required a complete
revision of all legal documents and adaptation to
EU rules and principles.

The Current Situation

The potential for conducting clinical trials in
Turkey is huge. There are 94 universities, 59 med-
ical schools, 1190 hospitals and 200,000 hospital
beds. 95,100 medical doctors are in practice and
46% are specialized. If we look at the number and
distribution of Research and Development (R/D)
personnel, they can be broken down as follows:
37% technological sciences, 19% math, physics,
life sciences, 19% social sciences, 14% medical
sciences, and 11% agriculture. The goal is to have
40,000 people working in this area in 2010. The
annual budget reserved for clinical trials by the
pharmaceutical companies in Turkey was 27.5
million US dollars in 2005 7,

To conduct a clinical trial in Turkey, espe-
cially a drug trial, is a matter of time, effort and
finances. As usual, the steps are designing the
trial, finding the sponsor and preparing the doc-
uments necessary for an ethical committee ap-
proval. Currently, all Phase I, II and III clinical
trials are subject to both local and central ethical
committee approval. Phase IV trials are handled
by local ethical committees. Phase I trials are very
rarely performed in Turkey, as they require spe-
cialized infrastructure and institutions. Figure 2
lists the number and distribution of clinical tri-
als submitted to the Central Ethical Committee,
which reflects the fact that Phase III and Phase
IV trials are dominant . After submission of a
protocol to an ethical committee, it takes approxi-
mately 100 days to obtain an approval. The time
limit between the first day of an approved study
protocol and the day of the first patient in the trial
is roughly 160-210 days. The main reason for this
long delay is that in order to submit a study proto-
col to the Central Ethical Committee, an approval
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Figure 1. The distribution of clinical trials in Turkey according to phases and years.

years number

ICH-GCP Guidelines

Turkish Drug Research Bylaw
(GCP Guidelines)

Approval IRB/IEC approval Competent Authority approval

Submission to IEC IRB/IEC First local IRB; after approval of central
ethics committee

Notificatinon of the regulatory authority Sponsor Investigator

Nontherapeutic trials Decision to be made by the IRB/IEC Not defined

Ethical committee membership

At least one member whose primary area of
interest is in a nonscientific area and at least one
member who is independent of the institution/trial site.

No such member

Impartial witness for informed consent

Under specific conditions

For every informed consent

Adverse event notification Sponsor Investigator
Timetables: 7 days 24 hours

« SAE (fatal and life-threatening reporting)

* AE (non-life-threatening) reporting 15 days Not defined
* Retention of the source documents 2+years 15 years

Figure 2. Comparison of ICH-GCP guidelines and Turkish Drug Research Bylaw.

from a local ethical committee is mandatory. The
new bylaw, which is expected to be effective in
2007, will reduce these numbers by 50%, as it
introduces a system of double submission which
enables simultaneous submission to both local
and central ethical committees "°.

The number of international clinical trials in
Turkey can be found on the webpage www.clini-
caltrials.gov. Figure 3 summarizes the data and
shows that the number of clinical trials in Turkey
compared to the other parts of Europe is low.
When we look at the distribution of these clinical
trials, most of them are conducted in the field of
hemato-oncology and neurology (Figure 4).

In the last 10 years, the number of physicians
who want to conduct a clinical trial has increased,
mainly due to an increase in the awareness of
the importance of clinical trials and the increas-
ing interest of pharmaceutical companies. This
has caused an increase in the number of ethi-
cal committees in Turkey. At present, aside from
the Central Ethical Committee working under
the Ministry of Health, there are 82 local ethical

committees in Turkey. These are formed main-
ly in the Universities and in major state hospi-
tals. This increase has other reflections as well,
such as in the number of GCP training programs
mainly covering clinical trials put into practice
and being applied by universities, pharmaceu-
tical companies, clinical research organizations
(CRO) and medical societies """, The heavy work
load in this area necessitated the pharmaceu-
tical companies to outsource their load. Now,
there are around 15 CROs in Turkey, working
mainly for the pharmaceutical companies.

These achievements not only resulted in an
increase in the number of national and interna-
tional clinical trials in Turkey, but they were also
accompanied by a significant progress in scien-
tific publications covered by the Science Citation
Index (SCI), as indicated by Turkey’s world rank
of 19th in 2005. The total number of scientific
publications from Turkey rose from 6,066 in
1999 to 17,300 in 2005 according to the SCI fig-
ures "?. The articles in medical sciences consti-
tute nearly half of the total publications.
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Figure 3. Clinical trials in Europe.

Clinical Trials on Children

Due to the arguments on conducting trials
in children after 1993, the new Turkish penal
law accepted by the Parliament in 2005 detailed
the rules of conducting trials in children in ac-
cordance with EU directives. The paragraph on
children includes issues that were absent in the
current bylaw, such as assent of children, direct
benefit and minimal risk, and the notion of no
incentives or financial inducements except com-
pensation. Also, a pediatric specialist is obliga-
tory as a member of the ethical committees ",

CONCLUSION
There are both advantages and problems fac-
ing the clinical trial arena in Turkey. The most im-
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Figure 4. Clinical trials according to disciplines.

portant advantages are presence of well equipped
and high-level university and state hospitals; well-
trained specialized clinicians; lower costs associ-
ated with ethical reviews, regulatory approvals and
investigator compensation; and good success rates
for patient recruitment. The main problems are
inefficient patient referral network (heavy patient
overload), inadequate infrastructure in some cent-
ers (logistic, equipment, research nurse, and data
management), lack of knowledge of GCP, non-
standardized local ethical committees and prob-
lems in payments for investigator compensation.

With a population of 74 million and a devel-
oping under-structure, Turkey is a promising
plateau for clinical research "*. The forthcoming
regulations and the EU integration process will
provide a better future for clinical drug trials,
and the GCP education programs will increase
the number of qualified clinical researchers and
ethical committee members.
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