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The first mention of clinical trials in a legal document occurred in Turkey
many years before the Helsinki Declaration or Belmont report; issued in

1926, the Code of Pharmaceutical Products and Preparations No. 1262 law
carries 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 ICH-GCP Guide-
lines, and some parts were very similar. (Table 1 presents a comparison of the
two.) This became the main document that regulates the conduct of clinical trials
in Turkey; a good clinical practice (GCP) guidelines document was added in
1995. After that, good laboratory practice (GLP) and good manufacturing prac-
tice (GMP) guidelines were also published and issued 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 regulations on compassionate use, observational trials,
patient rights, and articles in the Turkish penal law. During that time, major
changes in the national policies of Turkey occurred, turning the face of Turkey
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.

All these factors prompted an initiative begun by the Turkish health author-
ities and supported by academia, resulting with a new draft bylaw in the last
days of 2005 that regulates drug-related trials. It contains eight articles:

Article 1—Aim, scope, legal support, and definitions
Article 2—Safety of subjects, informed consent, and responsibilities
Article 3—Starting clinical trials
Article 4—Approved ethics committees
Article 5—Clinical trial sites, investigators, and basics of conducting

clinical trials
Article 6—Investigational medicinal products
Article 7—Adverse events, monitoring, and reporting of adverse events
Article 8—General and final statements

Table 2 presents a summary of the differences between the current and the
new bylaw.

The name of the 1993 bylaw is “Bylaw on Drug Research”; the new doc-
ument is “Bylaw on the Clinical Trials Conducted by Medicinal Products Used
in Humans,” which reflects the fact that the new bylaw has a broader reach. The
26 paragraphs in the current bylaw increased to 47 in the new one. The 1993
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bylaw is based on previous local legal
documents; the new bylaw states that it 
is in parallel to the 2001/20/EC and
2005/28/EC directives.

Both documents start with definitions.
The current document defines regulating
authority, drug, clinical research, ethics
committee, and local ethics committee;
these five were expanded to 39 in the GCP
guideline published in 1995. The new
bylaw has 23 definitions. The current
bylaw covers only drugs used in humans,
but the new bylaw covers all medicinal
products that can be used in humans.

Subjects

The current bylaw has a narrow explana-
tion on subjects, declaring that the rules
of Helsinki should be applied and writ-
ten consent is necessary. Minors and
incapacitated subjects are covered in two
sentences: “Unless there is a necessity,
Phase I and II trials should not be con-
ducted on children under 18 years old,
pregnant woman, and incapable sub-
jects. Phase III trials can be conducted in
incapable subjects with a written permis-
sion from their legal representatives.”

Due to the arguments on conducting
trials in children after 1993, the new
Turkish penal law accepted by the Parlia-
ment in 2005 detailed the rules of con-
ducting trials in children in accordance
with EU directives. The new bylaw has a
separate article for trials in children and
persons incapable of giving their con-
sent. 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 induce-
ments except compensation.

Also, although current bylaw requires
a witness to sign for all informed con-
sents, the new bylaw requires this only
for subjects who cannot give a written
informed consent for any reason. In
addition, the new bylaw states that “no
clinical trial should be conducted that
affects the genetic identity of the germ
cells of the subject.”

Ethics Committees

There are major changes in the types and
configuration of the ethics committees.
The central ethics committee that is cur-

rently working in the Ministry of Health
will be renamed as the Clinical Research
Advisory Board (the Board), and the
local ethics committee will be called the
Approved Ethics Committee. Member-
ship on the Board requires five years of
experience in the individual’s field of
specialty; the current requirement is 
10 years. There will be additional Board
members, including members from 
the Bar Association, the Department of
Religious Affairs, a biostatistician, a
deontologist or medical ethics specialist,
and a nonmedical, university-graduated
layperson. The Board will also control
and audit the Approved Ethics Commit-
tees and will be responsible for the stan-
dard operating procedures (SOPs).
Theoretically, the Board serves as an
advisory board, and the single opinion of
the competent authority is possible with-
out the approval of the Board.

An approved ethics committee can
work only in university hospitals and
fully equipped state hospitals. The mem-
ber configuration will be changed to
require that one-third of the members be
selected outside the institution. A lawyer
and a nonmedical, university-graduated
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Table 1. Comparison of ICH-GCP Guidelines and Turkish Drug Res

Approval

Submission to IEC

Notification of the regulatory authority

Nontherapeutic trials

Ethical Committee membership

Impartial witness for informed consent

Adverse event notification

Timetables:
● SAE (fatal and life-threatening) 

reporting

● AE (non-life-threatening) reporting

● Retention of the source documents

CH-GCP Guidelines

IRB/IEC approval

IRB/IEC

Sponsor

Decision to be made by the IRB/IEC 

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

Under specific conditions

Sponsor

7 days

15 days

2+ years

Turkish Drug Research Bylaw
(GCP Guidelines)

Competent Authority approval

First local IRB; after approval of central ethics
committee

Investigator

Not defined

No such member

For every informed consent

Investigator

24 hours

Not defined

15 years



layperson will also be required. All phase
trials and bioavailability and bioequiva-
lence trials will be subject to approval by
ethics committees, and all applications
must be answered within 45 days. These
committees must be approved by the
regulating authority (i.e., Ministry of
Health). For approval, the curriculum
vitae of the members, written SOPs,
archive facilities, fax, phone, data bank,
GCP expertise, and five years of clinical
experience are required.

Clinical Trial Sites, Application,
and Conduct

The current bylaw states that clinical
trials can be conducted only in university
or state education and research hospitals
that offer graduate education. According
to the new bylaw, these trials can also be
conducted in A1-Class private hospitals
with adequate infrastructure, manpower,
and laboratory facilities. Except for uni-
versity and state education and research
hospitals, which fulfill these require-
ments, all clinical trial sites have to apply
to the Ministry of Health for approval.
After an audit process, these sites can be
approved.

According to the current bylaw, the
principal investigator is responsible for
the clinical trial application and other
procedures related to the trial. Soon the
sponsor will be responsible for these pro-

cedures. In the submission process, both
the competent authority and Approved
Ethics Committee application can be
done at the same time. Currently, when
applying to the Central Ethics Commit-
tee, the protocol first has to be approved
by the local ethics committee.

An important change that can speed
up the process of approval will be
obtaining a single opinion from the
competent authority (i.e., Ministry of
Health). Approved Ethics Committees
will only be informed about the study,
and the final opinion of the competent
authority is mandatory to start a trial.
The competent authority has a maxi-
mum of 60 days from the date of receipt
of a valid application to give its reasoned
opinion to the applicant. This can be
extended 30 days for trials involving
medicinal products for gene therapy,
somatic cell therapy, or medicinal prod-
ucts containing genetically modified
organisms.

Currently, the opinion of the local
ethics committee is sufficient for Phase
IV trials, and only the notification of the
Central Ethics Committee is required.
Soon, final evaluation by the competent
authority will be required. According to
the current bylaw, all protocol amend-
ments are sent to the Central Ethics
Committee. In the future, if these
amendments are substantial and are
likely to have an impact on the safety of

the trial subjects, or to change the inter-
pretation of the scientific documents in
support of the conduct of the trial, or if
they are otherwise significant, the spon-
sor shall notify the Approved Ethics
Committee.

Other Issues

Currently, five years of experience in the
field of expertise is required to be a
responsible investigator. Soon, a PhD or
specialty in a field of medicine will be
enough. Another addition in this section
is the possibility to have a co-investigator
from another institution for outpatient
follow-up.

Clinical research organizations
(CROs) that will take part in a research
activity will have to be audited and
approved by the Ministry of Health for
clinical trial purposes. After the ap-
proval, they can be qualified as a CRO.

The new bylaw states that the investi-
gator shall report all serious adverse
events immediately to the sponsor,
except for those that the protocol or
investigator’s brochure identifies as not
requiring immediate reporting. Cur-
rently, all adverse events are reported to
the Central Ethics Committee by the
investigator or sponsor.

The sponsor ensures that all relevant
information about suspected serious
unexpected adverse reactions that are
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Table 2. Comparison of the Current and the New Bylaw

Origin

Ethical committee submission

Ethical committee approval

Application responsibility

Site of clinical trial

Ethical committee configuration

Ethical committee membership

Investigator

Current Bylaw

ICH Guidelines

First local, then central ethics committee 
(double-tract)

Both local and central ethics committee

Clinical investigator 

Only university and state education and
research hospitals

No layperson

10 years of experience in their field of specialty

Five years of experience in the field of 
expertise

New Bylaw

2001/2005/EC Directives 

Simultaneous application (Single opinion)

Single opinion

Sponsor

Plus A1-Class private hospitals

One-fifth of the members outside the 
institution (incl. laymen)

Five years of experience in their field of specialty

PhD or specialty in a field of medicine



fatal or life-threatening is recorded and
reported in seven days to the competent
authority and Approved Ethics Commit-
tee. Under the new bylaw, other serious
adverse reactions must be reported in 
15 days; this period is 24 hours now.

Responsibilities

According to the 2005/28 EC Directive,
due to the specific conditions under
which noncommercial trials are con-
ducted, member states foresee specific
modalities to be applied to these trials.
This is the case not just when conducted
with authorized medicinal products and
on patients with the same characteristics,
but also to comply with the principles
imposed by this directive, in particular as
far as the manufacturing or import
requirements for authorization and the
documentation to be submitted and
archived for the trial master file are con-
cerned. The conditions under which the
noncommercial research is conducted by
public researchers, and the sites where
this research takes place, make the appli-
cation of certain GCP details unneces-
sary or guaranteed by other means. This
paragraph is reflected in the new bylaw
by this statement: “The Ministry of
Health will prepare a draft after receiving
the opinions of the other involved min-
istries and institutions in this respect.”

The legal and economic responsibili-
ties of a clinical research trial belong to
the clinical investigator, institution spon-
sor, and/or CRO. The costs related to the
investigational medicinal product and
any other products, equipment used in
the manufacturing of these products,
and laboratory analysis in clinical trials
can by no means be paid by the patient
or social security system. The investiga-
tor or the sponsor pays all the costs
related to the clinical trial. There is a sim-
ilar statement in the current bylaw.

An important addition in this section
is the penalties. The current bylaw states
that, if a clinical trial is conducted
against the rules of the bylaw, the Min-
istry of Health can suspend the trial after
the positive opinion of the Central Ethics
Committee. The new bylaw says that, if a
clinical trial is conducted and published
against the principles mentioned in the

bylaw, the ministry will suspend the clin-
ical trial application of the responsible
investigator for two years and has the
right to make public the identities in-
volved, using the press, if necessary.

Clearly, the new bylaw is an important
step in Turkey’s integration process into
the EU. The new bylaw will be effective in
2007. This will be followed by new guide-
lines on SUSAR reporting and competent
authority submission. Although there are
some differences between the EU direc-
tives and the Turkish Bylaw, the main 
articles are similar. The discrepancies
between the two documents will be
resolved during the talks through the EU
integration process.
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