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Introduction

Biomedical research is subject to legal regulation
with a double objective: to ensure quality through
the reliability of the results obtained and to safe-
guard the rights of participants. In fact, as a conse-
quence of the results obtained, changes in routine
medical practice may be introduced, clinical indica-
tions on the use of registered medicines may be ex-
panded or reduced, or new drugs or medical devices
may be marketed.

Doctors often wish to undertake their own projects
without commercial support. In these cases the profes-
sionals are faced with many difficulties for the imple-
mentation of a study. Before beginning, researchers
must comply with a series of procedures to obtain au-
thorization. The procedures vary depending on the
type of study and depend on both the design and the
type of intervention and procedures applied:
1.Medication studies (including advanced therapies):
clinical trials with drugs and observational studies
with approved drugs (post-authorization studies).

2.Studies with medical devices: clinical research with
health products; clinical trials with health products
and observational studies with health products.

3.Other research projects: studies with invasive proce-

dures; studies with non-invasive procedures; and stu-
dies with biological samples of human origin.
The present article aims to facilitate the implemen-

tation of a clinical trial, provide instructions to follow
for each specific type of study (Table 1) and inform the
researcher about the applicable legislation (Table 2).

Studies with medications

The Spanish Agency for Medicines and Health Pro-
ducts (AEMPS in Spanish) has created the Independent
Clinical Research support office, where one can request
information using the form available on its website1.

Clinical trial with medications

A clinical trial is any investigation in human beings
to determine or confirm the clinical, pharmacological
and / or other pharmacodynamic effects and / or iden-
tify any adverse reactions, and / or study the absorp-
tion, distribution, metabolism and excretion of one or
more investigational medicinal product or drug in order
to determine their safety and / or efficacy.

An investigational drug is the pharmaceutical form of
an active substance or placebo being tested or used as a
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Table 1. Procedures to follow before starting a clinical trial

Type of study Procedures Recommendations / Requirements 
Clinical trial 1st CEI Approval Leer RD 223/20043 y “Aclaraciones sobre la aplicación de la normativa de
with drugs 2nd AEMPS authorization ensayos clínicos con medicamentos de uso humano”

Contactar con la Oficina de Apoyo de la AEMPS
No podrá empezar el estudio hasta que se disponga de:
– Dictamen favorable del CEI de referencia
– Autorización de la AEMPS
– Conformidad de la dirección de cada centro
– Seguro de responsabilidad civil específico (contratado por el promotor)
– Contrato firmado entre el promotor y el/los centro/s.

Post-authorization study 1. Classification by AEMPS Leer la Orden SAS/3470/20097

2. CEI Approval Contactar con la Oficina de Apoyo de la AEMPS
3. Approval by AEMPS or the competent No podrá empezar el estudio hasta que se disponga de:
regional authority (if applicable) – Dictamen favorable de un CEI

– Autorización de la AEMPS o de la CCAA (si procede)
– Conformidad de la dirección de cada centro
– Contrato firmado entre el promotor y el centro
– No requiere la contratación de un seguro de responsabilidad civil específico

Clinical trial with health products 1.CEI Approval Leer Circular 7/20049

(not CE labeled or 2. Approval by AEMPS Contactar con el Departamento de Productos Sanitarios de la AEMPS10

unauthorized indication) No podrá empezar el estudio hasta que se disponga de:
– Dictamen favorable del CEI de cada centro en que se realizará el estudio (a
diferencia de los ensayos clínicos con medicamentos, no existe el dictamen único)

– Autorización de la AEMPS
– Conformidad de la dirección de cada centro
– Contrato firmado entre el promotor y el/los centro/s
– Seguro de responsabilidad civil específico (contratado por el promotor)

Clinical trial with health products 1.CEI Approval No podrá empezar el estudio hasta que se disponga de:
(CE labeled and with – Dictamen favorable del CEI de cada centro (a diferencia de los ensayos
authorized indication) clínicos con medicamentos, no existe dictamen único)

– Conformidad de la dirección de cada centro
– Contrato firmado entre el promotor y el/los centro/s
– No requiere seguro de responsabilidad civil específico, a no ser que el CEI
considere que las intervenciones o procedimientos a los que serán sometidos
los sujetos en el ensayo suponen un riesgo superior al que correspondería a su
atención en la práctica clínica habitual

– No requiere autorización de la AEMPS
Observational studies with 1.CEI Approval No podrá empezar el estudio hasta que se disponga de:
health products – Dictamen favorable de un CEI, NO es necesaria la aprobación por cada uno

de los CEI de los centros participantes
– Contrato firmado entre el promotor y el/los centro/s
– No requiere la contratación de un seguro de responsabilidad civil específico
– No requiere autorización de la AEMPS
– A falta del desarrollo normativo que exija la conformidad del centro donde se
vaya a realizar el estudio, únicamente se puede recomendar que se informe a
la dirección del centro una vez obtenido el dictamen favorable del CEI

Studies with 1.CEI Approval No podrá empezar el estudio hasta que se disponga de:
invasive procedures – Dictamen favorable del CEI de cada centro

– Contrato firmado entre el promotor y el/los centro/s
– Seguro de responsabilidad civil específico (contratado por el promotor)
– Requiere autorización del órgano autonómico competente 
– En el caso de menores e incapaces se exige informar de la autorización al
Ministerio Fiscal

– A falta de desarrollo normativo que exija la conformidad del/los centro/s
donde se vaya a realizar el estudio, únicamente se puede recomendar que se
informe a la dirección del centro una vez obtenido el dictamen favorable del
CEI

Studies without invasive Aprobación CEI No podrá empezar el estudio hasta que se disponga de:
procedures – Dictamen favorable del CEI

– A falta de desarrollo normativo que exija la conformidad del/los centro/s
donde se vaya a realizar el estudio, únicamente se puede recomendar que se
informe a la dirección del centro una vez obtenido el dictamen favorable del
CEI

CEI: Comité de Ética de Investigación (Research Ethics Committee); AEMPS: Spanish Agency for Medicines and Health Products; EC: European Certi-
ficate of Conformity; RD: Royal Decree. * Clinical drug trials require civil liability insurance, unless the following conditions apply: a) the trial involves
medicinal products authorized in Spain; b) their use conforms to the approved conditions of use, and c) the CEI considers that the interventions in-
volve an equivalent or lower risk for participants than would correspond to their attention in clinical practice. However, the legislation provides that
in case of damage attributable to participation in the trial, the investigator, the promotor and the center assume joint liability outlined in a specific
document of liability.

Read RD 223/20043 and "Clarifications on the application of
Authorization clinical trials with medicinal products for human use "
Contact the AEMPS Support Office 
One can not start the study until one obtains the following: 
- Favorable decision of the reference CEI
- Authorization of AEMPS
- Conformity of each center’s management
- Specific liability insurance (hired by the developer)
- Contract signed between the promoter and / the center / s.
Read the Order SAS / 3470/20097
Contact Support Office of AEMPS
One can not start the study until one obtains:
- Favourable CEI decision
- Authorization of AEMPS or the CCAA (if applicable)
- Conformity of each center’s management
- Contract signed between the promotor and the center/s
- Does not require specific liability insurance
Read Circular 7/20049
Contact the Department of Health Products AEMPS10
One cannot start the study until one obtains: 
- Favorable CEI decision at each center where the study is to be conducted
(unlike clinical drug trials, there is no single CEI decision)

- Authorization of AEMPS
- Conformity of each center’s management
- Contract signed between the promoter and / the center / s
- Specific liability insurance (contracted by the promotor)
One cannot start the study until one obtains: 
- Favorable CEI decision at each center where the study is to be conducted
(unlike clinical drug trials, there is no single CEI decision)

- Authorization of AEMPS
- Conformity of each center’s management
- Contract signed between the promoter and / the center / s
- Does not require specific liability insurance, unless the CEI considers that
interventions or procedures involved in the trial pose a higher risk than would
apply in clinical practice.

- Does not require authorization by AEMPS
One cannot start the study until one obtains: 
- Favorable decision by a single CEI 
- Contract signed between the promoter and / the center / s
- Does not require specific liability insurance
- Does not require authorization by AEMPS
- In the absence of specific regulation, simply notify the center about
the study after obtaining CEI approval.

One cannot start the study until one obtains:
- Favorable CEI decision
- Contract signed between the promoter and / the center / s
- Specific liability insurance (contracted by the promotor)
- Requires permission of the competent regional authority
- In the case of minors and mentally incompetent subjects, authorization
from the Fiscal Ministry is required.

- In the absence of specific regulation, simply notify the center about
the study after obtaining CEI approval.

One cannot start the study until one obtains:
- Favorable CEI decision
- In the absence of specific regulation, simply notify the center about
the study after obtaining CEI approval.



reference in a clinical trial, including products already on
the market when used or presented (formulated or pac-
kaged) in a form that is different from the authorized
form, or when used for an unauthorized indication, or to
obtain further information about authorized drug use2.

Clinical trials with drugs are those studies that meet
one or more of the following criteria:
- Experimental and control subjects assigned (randomly
or not) to a given treatment, (best known form of a
clinical trial).

- The study drug is under clinical development, not yet
approved by the health authorities (even though the-
re is only a single treatment group).

- The drug is registered, but is studied for an indication
other than that authorized.

- The drug is registered and used for an authorized in-
dication, but not in conditions of common use: there
is amendment in the pattern, dose, route of adminis-
tration or any other aspect concerning drug delivery
as stated on the instruction sheet; or it is studied in
combination with other drugs.

- The drug is registered, used for an authorized indica-
tion under common use conditions, but during the
study tests or examinations are conducted that are
not part of routine clinical practice.

Procedures to be followed and requirements
It is necessary to obtain the approval of a Clinical

Research Ethics Committee (CEIC in Spanish) and au-
thorization from AEMPS3. Henceforth the Research
Ethics Committee will be referred to as CEI, as defined
in Law 14/2007 on Biomedical Research4.

The Ministry of Health Clinical Trials with Drugs
website5 provides detailed instructions on the steps to
follow and the necessary documentation for evaluation,
application and authorization, which include at least
the protocol, the researcher manual and the informa-
tion sheet and consent forms.

Simultaneously one can request authorization from
CEI and AEMPS. The latter authority will not issue its
decision until it has received CEI approval and the do-
cument of approval of at least one of the participating
centers. It is recommended that the application to the
CEI involved be sent a few weeks before requesting
AEMPS authorization for the trial, because it will be re-
jected if those documents have not been received wi-
thin the stipulated time period.

If the investigational medicinal product is not yet
marketed or has never been used in a clinical trial in
Europe, it is necessary to obtain its classification as a
new investigational product (NIP) before requesting au-
thorization for the first clinical trial. This requires further
steps including, among others, a dossier documenting
the chemical-pharmaceutical quality of the medication,
the preclinical and clinical studies required to perform
the clinical research proposed along with a clinical in-
vestigation plan which must include a comprehensive
and justified description of the objectives, indications
and target populations, dose range, routes of adminis-
tration, maximum duration of the experimental treat-
ment and treatments for the controls and also a detai-
led description of further trials to be undertaken in
Spain. NIP applications should preferably be submitted
with the first clinical trial of the plan for simultaneous
evaluation.
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Table 2. Reference legislation

Type of study Study Legislation Development policy
Clinical trial with drugs Law 29/2006, July 26, RD 223/2004, de 6 de febrero, por el que se regulan los ensayos clínicos

guarantees and rational con medicamentos3
use of medicines and Consultar el documento de “Aclaraciones sobre la aplicación de la
health products2 normativa de ensayos clínicos con medicamentos de uso humano”20

Clinical trial with advanced therapies Law 29/20062 RD 223/20043

RD 1564/1992 por el que se desarrolla y regula el régimen de autorización
de los laboratorios farmacéuticos e importadores de medicamentos y la
garantía de calidad en su fabricación industrial

Post-authorization study Law 29/20062 Orden SAS/3470/2009, de 16 de diciembre, por la que se publican las
directrices sobre estudios posautorización de tipo observacional para
medicamentos de uso humano7

Clinical research with health products Law 29/20062 RD 1591/2009 por el que se regulan los productos sanitarios22‡
RD 1616/2009 por el que se regulan los productos sanitarios implantables
activos23‡
Circular 07/20049§

Clinical trial with health products Law 29/20062 RD 1591/2009 por el que se regulan los productos sanitarios22**
RD 1616/2009 por el que se regulan los productos sanitarios implantables
activos23**

Observational study No specific 
with health products legislation
Study with invasive procedures Law 14/2007 No se dispone de desarrollo normativo
CEI: Ethical Research Committee; AEMPS: Spanish Agency for Medicines and Health Products; EC: European Certificate of Conformity; RD: Royal De-
cree. ‡ This regulation states that the ethical, methodological and protection of trial subjects principles apply, referred in the regulation of clinical
drug trials. §Según information from the Department of Medical Devices of AEMPS, in the circular 07/2004 the procedure for applying AEMPS des-
cribed and explained what documentation must be submitted. Despite being obsolete, the procedure and documentation are useful, since the
forms and schedules to fill remain the same. ** This regulation states that the principles contained in Royal Decree 223/2004 for clinical trials with
medicinal products, except that these studies do not require AEMPS approval.

RD 223/2004, February 6, which regulates clinical trials with medicines3
Read the “Clarifications on the application the regulations on clinical trials
with medicines for human use"20

RD 223/20043

RD 1564/1992 which regulates the authorization of pharmaceutical
companies and importers of medicinal drugs, and the quality of industrial
manufacture.
Order SAS 29/20062/3470/2009 of 16 December, which publishes the
guidelines for post-authorization observational studies with drugs for
human use7

RD 1591/2009 which regulates health products22‡
RD 1616/2009 which regulates implantable medical devices23‡ 
Circular 07 / 20049§

RD 1591/2009 which regulates health products22**
RD 1616/2009 implantable medical devices23‡



In addition to the provisions of Royal Decree (RD) of
223/20043 on clinical drug trials, each CEI may esta-
blish their own additional requirements. It is necessary
to contact each of them to know what documentation
they require.

In the case of multi-center clinical trials with drugs,
a single ruling is issued in Spain which is binding on all
participating centers. The promotor must ask one of
the CEI at one of the participating centers to act as the
reference CEI and assess the views of any others invol-
ved. To coordinate all the participant CEIs, the promo-
tor must deliver the documents to the secretariat of
each one before day 6 of each month.

The complexity of all these steps, if they do not pre-
clude the promotion of academic clinical trials, requires
considerable time and effort. It is therefore advisable to
enlist the help of a support unit for independent rese-
arch, colloquially known as an academic CRO, usually
available in hospitals with high research activity. It is ad-
visable to consult such units before presenting the pro-
ject, and one must include the cost of their services in
the estimated financial cost document.

Clinical trials on advanced therapies

Advanced therapy medicinal products for human
use are based on genes (gene therapy), cells (cell the-
rapy) or tissues (tissue engineering) and include pro-
ducts of autologous, allogeneic or xenogenic origin6.

Procedures to be followed and requirements
They are the same as for clinical trials with drugs,

but it is also necessary to request NIP classification of
the drug, or justify why that is not requested. It also re-
quires manufacturing permission. Advanced therapy in-
vestigational medications must be developed by autho-
rized manufacturers. When the manufacturer is located
in Spain, they must have proper authorization from
AEMPS (General Sub-Directorate for Inspection and
Control of Medicines). When these drugs are developed
wholly or partly in associated centers of the National
Health System, the centers must be certified as compl-
ying with the norms of correct manufacture, issued by
AEMPS General Sub-Directorate for Inspection and Con-
trol of Medicines.

We recommend consulting, before initiating procee-
dings, the Advanced Therapies section on the AEMPS
website6 and the Office of Independent Clinical Rese-
arch Support.

Observational post-authorization studies (EPA, in
Spanish) for human medicines )

These are studies in which drugs are prescribed in
authorized conditions.

Assigning a patient to a specific therapeutic strategy
is determined by the standard of practice, and the deci-
sion to prescribe a certain drug will be clearly dissocia-
ted from the decision to include the subject in the
study. Patients are not subject to any non-standard in-

tervention, either diagnostic, therapeutic or follow-up,
and epidemiological research methods are used in
analyzing the data collected7.

An EPA encompasses any observational study that
includes data collection and marketed drugs. AEMPS
classifies this type of study in five categories according
to study design and source of funding:
- EPA-LA: set as a condition by the health authorities on
approval of a new medicine, or a requirement of the
competent authority to clarify safety of the drug, or
form part of the risk management plan.

- EPA-AS: studies with prospective follow-up design and
promoted by health authorities or publicly funded.

- EPA-SP: studies with prospective follow-up design but
not promoted by health authorities or publicly fun-
ded.

- EPA-OD: studies not categorized as EPA-LA without
prospective follow-up, for example, case-control,
cross-sectional or retrospective cohort studies.

- Non-EPA: the factor of exposure investigated is not a
drug but on collecting information on drugs, the pro-
tocol must be submitted to AEMPS for classification.

Procedures to be followed and requirements
- AEMPS classification must be obtained. Depending on
the assigned category, one needs to follow one or
another administrative process and authorization is re-
quired from AEMPS (EPA-LA and EPA-AS) or the co-
rresponding regional authority (EPA-SP), as a precon-
dition for initiating the study (after payment of the
applicable fees in some communities). The categories
EPA-OD and Non-EPA do not require prior authoriza-
tion, only CEI approval.

- The protocol and accompanying documentation must
be submitted to the CEI for approval.

Application for classification
The AEMPS website provides Instructions and the

form to request classification of an observational studyl8.

Studies with medical devices

A medical device is any instrument, apparatus,
equipment, material or other article, used alone or in
combination, including the software necessary for its
proper application as intended by the manufacturer for
use in humans for the purpose of: diagnosis, preven-
tion, control, treatment or alleviation of disease, injury
or disability; investigation, replacement or modification
of the anatomy or of a physiological process; regulation
of conception; and which does not achieve its principal
action by pharmacological, immunological or metabolic
means.

If the study also involves a drug, it is governed by
both standards, for studies with medical devices and
medical drug studies.
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Clinical research with medical devices

This refers to clinical research with medical devices
where: a) the product has no CE label (Certificate of
European Conformity); b) the product bears the CE la-
bel but is used in a treatment or procedure which dif-
fers from that authorized; and / or c) patients are assig-
ned to either treatment group.

Procedures to be followed and requirements
The studies described as a) and / or b) require the

approval of all the CEI (not just one) and AEMPS autho-
rization. If the medical device is CE-labeled and is to be
used as authorized, AEMPS authorization is not requi-
red.

Although the necessary documentation is similar to
that for clinical drug trials, the procedures to request
authorization are even more complex, and there are no
detailed instructions on the steps to be taken for autho-
rization, as there are for clinical trials with drugs (Mi-
nistry of Health website). Therefore, we recommend ac-
cessing a contact point of AEMPS for clinical research
with health products for information about the docu-
mentation needed and the steps to take.

Postmarketing studies with medical devices

These are studies with medical devices bearing the
CE label, used as indicated and authorized, without af-
fecting usual clinical practice or requiring patients to
undergo more tests or being assigned to a group, and
there is no comparison of devices. The doctor only co-
llects data about the product in use.

Procedures to be followed and requirements
One only needs to submit the protocol and docu-

mentation to the CEI for approval (information obtai-
ned from the AEMPS Department of Health Products).

Other research projects

In studies not investigating a drug or a medical de-
vice, but a surgical technique or a diagnostic method
or some other non-drug intervention, the key factor for
the administrative process is whether the  activities or
procedures to be performed are invasive or not, regar-
dless of the design (either a clinical trial where patients
are assigned to a given treatment group, or an observa-
tional study where clinical practice is not changed).

For example, a randomized study of two different
training programs for athletes would be a clinical trial
without invasive procedures, while a study where a sin-
gle group of subjects are subjected to the same surgical
procedure would not be classified as a clinical trial, but
the Biomedical Research Act4 would apply due to the
invasive nature of the procedure.

The relevant Law 17/2004 defines an invasive pro-
cedure as any intervention undertaken for research that
involves a physical or psychological risk.

Studies with invasive procedures

Procedures to be followed and requirements
One must submit the protocol and documentation

to the CEI and the competent regional authority for ap-
proval and authorization, respectively.

Studies with non-invasive procedures

Procedures to be followed and requirements
This type of study is not contemplated in law, but

according to the Helsinki Declaration11 all research in-
volving humans must be adequately described in a pro-
tocol which should be evaluated and approved by a
CEI.

Studies with specimens of human origin

Procedures to be followed and requirements
These studies, regulated by Law 14/20074 and a ro-

yal decree (RD 1716/2011)12, may only be carried out
on samples which are obtained directly from the sub-
ject for a specific project or samples stored in an autho-
rized biobank, registered in the National Registry of
Biobanks of Carlos III Health Institute, and provided
they have been approved by a CEI and informed con-
sent of the patient has been obtained. The information
to be provided in the informed consent form differs for
each case.

Each of the projects undertaken with samples from
a collection or a biobank must be approved individually
by a CEI, otherwise it will be necessary to seek consent
from the subjects again. 

Common requirements for all types of
study

Depending on the type of study, the documents ne-
eded may vary.

All research projects must be outlined in a protocol
document which describes the objectives, design, me-
thodology, statistical considerations and overall organi-
zation of all aspects of the study. Depending on the
type of study, specific sections should be included, such
as those relating to the manufacture, management and
safety, whether of a drug or medical device.

The protocol must be approved by a CEI and some
also require AEMPS approval or regional authority ap-
proval. The study cannot be carried out without these
approvals and specific authorization (Table 1).

The protocol should be accompanied by an infor-
mation sheet about the participants and informed con-
sent. Even when standard practice is not to be modi-
fied, studies involving people and / or confidential data
must comply with the provisions of the Organic Act

Protection of Personal Data and RD 1720/200715. It
is essential to obtain written informed consent from the
participants.

Clinical trials with drugs and medical devices, in ad-
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dition to being governed by specific regulations, shall
be conducted under the rules of Good Clinical Practice
(GCP)16. It is essential that the researchers know and de-
monstrate training in GCP.

Before starting patient recruitment, the trial must be
registered in a public database (See next section).

If one intends to store biological samples obtained
in the course of a project for use in future studies, ac-
cording to RD 1716/201112, these must be organized
into collections or biobanks (see section on studies with
biological samples of human origin).

Public register of research trials

Clinical drug trials must be registered in a European
public database17 and the Spanish clinical studies regis-
ter18. The study is registered automatically when the
promoter sends the application form to the competent
authority for evaluation and authorization. Many pro-
motors also register their trials in the American public
database (www.clinical.trials.gov.)

Publication of results

According to RD 223/20043 on clinical trials with
drugs, the promoter is obliged to publish the results of
authorized clinical trials in a scientific journal (both po-
sitive and negative results).

It is important to note that the International Com-
mittee of Medical Journal Editors (ICMJE), before publis-
hing an original article, requires that the study be regis-
tered in a public database before inclusion of the first
patient (The ICMJE does not accept the Spanish regis-
ter). We recommend consulting their website if in
doubt19.
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