
Chapter 5. Initiation and Management of Clinical Trials

5.1 Introduction

Before the clinical trial can start each country involved must have

 A sponsor

 A favourable opinion of one main Ethics Committee

 Authorisation of the competent authorities concerned.

European agencies: http://www.emea.eu.int/

Other agencies http://heads.medagencies.org/

 Insurance for subjects

 Informed consent of subjects

This is in compliance with the EU Clinical Trial Directive 2001/20/EC, implemented in the

year 2004 into national law of all EU Member States, which has its routes anchored in ICH

Topic 6 Good Clinical Practice CPMP/ICH/135/95 and which is complemented by

associated explanatory guidance documents of the directive. (1,4,5)

http://pharmacos.eudra.org/F2/pharmacos/dir200120ec.htm

These guidances offer additional information on making application for clinical trials and

on adverse drug reaction (ADR) reporting and include

1. CT Application - Detailed guidance for the request for authorisation of a clinical

trial on a medicinal product for human use ENTR/CT1

2. Ethics Committees Application - Detailed guidance on the application format and

documentation to be submitted in an application for an Ethics Committee opinion

ENTR/CT2

3. Adverse Reaction Reporting - Detailed guidance on the collection, verification and

presentation of adverse reaction reports arising from clinical trials ENTR/CT3

4. EudraVigilance Clinical Trial Module - Detailed guidance on the European

Database of Suspected Unexpected Serious Adverse Reactions ENTR/CT4

5. EudraCT - Detailed guidance on the European clinical trials database ENTR/CT5
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Table 5.1 Responsibilities of the sponsor according to ICH-Topic 6 Good Clinical Practice (CPMP/ICH/135/95)

ICH-Topic 6 Good Clinical Practice (CPMP/ICH/135/95): SPONSOR

 CA Authorization and EC Approval
 CT Conduct

 Pharmacovigilance

5. Sponsor Responsibilities
5.1 Quality assurance and quality control

5.2 Contract research organization (CRO)
5.3 Medical expertise

5.4 Trial design
5.5 Trial management, data handling, record keeping

5.6 Investigator selection
5.7 Allocation of responsibilities

5.8 Compensation to subjects and investigators
5.9 Financing

5.10 Submission to regulatory authority(ies)
5.11 Confirmation of review by IRB/IEC

5.12 Information on investigational product(s)

5.13 Manufacturing, packaging, labelling, and
coding investigational product(s)

5.14 Supplying § handling investigational
products(s)

5.15 Record access

5.16 Safety information
5.17 Adverse drug reaction reporting

5.18 Monitoring (according to 1.38)
5.19 Audit

5.20 Noncompliance
5.21 Premature termination of a trial

5.22 Clinical trial/study reports
5.23 Multicentre trials

The Community guideline on Good Clinical Practice (CPMP/ICH/135/95) as adopted by

the Committee for Proprietary Medicinal Products and published by the Agency provide

useful additional guidance which complement the above listed documents

5.2 Role of the Sponsor

Each clinical trial must have an identified sponsor. The ‘sponsor’ is an individual or legal

entity which takes responsibility for the initiation, management and/or financing of a

clinical trial. (1) In commercialized clinical trials the pharmaceutical industry is sponsor,

and if it itself is not represented, must have a named delegate (legal representative)

established within the European Community. A sponsor may delegate any or all of his trial-

related functions to an individual, a company, an institution or an organisation by means of

a contract (Clinical Trial Agreement). However, in such cases, the sponsor shall remain

responsible for ensuring that the conduct of the trials and the final data generated by those

trials comply with Directive 2001/20/EC as well as Directive 2005/28/EC. The investigator

and the sponsor may be the same person. (2)
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In non-commercial academic investigator initiated clinical trials (IIT), the medical

institution as legal entity of the coordinating principal investigator can take over the role

and the responsibility of the sponsor.(3) However this can present problems to academic

multicenter clinical trials involving several countries and often involving more than one

research group, as one institution must be prepared to take over the responsibility of the

sponsor for trial sites in other countries. One suggestion to solve this problem is to organise

parallel trials, each with its own national sponsor, but this could result in risks to the

integrity of the design. For example, that could result in sponsors in different countries

making different amendments to the original protocol. An alternative could be to form a

group of “co-sponsors”, to agree to allocation of responsibilities that cover all the trial sites

as it is preferable to conduct an international multi-centre trial as one trial under the same

EudraCT number (UK). This problem has still to be solved.

5.3 Role of Sponsor in Investigator Initiated Clinical Trials

In investigator initiated clinical trials the Chief Coordinating Principal Investigator takes on

the sponsor role.

5.4 Responsibilities of the Sponsor

The sponsor or delegate (Chief Coordinating Principal Investigator) is responsible for

1. financial arrangements of the clinical trial (grant, industry)

2. gaining a unique EudraCT number from the EudraCT database following the

procedure described in the “Detailed guidance on the European clinical trials

database” ENTR/CT 5 [ENTR/F2/BL D(2003)]”. The sponsor must log onto the

Eudract website and follow the instructions to obtain a security code and to apply

for the EudraCT number (Complete the EudraCT-CTA Form). This number, and the

email confirmation of the number, must be included on the application

http://www.eudract.emea.eu.int

3. preparing submission documents (as listed below) required for approval by the main

ethics committee and authorisation by the competent authorities

4. completing and transmitting the clinical trials application (CTA) form (in national

language) and the supporting documents (in English or national language) required
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for authorisation, to the competent authority concerned both as hard copy and saved

on an electronic compact disc (CD_rom) in pdf. Format.

5. completing and transmitting the application form and the submission documents

required for application for a main Ethics Committee opinion

6. fulfilling the requirements to achieve a valid application. If the application is valid,

the applicant will be informed and the review period starts. If the application is not

valid the applicant will be informed of the deficiencies and must take the necessary

steps to fulfil the requirements to achieve a valid application.

7. pharmacovigilance (risk/benefit)

8. communicating with Ethics Committee and Competent Authorities

When the clinical trial is multicenter with sites in other countries, competent authorities and

the main ethics committees of the participating countries concerned must be informed in a

similar manner.

5.5 National Coordinator

In academic non-commercial IIT, each county should appoint a National Coordinator (if

applicable the Coordinating Principal Investigator for this country), who is responsible for

the sites in his country and takes on the responsibility of fulfilling all country specific

regulatory requirements of competent authorities and ethics committees concerned,

particularly concerning approval, authorization and pharmacovigilance .

5.6 Clinical Trial Public Access Register

In USA all clinical trials have to be registered in a database with free public access. In

Europe this is not legally enforced but due to an initiative taken by the International

Federation of Pharmaceutical Manufacturers and Associations (IFPMA), a non-profit, non-

governmental organization (NGO) representing national industry associations and

companies from both developed and developing countries, from 01. July 2005 onwards,

clinical trials should be registered in a free charge registry after 3 weeks of entering the first

patient e.g. by http://www.clinicaltrials.gov/ with contact information for all interested

patients. In addition results of clinical trials should be published in public accessible

databases e.g. by the Pharmaceutical Research and Manufacturers of America (PhRMA)
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database http://www.clinicalstudyresults.org including results of substances where

development was stopped but results are of significant medical

5.7 Guide to Managing Clinical Trials (CT) in Europe

 Step 1 Prepare essentials documents for conduct of the trials

 Step 2 Apply for Clinical Trial Authorisation and Approval

 Step 3 Conduct of Clinical Trial

 Notify Amendments to EC and CA

 Adverse Event Reporting

 Annual Safety Reports

 Suspension of Revocation of a Clinical Trial

 Step 4 Declaration of End of study to EC and CA

 Step 5 Submit final reports to EC and CA

 Step 6 Archive main documents

5.8 Step 1: Preparing essentials documents for the CT

Before the clinical phase of the study commences essential documents listed in ICH

guidelines Section 8.2 (CPMP/ICH/135/95) must be prepared. Essential documents are

“documents which individually and collectively permit evaluation of the conduct of the

trial and the quality of the data” and should be included in the Trial Master File. These

include amongst others

 Product Information: Investigator’ Brochure / Summary of Product Characteristics

 Signed Protocol (with defined inclusion and exclusion criteria)

 Signed Amendments (if any)

 Sample of Case Report Forms

 Any Information given to Trial Subjects

 Informed Consent Form

 Advertisement for Subject Recruitment

 Financial Aspects of the Trial (Agreements between Institution and Sponsor)

 Insurance Statement

 Signed Agreement between Involved Parties
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 Composition of Ethics Committees

 Curriculum Vitae of Investigators and Subinvestigators

 Normal Value Ranges for Procedures or Tests included in Protocol

 Laboratory Certification and Accreditation

 Sample of Labels attached to IMP

 Instructions for handling IMP

 Shipping Records for IMP

 IMP Certificates of Analysis of IMP according to GMP

 Decoding Procedures for Blinded Trials (To document how, in case of an

emergency, identity of blinded investigational product can be revealed without

breaking the blind for the remaining subjects' treatment)

 Master Randomisation List

 Pre-trial Monitoring Report

 Trial Initiation Report.

5.9 Step 2: CT Application for Authorization and Approval

The Clinical Trial Application for both Competent Authority/ies and Ethics Committee/s

includes

1. Receipt of confirmation of EudraCT trial number from European EudraCT

Database1.

2. A covering letter in German with the application. Its heading should contain the

EudraCT trial number, sponsor’s protocol code number, title of the project,

summary of the project including its justification and relevance and attention to any

special issues related to the application with references to submission documents.

3. The trial protocol, which should be identified by the full title and abbreviated title,

EudraCT number, the sponsor’s protocol code number, version and date, signed by

principal investigator in single centre trials or by Coordinating Principal

Investigator in multi-centre clinical trials and by sponsor or his legal representative.

1 1 * EudraCT database: The EudraCT database is defined in Article 11 of the Directive 2001/20/EC and is a
European database of clinical trials. All interventional clinical trials will be registered in it.
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Table 5.2 Summary of Application Requirements

CORE PACKAGE
Of interest to both Competent Authority/ies (CA) and Ethics Committee/s (EC)

- Application Form with CD Rom (submission documents can be in national or English language)
- Confirmation of EudraCT Number from EudraCT Database (E-mail)
- Covering Letter in national language with EudraCT and protocol number, title and particularities.
- Checklist with reference to submission document containing information
- Protocol: Signature Page, Title, Short Title, EudraCT and protocol number,Version, Date
- Details of sponsor or legal representative within EU/ with Copy of Delegation Letter to CA
- List of participating institutions, facilities, investigators and in Germany local EC etc.
- If investigator not a physician give reasons and qualifications to perform research (in Germany)
- Product Information (SmPC or Investigator’s Brochure)
- Labelling and details of IMP and active substances (IB, SmPC)
- Synopsis (justification and relevance) of protocol in national language
- Number, age and gender of subjects
- Reasons for inclusion of these patients (statistical considerations)
- Reasons for any gender specific inclusion/exclusion decision
- Plans for treatment and medical care following the CT if required
- Reasons for rejection of approval/authorization from other CA /EC
- Data Protection: subject’s consent to transfer and analyse data in pseudo-anonymous form

Of Interest to Competent Authority/ies Of Interest to Ethics Committee

- If IMP licensed for indication (or similar) then
- Simplified IMPD – SmPC

- If IMP licensed for indication completely different
- Simplified IMPD – SmPC
- Non-clinical pharmacology and toxicology data
- Results and findings of previous clinical research
- Additional data on quality if other manufacturer
- If IMP not licensed then IMPD on:
- Proof of quality and manufacture
- Non-clinical pharmacology and toxicology data
- Example of National Label
- Manufacturing and Import License
- Documents of results and findings of CT so far with

IMP
- Overall risk and benefit assessment
- Proof of Insurance by xenogenic cell therapy
- GMO: Directive 2001/18/EG
- Conditions of CT
- Assessment of risk to the public and environment

(interactions)
- Observation plan to protect environment.
- Emergency risk management plan

- Relevance of CT
- Risk-Benefit of CT (present and future)
- Minors or incapacitated subjects
- Reasons for gender distribution
- Reasons for including sponsor/investigator

dependent subjects
- CV of investigators with documentation of previous

CT experience
- Possible economic or other interests of investigator

concerning development of IMP
- Financial Disclosure Statement
- Suitability and quality of facilities and staff

(including previous CT experience )
- Patient information, informed consent and other

information given to patients in national language
- Description of recruitment procedure
- Details of investigations, and if not routine give

details
- Prevention of participation in other CT
- Description of documentation of health of healthy

subjects
- Confirmation of insurance coverage

(policy statement, policy conditions, travel insurance
statement)

- Declaration of adherence to protection of privacy
- Sponsor/facilities/sites contracts
- Criteria for suspension or early termination of trial
- List of local EC (in Germany)
- CT Synopsis in national language (Germany)

All submission documents should carry the trial identification (sponsor’s protocol code

number, date and version as well as the version and date of the supporting documents i.e. in

case there have been revisions for example only of the subject information sheet).
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4. The name and address of sponsor and his legal representative in the other concerned

European Member States of the European Union and contractual states of the Treaty

on the European Economic Area (Delegation Letter required).

5. Name and Address of institutions or facilities (e.g. laboratories) involved in the

clinical trial with name of the principal investigators and Coordinating Chief

Principal Investigator (LKP).

6. In Germany details of occupation and research qualifications of investigators that

are not physicians including experience obtained from work with clinical trials and

patient care and justification for this occupational group to conduct a clinical trial.

7. Product Information If the investigational medicinal product has a marketing

authorisation, the Summary of Product Characteristics may be used instead of the

investigator’s brochure.(2)

8. Qualification of investigators (Curriculum vitae)

Curriculum vitae of the coordinating investigator

Curriculum vitae of each principal investigator

Curriculum vitae of all investigators

Information about the supporting staff

Information on the contact person

9. Name and identification of the investigational medicinal product and active

substances e.g. the pharmaceutical form(s) and strength(s), dose(s) route(s) of

administration and treatment period(s).

10. Purpose and objectives of the clinical trial

11. Number, age and gender of subjects participating in the clinical trial

12. Statistical considerations and reasons for the number of subjects to be included in

the trial.

13. Reasons to justify that the distribution of males and females in the vulnerable

groups required to identify any gender specific differences in efficacy or safety of

the investigational medicinal product is justified.

14. A description of the plan for the provision of any additional care of the subjects

once their participation in the trial has ended.
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15. A list of competent authorities which have already received the same application

with details of their decisions and a copy of the opinion of the ethics committees

concerned when available with reasons for refusal or any other requests made for

additional requirements.

16. Procedures used to protect the privacy of recorded data, source documents and

samples (if applicable).

17. Patient’s Consent to make confidential personal information available (direct

access) for quality control and quality assurance by relevant personnel e.g.

organizations on behalf of the sponsor, inspections by the competent authorities or

institutions assigned this task in the Member State or, if applicable, the EC, in

addition patient’s consent to archive coded information, and for its transmission

outside the Community if applicable i.e. in pseudo-anoymised form using the

identification code of the trial subjects with the possibility of reidentification under

special circumstances. The Patient’s Consent must include that on refusal the

subject will be not be included in the clinical trial.

In addition the Ethics Committee(s) requires

1. Explanations on the relevance of the clinical trial.

2. Assessment and consideration of the anticipated risks and disadvantages for the

affected subject as compared to the risk-benefit for the subject and future ill

patients.

3. Reasons for including persons from vulnerable groups, i.e. minors, temporarily or

permanently incapacitated subjects. (incapable of giving informed consent) should

be included.

4. Reasons for including subjects with ties to sponsor or investigator.

5. Financial arrangements of the clinical trial. This includes information on financial

transactions, and compensation to subjects and investigator/site.

6. Curriculum vitae or other suitable proof of qualifications of investigators. For multi-

centre trials the principal investigators and sites that plan to participate in the

conduct of the trial should be listed.
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7. Reasons for possible economic or other interests of the investigator to

investigational medicinal product (that might be suspected to influence the

impartiality of the investigator).

8. Opinion on the suitability and quality of the facilities including the availability of

adequate resources, personnel and laboratory facilities and their experience in

conducting similar such clinical trials.

9. All subject/patient information in German to assist their decision to participate or

abstain from participation together with an example of the form for written

informed consent in German.

10. Details of investigational procedures and any deviations necessary from the routine

treatment.

11. Description of planned procedures to prevent that subjects simultaneously

participate in other clinical trials or research projects or participate before end of a

suitable rest period.

12. Description of how the state of health of healthy subjects should be documented.

13. Proof of insurance according to § 40 Sect.1 (8) in particular any insurance or

indemnity to cover the liability of the investigator and sponsor Compensation to

investigators and subjects.

14. Provision for indemnity or compensation in the event of injury or death attributable

to the clinical trial.

15. Explanation and measures to protect the confidentiality of personal information.

16. All elememts of agreements between sponsor, facilities and trial sites.

17. Rules for stopping or prematurely ending the clinical trial.

18. In multicentre clinical trials in Germany, a list of names addresses of ethics

committees concerned.

19. A summary in German of the essential points of the protocol, if the protocol is in

English.
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5.10 Step 2a: Authorized Investigational Medicinal Products

1. Investigational Medicinal Products (IMPs) used in trials must be manufactured in

accordance with the requirements of the EU Guide to Good Manufacturing Practice. In

Investigator Initiated Clinical Trials with authorized products, manufacturing authorization

is not needed and no authorization is needed for labelling, packaging or re-packaging

(including re-constitution) of a product (see Annex 13 GMP-requirements regarding

labeling). No matter what the pharmaceutical manufacturer is responsible for the

manufacture, marketing and labeling of the authorized product.(2)

2. If the investigational medicinal product has a marketing authorisation, the Summary of

Product Characteristics (SmPC) may be used instead of the investigator’s brochure. (2). As

an alternative to Investigational Medicinal Product Dossier (IMPD) required by the

pharmaceutical industry the SmPC can be used if an IMP is being used in the same form,

for the same indications and with a dosing regimen covered by the SmPC in accordance

with “Regulation (EC) No 726/2004 of the European Parliament and of the Council of 31

March 2004 laying down Community procedures for the authorisation and supervision of

medicinal products for human and veterinary use and establishing a European Medicines

Agency. “

3. It will also be sufficient for studies of dosing regimens and indications not covered by

the SmPC or when the sponsor can show that the information in the SmPC justifies the

safety of the proposed new regimen.

Otherwise they should submit:

 additional data on quality (if IMP not obtained from manufacturer)

 results of pharmacology-toxicology investigations

 non-clinical data and/or clinical data to support the safety of its use in the new

indication

 new patient population and

 the new dosing regimen as appropriate.
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5.11 Step 2b: Preauthorized Investigational Medicinal Products

1. For commercialized clinical trials, each company responsible for manufacture (including

assembly or batch release) must have a manufacturing authorisation. The authorisation is

issued by the competent authority in the Member State (including EEA countries) where

the company is situated and it must show that the manufacturer is authorized to

manufacture or assemble the relevant pharmaceutical form (e.g., solid dose forms, solutions

for injection, etc). Manufacturing authorisations for all manufacturing, assembly and batch

release sites must be provided as part of an application to conduct a commercialized clinical

trial.

2. If the marketed IMP is blinded, depending on the planned procedures for blinding,

additional details on quality are to be submitted.

3. Pharmaceutical industry performing clinical trials required for authorization of the

investigational medicinal products requires an Investigational Medicinal Product (IMP)

Dossier with cross-reference to Investigator’s Brochure if appropriate

 Documentation of quality and manufacture of IMP

 Documentation of pharmacology and toxicology data

 Examples of the label in the national language

 Manufacturing license

 Import license

 Results of previous clinical trials and other clinical findings

 Summary of risk-benefit assessment.

4. A simplified IMPD may be submitted if information related to the IMP has been

assessed previously as part of a marketing authorization in any MS of the Community or as

a clinical trial application to the competent authorities concerned. The text should include a

discussion of the potential risks and benefits of the proposed trial. If additional information

on results of quality or manufacture, pharmacology-toxicology investigations or clinical

trials are available they should be submitted.

If the IMP is a placebo the IMPD should be limited to details on quality and manufacture.

5. Verification of insurance required for xenogenic cell therapy according to §40 Sect. 1

Sentence3 (8) and Sect 3
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6. For IMP from genetically modified organisms (GMO) or combinations of GMO or

containing such according to Annex II “Directive 2001/18EG of the European parliament

and of the council of 12 March 2001 on the deliberate release into the environment of

genetically modified organisms and repealing Council Directive 90/220/EEC” a

presentation and assessment of heath risks of uninvolved persons and the environment as

well as an observational plan of precautions to be taken and in accordance with Annex III

of this directive (Information required in the Notification) information on GMO,

information on the requirements of the clinical trial and on the possible absorbing

environment, information on the interactions between the GMO and the environment, a

surveillance plan for identifying the consequences on the health of uninvolved persons and

the environment, a description of the planned surveillance and details of resulting waste

materials and their handling as well as emergency plans. The sponsor can also refer to

documents of a third party submitted in a previous procedure, as long as it does not concern

confidential statements.

9. Name and address according to § 42 Sect 1 Sentence 1 and 2 AMG of all other

ethics committees and competent authorities concerned of other Member States of

the European Union and contractual states of the Treaty on the European Economic

Area, participating in the clinical trial.

5.12 Step 2c: Procedures for Processing of the Application

 On receipt, applications are checked for completeness within 10 days. If documents are

missing, the applicant is asked to supply them within 14 days, and the application is not

progressed further until they are provided.

 Following receipt of a valid application by the competent authorities, written notice is

sent to the applicant setting out either acceptance of the request for approval /

authorisation, with conditions if necessary or grounds for non-acceptance of the request.

 If grounds for non-acceptance are sent, the applicant must respond with a response to

grounds for non-acceptance and an amended application within 90 days.

 A similar procedure occurs when the Ethics Committee requests more information but

there are no time limits for a response (“clock stop”).
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 On receipt of a valid and amended application (the sponsor has one chance only),

approval and authorisation process begin. Written notice is sent to the applicant setting

out either positive or negative opinion by the Ethics Committee or rejection or

authorisation by the Competent Authorities.

 Ethics committee and Competent Authority inform each other of their response.

Table 5.3 Application / Authorization Procedures

STEP 1: Check Initial Application for completeness

By Ethics Committee By Competent Authorities

10 days
to check if application is valid.

10 days
to check if application is valid.

If application not valid
Sponsor must return completed application

within 14 days

If application not valid
Sponsor must return completed application

within 14 days

STEP 2 – Review of valid application (day 1)
EC: Acceptance or additional information required CA: Acceptance or grounds for non-acceptance in writing

Sponsor: Amend Application (once only)

“clock stop”

Sponsor: Amend Application (once only)

within 90 days
EC: Receipt of valid amended application CA: Receipt of valid amended application

Approval: Reach decision within

30 days - monocentric
60 days multicentric

except for GMO – 90-180 days

and Xenogenic cell therapy - no timelimits
(Phase 1 sequential CT within 15 days)

Authorisation: Reach decision within

30 days for all CT
except for GMO - 90 days

and Xenogenic cell therapy - no timelimits

(Phase 1 sequential CT within 15 days)

Positive Opinion Negative Opinion Rejection Authorisation

5.13 Step 3: Conduct of Clinical Trial

 Conduct the trial according to GCP

 Comply with the requirements regarding the labeling of drugs (Annex 13 GMP)

5.14 Step 3a: Additional Trial Sites

The sponsor or his delegate, the Chief Coordinating Principal Investigator, must notify the

Competent Authority and main Ethics Committee of additional trial sites. (In Germany the

local ethics committee responsible for these additional sites must receive a copy of the

original application to allow for consultation by the main Ethics Committee.) The main
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Ethics Committee informs the sponsor or his delegate and the Competent Authority

concerned within 30 days.

5.15 Step 3b: Clinical Trial Amendments

In IIT the Coordinating Principal Investigator on behalf of the sponsor must notify the

competent authorities and ethics committees concerned of amendments that are substantial

and give reasons for proposed changes. Substantial amendments to the conduct of the

Table 5.4 Information required by the main Ethics Committee during and at the end of the clinical trial

Information required by the Ethics Committee

 Changes in the protocol, informed consent, study documentation

 Additional investigational sites and investigators (positive opinion, if no response after 30 days)

 Safety Information: SUSAR, annual report, changes requiring re-assessment of the risk/benefit, safety alerts

 Data Safety Monitoring Board Reports if relevant

 Reasons for suspension or early termination of the clinical trial within 15 days

 Update of the product information (Investigator`s Brochure – at least annually or if changes to SmPC)

 End of clinical Trial within 90 days

 Summary of Clinical Trial Report within one year

clinical trial may arise from changes to the protocol or from new information relating to the

scientific documents in support of the trial. Amendments to the trial are regarded as

“substantial” where they are likely to have a significant impact on:

 The safety or physical or mental integrity of the subjects.

 The scientific value of the trial i.e. through changes in the scientific source

documents on which the clinical trial is based or consequences on the scientific

evaluation (power) of the clinical trial results.

 The conduct or management of the trial.

 The quality or safety of any IMP used in the trial.

 For IMP from GMO or combinations of GMO or containing such, changes in risk

assessment of persons not involved in the clinical trial or the environment.

By application for an amendment to the protocol, within 20 days of receipt of a valid

application, written notice is sent to the applicant setting out either positive or negative
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opinion by the Ethics Committee or rejection or authorisation by the Competent

Authorities.

Amendment applications consist of:

 Covering letter, Eudract number, the CT number, the protocol number(s) affected

by the amendment and the trial title.

 Amendment application form.

 Relevant extracts of the documents that are changed, highlighting current and

proposed wording, where applicable.

 New version of documents if many changes are made.

 Supporting data.

The Coordinating Principal Investigator on behalf of the sponsor must document all non-

substantial Amendments: i.e. any amendments not considered as substantial which do not

need to be notified to competent authorities and ethics committees concerned. These should

be recorded/archived and available for inspection at trial sites and the Coordinating

Principal Investigator premises (Clinical Trial Office).

5.16 Step 3c: Urgent Safety Amendments

Appropriate urgent safety measures to protect subjects against any immediate hazard,

where new events relating to the conduct of the trial or the development of the IMP are

likely to affect the safety of the subjects, may be taken without prior competent authority

authorisation. The competent authorities and the ethics committees concerned must be

notified of the new events, the measures taken and the plan for further action as soon as

possible; by telephone in the first place followed by a written report. When a trial is halted,

the competent authorities and the ethics committees concerned should be notified within 15

days. The trial may not recommence until the ethics committee has given a favorable

opinion and the competent authority has not raised grounds for non-acceptance of the

recommencement.

The Coordinating Principal Investigator on behalf of the sponsor is responsible for all

safety aspects of the clinical trial and informing the main EC(s) and competent authorities

and investigators concerned. The process to be followed to collect, document and report
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adverse events (AE) and serious adverse events (SAE) and other reportable information

must ensure compliance with the regulatory requirements is described in Chapter 5.

The Coordinating Principal Investigator on behalf of the sponsor is responsible for taking

appropriate urgent safety measures to protect subjects against any immediate hazard, where

new events relating to the conduct of the trial or the development of the investigational

medicinal product (IMP) are likely to affect the safety of the subjects. These may be taken

without prior approval or authorisation. The main Ethics Committee and competent

authority concerned must be notified of the new events, the measures taken and the plan for

further action as soon as possible; by telephone in the first place followed by a written

report. When a trial is halted, the Ethics Committee and competent authority concerned

should be notified within 15 days. The trial may not recommence until the main Ethics

Committee has given a favorable opinion and the competent authority concerned have not

raised grounds for non-acceptance of the recommencement.

5.17 Step 3d: Suspension of Revocation of a Clinical Trial

The Competent Authorities may issue a notice to suspend or end the trial or to end it at one

or more trial sites if it considers that:

 the conditions of the approval or of application itself are not complied with, or

 there are doubts over the safety or scientific validity of the study, or

 there are doubts over the conduct of the trial at a particular site.

The notice will be sent to the sponsor, or the investigator at each site or particular sites as

appropriate. It will specify the actions to be taken, the duration of the actions and the

conditions, which must be satisfied before the trial may recommence. The relevant ethics

committee, other Member States, the EMEA and the European Commission will also be

informed. The notice will be sent with immediate effect if there is an imminent risk to the

health or safety of trial subjects.

5.18 Step 4: End of a Clinical Trial

The sponor or his delegate (the Chief Coordinating Principal Investigator) must notify the

competent authority (and in Germany the local health authorities) and main Ethics

Committee concerned of the end of the clinical trial within 90 days
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a) when the trial ends in the Member State(s) concerned,

b) when the complete trial has ended in all participating countries worldwide,

or in case of early termination or suspension of the clinical trial within 15 days, with

justification for the early termination or suspension and the procedures required to inform

the investigators and patients along with the plans for further monitoring and treatment of

the patient.

The definition of the end of the trial should be provided in the protocol (in most cases this

will be the date of the last visit of the last patient enrolled in the trial). Any change to this

definition should be justified or notified as a substantial amendment.

5.19 Step 5: Submit Final Clinical Trial Report

The sponsor or the Coordinating Principal Investigator on behalf of the sponsor must send a

summary (synopsis) of the clinical trial report with all relevant results to the main Ethics

Committee and Competent Authorities within one year of end of trial. This applies if the

trial is completed or terminated prematurely. The format of this summary should comply

with the “EU Note for Guidance on Structure and Content of Clinical Study reports (ICH

Topic E3 CPMP/ICH/137/95),” and be the same for both Ethics Committee and competent

authority (ENTR/CT 1).

To be responsible for his/her part in the report writing, the investigator should have access

to the recorded and reported data to ensure accuracy, completeness and timeliness

(ENTR/CT 1).

When the trial is terminated prematurely, the end of clinical trial report should also provide

the following information:

 Justification of the premature ending of the trial

 Report of Data Safety Monitoring Board (DSMB)

 Number of patients still receiving treatment at time of study termination,

 Proposed management of patients receiving treatment at time of study termination

 Consequences for the evaluation of results on risk and benefit assessment

If after the termination of a trial the risk/ benefit analyses have changed, the new evaluation

should be provided in case it will have an impact on the planned follow up of the subjects



CHAPTER 5. INITIATION AND MANAGEMENT OF CLINICAL TRIALS 78

who have participated in the trial. If so, the actions needed to protect the subjects should be

described.

5.20 Step 6: Archiving

Essential clinical trial documents

 Contents of Trial master File

 Case Report Forms

must be archived for at least five years after its completion. Documents will be retained for

a longer period, where so required by other applicable requirements or by an agreement

between the sponsor and the investigator.

Essential documents shall be archived in a way that ensures that they are readily available,

upon request, to the competent authorities.

The medical files of trial subjects shall be retained in accordance with national legislation

and in accordance with the maximum period of time permitted by the hospital, institution or

private practice.

Ethics committees should archive their documents for at least 3 years (2)

5.21 Additional Requirements for Germany

Clinical Trial Application

In Germany the clinical trial application form and a synopsis of the protocol must be in the

German language for the Competent authorities and Ethics Committee.

Details of occupation and research qualifications of investigators that are not physicians

including experience obtained from work with clinical trials and patient care with

justification for this occupational group why they can conduct a clinical trial.

Local Ethics Committees

In multicentre clinical trials, when applying for approval in Germany, a copy of the

application and supporting documents should be sent simultaneously to all responsible local

ethics committees of the participating investigators to give them time to assess the local

circumstances (any local shortcomings concerning investigator and institution) for the main

ethics committee (30 day time limit) of the coordinating Principal Investigator in

compliance with the Enquete Commission statement “Ethics and Justice in Modern



CHAPTER 5. INITIATION AND MANAGEMENT OF CLINICAL TRIALS 79

Medicine”. A list of names addresses of ethics committees concerned must be included in

the application.
Table 5.5. Requirement for Local Ethics Committees in Germany on suitability of investigators and institutions

http://www.ak-med-ethik-komm.de
Local Ethics Committees in Germany (additional information within 30 days)

Investigator
1. Curriculum Vitae with experience in conducting similar such clinical trials (number, year, phase, indication,

information if similar or competitive clinical trials have been already performed)
2. List of publication (or selection), proof of qualifications and training in conducting clinical trials
3. Proof of 2 years experience in conducting clinical trials (chief coordinating principal investigator)
4. Financial disclosure or explanation if any other economic or other interest in the investigational medicinal product

that might be suspected to influence the impartiality of the investigator or subinvestigatorse.g. PhD
5. Financial arrangements of the clinical trial (contracts). This includes information on financial transactions, and
compensation to subjects and investigator/site.
Site
1. List of available personnel and their qualifications: number and qualification of the employees, education,

supervision of staff, description of the delegated duties and responsibilities relevant to clinical trial
2. Suitability, quality of facilities and adequate resources: equipment, if relevant, number of patients, results of past

audits, monitoring, inspections, if available the assessment of the site by sponsor (pre-study visit)
3. Infrastructure: Description of the institution and the equipment relevant to the clinical trial, availability of

experienced, qualified staff for medical emergencies; availability of emergency care in a hospital
Other
 (CD-Rom: application and submission documents sent to main EC as pdf.
 1 print of application and submission documents sent to main EC

During the clinical trial any SUSAR will be sent to the main Ethics Committee. It is

possible that local Ethics Committee requests SUSAR from the region it is responsible for,

however this is the exception and not in compliance with the ordinance GCP-VO § 13 Sect.

2,3 and 4. http://www.ak-med-ethik-komm.de/

ALL SUSAR from the clinical trial will be sent to the main Ethics Committees, the

Competent Authorities and in addition to all investigators within 7 days for deaths and live-

threatening events and for 15 days for all others.

Notification of Local Authorities in Germany

The participating investigator or his delegate must in addition to notifying the competent

authority also notify the local health authorities concerned [§67 (6) AMG].

 Name and address and occupational title of responsible investigator.

 Name and address of the concerned competent authority and date of authorisation of

clinical trial and date of Amendments as appropriate.

 Name and address of the main Ethics Committee of Coordinating Principal

Investigator and date of approval of clinical trial and of Amendments if appropriate.

 Name and address of the local ethics committees of participating investigators,

institutions and facilities and date of their decision.
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 Eudract number of the Protocol.

 Name and address of the sponsor or his legal representative (branch office) in the

other European Member States of the European Union and contractual states of the

Treaty on the European Economic Area.

 Name and Address of the Coordinating Chief Principal Investigator (LKP) and

principal investigators.

 Name and Address of institutions or facilities (e.g. laboratories) involved in the

clinical trial with name of the principal investigators and Coordinating Chief

Principal Investigator (LKP).

 Title of the protocol including protocol code number and objectives.

 Indication for investigational medicinal product (IMP).

 Design of clinical trial, conduct and reason for including persons from vulnerable

groups, i.e. minors, temporarily or permanently incapacitated subjects.

 Planned start and duration of the clinical trial.

 Name and identification of the investigational medicinal product, the

pharmaceutical form(s), active substances, strength(s), dose(s) and route(s) of

administration.

 Information if the Law on Narcotics, Genetic Engineering, of Radiation are to be

considered or if it concerns biologicals and biotechnology medicines e.g. somatic

cell therapeutics, xenogeneic cell-based therapeutics, gene transfer medicinal

products or gene diagnostics.

 Number and Description of comparators.

The investigator or his delegate must notify the local health authority of the end of the

clinical trial within 90 days or in Competent Authority of early termination or suspension

within 15 days with justification for the early termination or suspension



CHAPTER 5. INITIATION AND MANAGEMENT OF CLINICAL TRIALS 81

Narcotic Drugs in Clinical Trials in Germany

The investigator or his delegate must apply for permission for acquiring and administering

narcotic drugs during a clinical trial from the Federal Opium Office (Bundesopiumstelle

BOPST/BfArM) in accordance with the Narcotic Drug Law (§3 BtMG). BfArM has three

months to reply to the request and to inform the responsible local authorities of its decision.

This can occur simultaneously to applying for authorisation.

According to §7 BtMG each investigator involved in the clinical trial should hand in an

informal request.http://www.bfarm.de/de/btm/bopst/index.php

Radiation in Clinical Trials in Germany

The investigator or his delegate must apply for special permission (expert’s opinion) for

using investigations involving radiation during a clinical trial in compliance with the

“Röntgenverordnung Röntgenstrahle”. This expert’s opinion is obtained from Bundesamt

für Strahlenschutz (BfS), Fachbereich Strahlenhygiene, Institut für Strahlenhygiene,

Ingolstädterstraße 1, 85764 Oberschleißheim/Neuherberg, BfS informs the responsible

local authority as well as the applicant of its decision. http://www.bfs.de/
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