Trial protocols for clinical trials / tests initiated by investigators

Requirements of the AGEK* and SWISSMEDIC

(*Community of Swiss Ethics Commissions for Clinical trials)

Trial protocols drawn up by the trial investigators must fulfil specifically defined requirements. This applies to trials both with and without therapeutic products. For clinical trials with medical devices (e.g. electro-medical devices, implants, medical equipment), the content of the protocol is described in detail in the international standard EN ISO 14155-2:2003. This standard can be obtained from the Swiss Association for Standardization (www.snv.ch). The following text therefore applies to studies with and without medicinal products. 

Checklist 1 shows the structure and content of a trial protocol. This must be adapted in line with the trial in question. Depending on the content or the risks involved in the trial, the Ethics Commissions may request additional information. The documents submitted must have numbered pages and show a version number and date. 

Checklist 2 shows the additional information required by Swissmedic. If authorised medicinal products are used in a trial, the protocol must be the subject of a Swissmedic notification. 

	Checklist 1: Structure and content of a trial protocol

	1
	Title of the trial protocol (full title)

	1.1
	Name, title, version date and signature of the investigator responsible for carrying out the clinical trial at the centre, list of employees 

	2
	For trials with medicinal products: background information 

	2.1
	Description and indication of the trial product (s), if different from the authorisation 

	2.2
	Reason for the dosage and dosage plan, if different from the authorisation, and the length of treatment

	 3
	Objectives and purpose 

	3.1
	Background, reason for the study and objective of the study

	3.2
	Questionnaire, trial population 

	3.3
	Hypothesis 

	4
	Design of the trial

	4.1
	Targeted primary end point and secondary end points (effectiveness and/or safety parameters)

	4.2
	Trial design, table showing an overview of the examination with flow chart of timing, operation of the trial, trial duration per patient, criteria for halting the trial, conditions for unblinding

	4.3
	Measure to minimise bias (randomising, blinding)

	5
	Selection of trial subjects

	5.1
	Recruitment 

	5.2
	Criteria for inclusion

	5.3
	Criteria for exclusion

	6
	Assessment of effectiveness

	6.1
	Effectiveness parameters: measuring methods and times 

	7
	Assessment of safety

	7.1
	Safety parameters: measuring methods and times

	7.2
	Follow-up observation for trial subjects with adverse reactions

	8
	Statistics

	8.1
	Definition of the primary end point and secondary end points 

	8.2
	Planned number of trial subjects with clearly stated justification (possibly power analysis)

	8.3
	Description of the statistical methods foreseen and the planned intermediate assessments

	8.4
	Planned significance level 

	8.5
	Handling of missing data or of data in the case of subjects halting the trial prematurely 

	8.6
	Definition of the evaluation groups (intention to treat, per protocol, etc.) 

	9
	Trial-specific preventive measures and duties

	9.1
	The trial-specific preventive measures must be described.

For example:

- Contraceptive methods and duration, possiblyalso for the partner;

- Avoiding certain activities (e.g. driving a vehicle) 

- Avoiding certain foods (e.g. grapefruit juice)

- Accompanying therapies that are not permitted 

	9.2
	If necessary: final examination in case of premature withdrawal from the trial

	10. 
	Duties on the part of the investigator

	10.1
	Confirmation that the study will be carried out in accordance with the protocol, GCP and the currently valid legal provisions. 

	10.2
	Reporting of severe adverse reactions, changes (to the protocol), intermediate and final reports to Swissmedic (for trials with medicinal products) and to the Ethics Commission(s)

	10.3
	Official statement regarding damage coverage (e.g. insurance, medical care free of charge)

	11

11.1
11.2

11.3
	Ethical considerations
Evaluation of the risk-benefit ratio

Description of why trial subjects requiring particular protection have been included

Other ethical aspects, e.g. administration of placebos

	12.
	Quality control and quality assurance: description of measures

	12.1
	Guaranteeing direct access to the original data, permission for audits to be carried out, and inspections by the authorities and Ethics Commissions, monitoring

	12.2

12.3
	Handling of data and samples (data protection), archiving (place, duration) and destruction

Description of the data to be entered directly into the case report forms (not noted in the patient files)


	
	Checklist 2: Additional information for Swissmedic in order for the official notification to be issued

	1
	Procedure for drug accountability (documentation on the test product received incl. Batch number and expiry date, documentation on the quantity of the test product administered or given to the patient, documentation on the quantity of the test product taken back from the patient, documentation on the quantity of the test product per patient that has been lost or destroyed)



	2
	Procedure to record compliance

	3
	Description foreseen for the test product, including reasons and measures in case it is not possible to label the test product.

	4
	Publication of the results


Explanations relating to the trial protocol, with reference to the chapter numbers in he above list

Checklist 1
1. Investigator: 

The expert investigator who assumes responsibility for the trial and the trial subjects must be stated as the investigator. 

2. For trials with medicinal products: background information:

"Investigator-initiated" trials with therapeutic products can concern:

a) Physiological or pathophysiological tests in which a medicinal product is used in accordance with the authorised indication, route of administration and dosage but is not part of the issue related to the test: 

b) Trial with an authorised medicinal product in a different dose, with a different route of administration or for a different patient group than that described in the authorisation. Here, the variances from those aspects that are authorised must be described precisely and justification must be provided. 

3. Objectives and purpose

3.1 Description of the scientific data on which the trial is based. Scientific standpoint regarding the usefulness of the trial, and what new information can be gained from it.

3.2 Justified choice of a trial subject population, main issues to be examined (as precisely as possible) 

3.3 Hypothesis that could be established on the basis of the issues studied.

4. Trial design

4.1. Specification of the parameter that is of primary interest (primary end point), and other parameters that will be collected and assessed as additional, secondary end points. It is important that a single parameter and a single time are stated for the primary end point. 

4.2 Trial design: specification of the type of trial (pilot trial, observation trial, clinical phase I-IV), of the trial plan (randomized, double blind, parallel, crossover, etc.). 
Description of the trial procedure, with visits and their time window (permitted variance from a reference date), laboratory and other examinations, termination criteria for the trial (patient, conditions for unblinding).

4.3. Description of how a possible blinding (manufacturer and description of the medicine) and randomisation (method/programme, person, access rights and retention location of the list with the group allocations) will be carried out. 

5. Selection of the trial subjects

5.1. Recruitment: the recruitment process must be described. If the trial subjects are found by means of advertisements or flyers, this document must be drawn up in accordance with the relevant instructions (see www.swissethics.ch) and the inclusion criteria submitted for approval. 

5.2. Inclusion criteria: Examples to be mentioned here include the lower age limit (> 18 years old) or the negative pregnancy test (see 5.3).

5.3. Exclusion criteria: if pregnant women or nursing women are to be excluded from the trial, note pregnancy and nursing mothers here.

6. Assessment of effectiveness

6.1. Effectiveness parameters: specify the parameters that will be used for a concrete assessment of the effectiveness (as long as relevant to the trial), at which point and how it will be measured (methodology).

7. Assessment of safety

7.1. Safety parameters: measuring methods and times (as for point 6.1).

7.2. Guarantee of follow-up observation of trial subjects after adverse reactions. Here, mention how the patients will be treated and what checks will be carried out following events that occur within the framework of the study (by own physician, phone, visits, etc.).

8. Statistics

8.1 Defining the primary end point also includes the description of variables that could influence the end point, e.g. age, sex. 

8.2 The purpose must be to use a minimum number of trial subjects to answer the main question and thus to confirm or reject the hypothesis. The primary parameter defines the size of the sample population. The power analysis should be submitted and clearly correspond to the numerical assumed values. If a power analysis is not possible or unnecessary (e.g. pilot trial, Phase I or II trial), provide a clear justification for the chosen number of target subjects.

9. Trial-specific preventive measures and duties

10. Duties of the investigator

10.1. and 10.2.: The duties of the investigator must be as stated in GCP. In particular, the investigators in an investigator-driven trial must be aware that they must also assume the duties of sponsor in accordance with GCP. A confirmation that the investigator is aware of the said responsibilities and accepts them is sufficient. 

11. Ethical considerations

The ethical considerations that justify the trial must be stated. In particular, the following points should be described, if applicable:

11.1 The potential advantages of the study for the individual trial subjects should be compared with the risks and disadvantages, and assessed (risk - benefits analysis). 

11.2.1 When including test subjects who are minors, incapable of judgment or under tutelary authority, it is necessary to provide more details on the following points: 

a) Necessity of including this group of test subjects. It is necessary to state why comparable results cannot be obtained from adults or those capable of judgment.

b) For studies without immediate advantages for the trial subjects, explain why important findings regarding the condition, illness or ailment of the test persons can be expected and be of advantage to them on the long term. The risks and unpleasant aspects must be described, and must be minimal.

11.2.2. For trials carried out in emergency situation, the following must be described:

a) How the deferred approval of the person legally responsible for the trial subject will be obtained in the case of minors or those under tutelary authority, or in the case that the trial is carried out against the test subject's will.

b) An explanation must be provided regarding why comparable results cannot be obtained by carrying out the trial on adults or those capable of judgment. For trials without immediate advantages for the trial subjects, explain why a long-term benefit is expected for the trial subjects concerned, for other persons of the same age group, or for persons suffering from the same illness or with the same symptoms. 

c) An explanation must be provided regarding how the medical treatment by a physician who does not form part of the trial is guaranteed. 

11.3. The ethical considerations relating to special, trial-specific points should be explained here. This includes issues such as the administration of placebos, wash-out phases, voluntary participation in the trial, handling of incidental findings, particular risks in trials in which genetic data is used.  
12. Quality control and quality assurance: description of measures

12.1 A description of how the quality of trial's operation and the data concerned will be guaranteed must be provided. Will monitoring be carried out on site or externally? By whom? At what intervals? What will be checked and to what extent? Will a plausibility test be carried out by statisticians? The quality control must be carried out by a person independent of the study.

12.2 A description of how confidentiality regarding the handling of data and samples (data protection), archiving (location, duration) and destruction, even in the case of terminating the trial prematurely, will be handled must be provided (see directives of the Swiss Academy for Medical Science (SAMW) bio banks). Confidentiality in the case of genetic examinations requires particular attention to data protection, and especially if the samples are transferred to countries where data protection is less stringently regulated than in Switzerland.

12.3 Certain data collected specifically for the trial (e.g. life quality, by means of questionnaires) must not also be included in the patient files. Such data must be specified.

Checklist 2
All studies with medicinal products must be provided to Swissmedic for the notification. 

1. The type, method and scope of the drug accountability must be described, and the persons responsible for it named

2 Taking the medicinal product in the trial correctly is an important aspect of all studies. For this reason, it is necessary to describe how compliance will be checked by means of monitoring.

3 The test products are usually labelled, and include the following information: trial number, company name or name of the investigator, the words "for clinical trial", lot number, expiry data, storage conditions, randomisation or patient number, and the words "keep out of reach of children". When using products available on the market, the labelling may be omitted but it is necessary to ensure that the amount of the product used per patient is documented and can be checked through monitoring. This must be described, if applicable, in the protocol.

4 Publication of the results: these must be made publicly available, either by publishing them or by making them available via other means of communication. The procedure to be used must be described. 
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