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Clinical Investigational Plan (CIP) for Medical Device Studies
This Clinical Investigational Plan template has been developed to reflect applicable UK regulations and guidelines, and should be adapted as required if international sites are planned.
General notes on using the protocol template:

The contents of the template should be adapted to suit individual Investigation requirements. The template includes sections of standard text and guidance notes. 

Sections of the CIP template which are not relevant for a particular trial need to remain and non-applicable (NA) be added next to it.

Text in red is guidance and/or instruction and should be deleted once addressed

Suggested text given in blue should be included/adapted/expanded/amended if appropriate for the Investigation (otherwise this can be deleted)

Some generic text is given in black and should be included (unless not applicable)

This covering page should be deleted once the protocol has been drafted 

Clinical Investigational Plan (CIP) for Medical Device Studies
	Full title of Investigation:
Title to include phase, design (e.g. double-blind, randomised, placebo-controlled), single-site/multi-site, name of device, target disease, and subject population.
	

	Short title:
The full and short title must be the same on all Investigation documents e.g. subject information sheet.
	

	Version and date of Clinical Investigation Plan (CIP):
	 MACROBUTTON EmptyMacro [Type 'Draft' here if applicable] Version  MACROBUTTON EmptyMacro [Insert version number],  MACROBUTTON EmptyMacro [insert date]
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Signatures

The Chief Investigator (CI) and the JRO have discussed this Clinical Investigation Plan (CIP). The investigator agrees to perform the investigations and to abide by this CIP. 

The investigator agrees to conduct the Investigation in compliance with the approved CIP, EU Good Clinical Practice (GCP) and UK Regulations for Devices (SI 2002/618; as amended) for regulated studies, the UK Data Protection Act (1998), the Trust Information Governance Policy (or other local equivalent), the Research Governance Framework (2005 2nd Edition; as amended), the Sponsor’s SOPs, and other regulatory requirements as amended.

	Chief investigator
 MACROBUTTON EmptyMacro [Insert name of CI]
	
	

	
	Signature
	Date

	Sponsor Representative
JRO to Add 
	
	

	UCL
	Signature
	Date

	
	
	


This CIP template is intended for use with UK sites only.
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List of abbreviations 
Commonly used abbreviations – add or delete as applicable:
	ADE
	Adverse Device Effect

	AE
	Adverse Event

	CA
	Competent Authority

	CI
	Chief Investigator

	CIA
	Clinical Investigation Agreement

	CIP
	Clinical Investigation Plan

	CRF
	Case Report Form

	CRO
	Contract Research Organisation

	DCF
	Data Clarification Form

	DD
	Device Deficiency

	EC
	European Commission

	EU
	European Union

	EUDAMED
	European Medical Devices Regulatory Database

	GCP
	Good Clinical Practice

	GMP
	Good Manufacturing Practice 

	HRA
	Health Research Authority

	IB
	Investigator Brochure

	ICF
	Informed Consent Form

	IMD
	Investigational Medical Device

	ISF
	Investigator Site File

	JRO
	Joint Research Office

	MA
	Marketing Authorisation

	MHRA
	Medicines and Healthcare products Regulatory Agency

	NCA
	National Competent Authority

	NHS
	National Health Service

	NHS R&D
	National Health Service Research & Development  

	NICE
	National Institute of Clinical Excellence

	NIST
	National Institute of Standards and Technology

	PI
	Principal Investigator

	PIS
	Participant Information Sheet

	QA
	Quality Assurance

	QC
	Quality Control

	SADE
	Serious Adverse Device Effect

	SAE
	Serious Adverse Event

	SOP
	Standard Operating Procedure 

	UADE
	Unanticipated Adverse Device Effect

	UK
	United Kingdom

	USADE
	Unanticipated Serious Adverse Device Effect


Sponsor

	Sponsor’s representative

Insert Name/ email address – JRO to Add


	Joint Research Office, UCL, 1st Floor Maple House,

149 Tottenham Court Road,

London W1T 7NF

Postal address:

Joint Research Office, UCL

Gower Street, 

London WC1E 6BT 


Principal Investigator, Coordinating Investigator and Investigation site(s)

	Chief Investigator (CI)

[insert professional position]
	 MACROBUTTON EmptyMacro [insert name and address]
e-mail:   MACROBUTTON EMPTYMACRO [add email address]
tel:   MACROBUTTON EMPTYMACRO [tel no.]
fax:  MACROBUTTON EMPTYMACRO [fax no.]


	Principal Investigator (PI)

[insert professional position]
	 MACROBUTTON EmptyMacro [insert name and address]
e-mail:   MACROBUTTON EMPTYMACRO [add email address]
tel:   MACROBUTTON EMPTYMACRO [tel no.]
fax:  MACROBUTTON EMPTYMACRO [fax no.]


	Co-Investigator 

[insert professional position]
	 MACROBUTTON EmptyMacro [insert name and address]
e-mail:   MACROBUTTON EMPTYMACRO [add email address]
tel:   MACROBUTTON EMPTYMACRO [tel no.]
fax:  MACROBUTTON EMPTYMACRO [fax no.]


	Add in other involved investigators as required
	 MACROBUTTON EmptyMacro [insert name and address]
e-mail:   MACROBUTTON EMPTYMACRO [add email address]
tel:   MACROBUTTON EMPTYMACRO [tel no.]
fax:  MACROBUTTON EMPTYMACRO [fax no.]


	Statistician
	 MACROBUTTON EmptyMacro [insert name and address]
e-mail:   MACROBUTTON EMPTYMACRO [add email address]
tel:   MACROBUTTON EMPTYMACRO [tel no.]
fax:  MACROBUTTON EMPTYMACRO [fax no.]


Add appropriate name (e.g. Head of Department) and address of any central core services i.e. laboratories, central pharmacy production units, medical and/or technical departments (e.g. imaging, radiology), and any external Contract Research Organisation (CRO) or Clinical Trials Unit (CTU) involved in the trial.

A.1 Overall Synopsis of Clinical Investigation
This summary should be 1–2 pages only. It should give the reader sufficient information to understand the rationale for the Investigation, its objectives and the methods that will be used to achieve these objectives. 

	Title:
	

	Short title:
	

	Device:
	List all devices to be used in the investigation. 



	Objectives:
	Summarise primary and secondary objectives.



	Type of Investigation:
	Example: Class I, II, III, open/single-masked/double-masked, randomised, crossover/partial crossover/parallel group, single/multi-site Investigation in  MACROBUTTON EmptyMacro [insert patient population].



	Investigation design and methods:
	Give brief summary of Investigation design, including device regime and the assessments that will be made to achieve the primary and secondary objectives.



	Investigation duration per participant:
	i.e. from consent to last Investigation assessment.

	Estimated total Investigation duration:


	i.e. from when first patient enrolled to last patient follow-up.

	Planned Investigation sites:
	Single-site or multi-site.   If multi-site, include number of planned sites.



	Total number of participants planned:


	Include planned number to be enrolled for the whole Investigation.

	Main inclusion/exclusion criteria:
	Include the main disease/area to be investigated and the key inclusion/exclusion criteria.



	Statistical methodology and analysis:
	Briefly describe the statistical methodology to be used in the study.


A.2 Background and Rationale

Background

This section should describe:

· The disease to be studied in the trial, including its incidence
· Population being studied and why

Please summarise important trial relevant preclinical/non clinical studies. Please cross-refer to IB (as applicable). 

Please summarise previous clinical trials conducted/ or clinical use of the Device (or where relevant inference to similar devices) in support for this clinical trial. 

A.3 Identification and description of the Investigational Device
a) Summary description of the device and its intended purpose.
b) Details concerning the manufacturer of the investigational device.

c) Name or number of the model/type, including software version and accessories, if any, to permit full identification. 
d) Description as to how traceability shall be achieved during and after the clinical investigation, for example by assignment of lot numbers, batch numbers or serial numbers.

e) Intended purpose of the investigational device in the proposed clinical investigation.
f) The populations and indications for which the investigational device is intended.
g) Description of the investigational device including any materials that will be in contact with tissues or body fluids. (This shall include details of any medicinal products, human or animal tissues or their derivatives, or other biologically active substances.)
h) Summary of the necessary training and experience needed to use the investigational device.
i) Description of the specific medical or surgical procedures involved in the use of the investigational device.
A.4 Justification for the design of the clinical investigation
Justification for the design of the clinical investigation, to include
a) an evaluation of the results of the relevant pre-clinical testing/assessment carried out to justify the use of the investigational device in human subjects, and

b) an evaluation of clinical data that are relevant to the proposed clinical investigation
Include the rationale or “problem statement” i.e. the research question (the hypothesis to be tested).

The current available treatment(s) and their limitations, and why you think the Device might be an improvement on those treatments (e.g. toxicity, cost): 

Justification should be provided to support that the Device could achieve clinical improvement over current practice (and indicate its relevance to healthcare practice).  

This justification is particularly important if the trial proposes to use the Device:

a. in children or in adults unable to consent for themselves for longer duration

b. in a participant population that might handle it differently (e.g. hepatic or renally impaired participants, children, elderly, immunocompromised) 

c. it is being used in combination with another device or medicinal product 

d. the indication/ medical condition compromises the participant’s tolerance

Add rationale for:

trial population, implantable device selected, doses administered via device selected and the treatment schedule 

the type of design selected

If applicable Include detail for:

· level of masking to be used – double-blind, single-blind or justification for open label design

· how blinding of investigator team and participant will be implemented (e.g. through use of active and matching placebo treatment)

· combination of IMP and medical device (if applicable) to aid understanding of the effect of each individually and in combination. 

· the need for, the duration and nature of follow-up and objectives based on appropriate risk assessment including:

· the nature of the IMP

· current knowledge regarding the IMP

· the follow-up should be considered from the following aspects

· follow up for the protection of the participant i.e. clinical follow up;

· follow up for the purpose of collection of specific data (which might not involve all participants) i.e. safety follow up and efficacy follow up
A.5 Risks and benefits of the Investigational device and clinical Investigation
a) Anticipated clinical benefits
b) Anticipated adverse device effects associated with device
c) Residual risks associated with study procedures (provide details in table 1 below)
d) Risks associated with participation in the clinical investigation (provide details in table 2 below)
e) Possible interactions with concomitant medical treatments
f) Steps that will be taken to control or mitigate the risks. (add information in respective table below)
g) Risk-to-benefit rationale.

The table below summaries the risks and mitigations of the investigational procedures that are being performed:

Table 1 
	Name of IMD 


	Potential risk

Describe the risks of the intervention as per the IB/technical File
	Risk Frequency


	Risk Management

(Describe how you will minimise or manage this risk.  Consider if management requires any precautions or advice to be given to patients, or exclusions in the eligibility criteria). 

	
	
	
	

	
	
	
	


The table below summaries the risks and mitigations of all test above standard care that are being performed:

Table 2 

	Intervention 

(add test above standard care that are being performed (e.g 1 extra implant.)
	Potential risk

Describe the risks of the intervention
	Risk Management

Describe how you will minimise the risk. Consider if management requires any precautions or advice needs to be given to patients, or exclusions in the eligibility criteria).

	
	
	

	
	
	


The classification of medical devices in the European Union is outlined in Annex IX of the Council Directive 93/42/EEC (as amended). There are four classes, ranging from low risk to high risk.

    Class I 
    Class IIa

    Class IIb

    Class III

The Medical Device used in this investigation is classified as Class xxxx 

NOTE: The risk management process, which includes risk analysis, risk-to-benefit assessment and risk control is described in ISO 14971. 
A.6 Objectives and hypotheses of the clinical investigation

A6.1 Hypotheses 

Primary and secondary, to be accepted or rejected by statistical data from the clinical investigation.

A6.2 Primary Objective

A6.3 Secondary Objective(s)

Include:  
Claims and intended performance of the investigational device that are to be verified

Risks and anticipated adverse device effects that are to be assessed.
A.7 Design of the clinical investigation 
A.7.1 General
Description of the type of clinical investigation to be performed (e.g. comparative double-masked, parallel design, with or without a comparator group) with rationale for the choice.

Description of the measures to be taken to minimise or avoid bias, including randomisation and blinding.

a)
Primary and secondary endpoints, with rationale for their selection and measurement.
b) 
Methods and timing for assessing, recording, and analysing variables.
c) 
Equipment to be used for assessing the clinical investigation variables and arrangements for monitoring maintenance and calibration.
d) 
Any procedures for the replacement of subjects.
A.7.2 Investigational device and comparators
a)
Description of the exposure to the investigational device(s) or comparator(s), if used.

b) 
Justification of the choice of comparator(s).

c)
List of any other medical device or medication to be used during the clinical investigation.

d) 
Number of investigational devices to be used, together with a justification
e)        Storage of the investigational device

A.7.3 Subjects

a) Inclusion criteria
b) Exclusion criteria 
c) Criteria and procedures for subject withdrawal or discontinuation.
d) Point of enrolment. 
e) Total expected duration of the clinical investigation. 
f) Expected duration of each subject's participation. 
g) Number of subjects included in the clinical investigation. 
h) Estimated time needed to select this number (i.e. enrolment period).
Subject Eligibility 

Once written informed consent has been obtained, the Case Report Form will be completed to document adherence to the inclusion and exclusion criteria. 

Where a subject fails to fulfil any element of the inclusion and exclusion criteria, this will be documented and the signed consent form and completed inclusion/exclusion criteria retained by the Principal Investigator. The subject will not be advanced any further into this clinical investigation.

Subject Identification
When a subject is identified and considered eligible for entry into this clinical investigation, the subject will be allocated the next available investigation number (subject ID number).

For subjects enrolled, this number will consist of 01 for the first subject, 02 for the second subject and so on.  This number will be the unique identifier of the subject and written on each page of the paper/electronic Case Report Form booklet and all other documentation relating to that subject.

Each subject that is enrolled into the study will have their study participation recorded and details of the device recorded in their hospital notes, a copy of their signed consent form and  patient information sheet should also be placed on his/her hospitals notes to identify the subject as participating in a Clinical Investigation. 

A7.4 Recruitment 

Describe recruitment methods such as the use of adverts, websites, PICs (Participant Identification Centres) and the involvement of different sites. How will the participants be first approached? Are you considering posting participant information sheets, or calling potential participants? Details of any proposed recruitment methods should be detailed. 

Please include the following statement:

Participant recruitment at a site will only commence when the trial has 

1. Been initiated by the Sponsor (or it’s delegated representative), and issued with the ‘Open to Recruitment’ letter.
A7.5 Registration / Randomisation Procedures (delete as appropriate)

Participant [specify registration or randomisation] will be undertaken centrally by the coordinating trial team/ remotely at sites using [insert name of system].

Following participant consent, and confirmation of eligibility the registration/randomisation procedure described below will be carried out. 

Coordinated registration and allocation of participant trial numbers will be required to enrol participants. You should describe the process, contacts and information required for registration of participants on the trial. 

If participants will be randomised within the trial consider the following: Include information regarding how randomisation will be implemented (include who will be doing it, where and how including the procedure to be used out of hours if applicable).  Specify who will hold the randomisation list. 

Describe how participants will be assigned to treatment groups e.g. through consecutive allocation of subject numbers, and the use of a Trial Subject Enrolment Log. 

You should ensure you have a clear process on randomisation taking into consideration interaction between single site and/or multisite trials.

Describe the approach to be used to conceal allocation (e.g. sealed envelopes, telephone central allocation office, web-based system). 

We strongly advise that for double blind trials, you enlist the service of a CTU or a specialist company (e.g. www.sealedenvelope.co.uk) to do randomisation. You should cost for this in your grant application.

Participants are considered to be enrolled into the trial following: consent, pre-treatment assessments, confirmation of eligibility, completion of the registration/randomisation process, allocation of the participant trial number and treatment by the central coordinating team/remote system.

A.7.6 Procedures
The following examinations and investigations (if not already performed as part of routine standard of care) shall be performed for determining eligibility for enrolment into this Investigation: 
a) 
Description of all the clinical-investigation-related procedures that subjects undergo during the clinical investigation.

b) 
Description of those activities performed by sponsor representatives (excluding monitoring).

c) 
Any known or foreseeable factors that may compromise the outcome of the clinical investigation or the interpretation of results.

EXAMPLE Factors include subject baseline characteristics, concomitant medication, the use of other medical devices and subject-related factors such as age, gender or lifestyle. The methods for addressing these factors in the clinical investigation, for example by subject selection, clinical investigation design (such as stratified randomisation) or by statistical analysis shall be described.

The follow-up period during the clinical investigation shall permit the demonstration of performance over a period of time sufficient to represent a realistic test of the performance of the investigational device and allow any risks associated with adverse device effects over that period to be identified and assessed.

The CIP shall specifically address what medical care, if any, will be provided for the subjects after the clinical investigation has been completed.
A.8 Informed Consent Process

Specify who will take informed consent, how and when it will be taken.  Informed consent must be obtained before any Investigation-related procedures are completed.

Please include if applicable:

It is the responsibility of the Investigator, or a person delegated by the Investigator to obtain written informed consent from each subject prior to participation in the Investigation, following adequate explanation of the aims, methods, anticipated benefits and potential hazards of the study. 

The person taking consent must be GCP trained, suitably qualified and experienced, and have been delegated this duty by the CI/PI on the delegation log. 

“Adequate time” must be given for consideration by the patient before taking part. The PI must record when the patient information sheet (PIS) has been given to the patient. [If the amount of time between the PIS being given and the date of consent are less than 24 hours, the PI needs to explain the rationale for this]. It must be recorded in the medical notes when the participant information sheet (PIS) has been given to the participant.

The Investigator or designee will explain the patients are under no obligation to enter the Investigation and that they can withdraw at any time during the Investigation, without having to give a reason.

No clinical Investigation procedures will be conducted prior to taking consent from the participant. Consent will not denote enrolment into Investigation. A copy of the signed Informed Consent Document will be given to the participant.  The original signed form will be retained at the study site and a copy placed in the medical notes.

If new safety information results in significant changes in the risk/benefit assessment, the consent form will be reviewed and updated if necessary and subjects will be re-consented as appropriate

If the Investigation is in children or adults unable to consent for themselves please include appropriate procedure. Refer to HRA website.
A.9 Schedule of assessments and interventions by visit 
         (see also Appendix A)

1. Visit 1 (Screening visit) 
2.  Visit 2 (Baseline assessments)
3. Visit 3 
4. Visit 4  
5. Add in all relevant visits and procedures performed at those visits

A9.1 Laboratory Assessments and Procedures

Local laboratories (delete if not applicable)
Detail any laboratory measurements required, detailing any handling, storage and packaging instructions and/or refer to lab manual where required. Include details of the Lab conducting analysis.

Specify the parameters that are to be measured for efficacy/safety. If there are trial specific acceptable ranges for any of these parameters, please specify and the action to be taken if the result is outside the specified range (e.g. report as clinically significant, is it an abnormal lab value which requires expedited reporting?). 

The following tests will be carried out at Local Laboratories: 

Example Table (please add, amend or delete as required):

	Laboratory test
	Parameters

	BLOOD

	Haematology


	leukocytes, erythrocytes, hemoglobin, hematocrit, mean corpuscular volume (MCV), mean corpuscular hemoglobin (MCH), platelets, neutrophils, eosinophils, basophils, lymphocytes, monocytes; 



	Serum chemistry


	glutamate pyruvate transaminase (GPT / ALAT), glutamic-oxaloacetic transaminase (GOT / ASAT), gamma-glutamyl transferase (gamma-GT), alkaline phosphatase,  total bilirubin, creatinine, chloride, potassium, sodium, total protein, albumin



	Screening test

	Hepatitis-B-virus surface antigen (HBsAg), anti-hepatitis C virus (anti-HCV) antibodies, immunodeficiency virus 1 an 2 (anti-HIV1/2) antibodies, Treponema pallidum haemagglutination (TPHA) test


	URINE

	Urinalysis (dip stick)
	pH-value, urobilinogen, erythrocytes, total protein, ketone, bilirubin, nitrite, glucose


Central laboratories (delete if not applicable)
Detail any laboratory measurements required, detailing any handling, storage, packaging and shipping instructions and/or refer to lab manual where required. Include details of the Lab conducting analysis.

Laboratory x will be carrying out the following tests:  (delete as appropriate) 

Laboratory y will be carrying out the following tests:  (delete as appropriate) 

Add a reference to a lab manual/ sample management SOP if applicable

A.10 Device accountability

Description of the procedures for the accountability of investigational device. This includes receipt of device through to use with the patient. 

A.11 Monitoring Plan 
General outline of the monitoring plan to be followed, including access to source data and the extent of source data verification planned.

NOTE It is possible to provide a detailed plan for monitoring arrangements separately from the CIP. Please cross refer to any additional documentation covering this aspect.
Case Report Forms (CRFs) will be completed by the investigator and/or his/her delegates within {to add} working days of the study visit. All data from the examinations and investigations listed in section 6.4 will be transferred to media provided by the sponsor and collected at the time of CRF collection. 
The sponsor will perform interim monitoring visits at least every {add} during the study. The first interim monitoring visit shall occur no more than [to add] days following the first patient intervention. The site will allow access to the study patients’ records for [to add%] source verification. The sponsor will schedule interim monitoring visits with advance notice and confirm the scheduling of the visit with the study site. The sponsor representative should meet with the investigator at each monitoring visit. 
The investigator(s)/ institution(s) will permit Investigation-related monitoring, audits, REC review, and regulatory inspection(s), providing direct access to source data/documents. Investigation participants are informed of this during the informed consent discussion.  Participants will consent to provide access to their medical notes.

The sponsor representative shall perform the following activities at each monitoring visit;

· [to add %] source verification

· Essential document review

· Deviation review

· Adverse event review

At the conclusion of the monitoring visit, the sponsor representative shall write a monitoring report detailing the activities performed during the visit with recommendations for action items and study site action. A follow-up letter to the study site detailing these recommendations and actions will be sent to the investigator. 

a) Confidentiality

All data will be handled in accordance with the UK Data Protection Act 1998. The CRFs will not bear the subject’s name or other personal identifiable data. The subject’s initials, date of birth and Investigation identification number, will be used for identification. Subjects will be assigned a Investigation identification number by the study site sequentially starting with {add} upon enrolment into the study. The study site will maintain a master Subject Identification Log. 

b) Record keeping and archiving

Archiving will be authorised by the Sponsor following submission of the end of study report. Chief Investigators are responsible for the secure archiving of essential Investigation documents as per their Trust policy. All essential documents will be archived for at least 5 years after completion of Investigation. Destruction of essential documents will require authorisation from the Sponsor.  

A.12 Statistical Considerations
a)
statistical design, method and analytical procedures,

b) 
sample size,

c) 
the level of significance and the power of the clinical investigation,

d) 
expected drop-out rates,

e) 
pass/fail criteria to be applied to the results of the clinical investigation,

f)
the provision for an interim analysis, where applicable,

g) 
criteria for the termination of the clinical investigation on statistical grounds,
h)
procedures for reporting any deviation(s) from the original statistical plan,

i) 
the specification of subgroups for analysis,

j) 
procedures that take into account all the data,

k)
the treatment of missing, unused or spurious data, including drop-outs and withdrawals,

l)
 the exclusion of particular information from the testing of the hypothesis, if relevant, and

m)
in multicentre clinical investigations, the minimum and maximum number of subjects to be included for each centre

Special reasoning and sample size(s) may apply for the early clinical investigation(s) e.g. feasibility clinical investigations

A.13 Data Management
Data Management procedures will be detailed in trial specific Data Management Standard Operating Procedure.

The handling of all data on the CRFs will be the responsibility of UCL.

It will be the responsibility of the investigator to ensure the accuracy of all data entered in the CRFs. The delegation log will identify all those personnel with responsibilities for data collection and handling, including those who have access to the trial database.

A13.1 Procedures for data review, database cleaning, and issuing and resolving data queries. 

Data entered on the CRFs will be [to add ] % source verified by a sponsor representative trained on the CIP and who has current GCP training. Data Clarification Forms (DCF) will be issued to the Investigator should a discrepancy be found between the source and CRF. The Investigator will be required to verify and correct all errors or provide an explanation for the discrepant data. Sponsor representatives will re-verify the corrected data and mark the clarification as resolved at the next monitoring visit. 

A13.2 Procedures for verification, validation and securing of electronic clinical data systems 


All data from the examinations and investigations listed in Appendix A will be transferred to media provided by the sponsor and collected at the time of CRF collection. 

The [sponsor/CI delete as appropriate] will manage and maintain the study database throughout the Investigation. At the conclusion of the Investigation, the database will then be locked and data transferred for analysis. A final copy of the database will be provided to the study site. Where data is transferred electronically, this will be in accordance with the UK Data Protection Act 1998 as well as Trust Information Governance Policy. There will be a documented record of data transfer and measures in place for the recovery of original information after transfer.

The database maintained by the [sponsor/CI delete as appropriate], shall be validated and secured according to the [sponsor/an other] standard operating procedures. Access to the data shall be limited to sponsor representatives directly involved in the collection, analysis, maintenance or safety monitoring of the data. Any study data released shall be done according to the publication policy and in accordance with the UK Data Protection Act 1998. 

A13.3 Data retention
Archiving will be authorised by the Sponsor following submission of the end of study report. Chief Investigators are responsible for the secure archiving of essential Investigation documents and the Investigation database as per their trust policy. All essential documents will be archived for at least 20 years after completion of Investigation. Destruction of essential documents will require authorisation from the Sponsor.  

A13.4 Clinical quality assurance

The Clinical Investigators will meet [add], to discuss any issues with data quality and any concerns will be discussed with the Sponsor. 

A13.5 Completion of Case Report Forms

The Principal investigator will be responsible for the timing, accuracy and completeness of a CRF for each individual subject.  All entries are to be made in black ink and are to be legible.  All corrections made are to be completed by placing a single line through the incorrect data and the individual making the correction must initial and date the correction. Typing correction fluid must not be used. The personal data recorded on all documents will be regarded as confidential.  

The Principal investigator must record the subject’s participation in this clinical investigation in the subject’s hospital notes.  In addition, the Principal investigator must keep a separate list of all subjects entered into the clinical investigation showing each subject’s name, date of birth and assigned subject number (for identification purposes). A Subject Identification Log will also be provided in the Investigation Site File to record the subject’s initials and assigned subject number.

All data will be handled in accordance with the UK Data Protection Act 1998.

The CRFs will not bear the subject’s name or other personal identifiable data.  The subject’s initials, date of birth and trial identification number, will be used for identification.

A13.6 Review and Return of Completed Documentation

The Principal investigator will make the original Case Report Forms available to the Sponsor’s designated monitor at each visit.  At the conclusion of the clinical investigation, completed Case Report Forms will be signed by the Principal investigator, collected (the original left with the Principal investigator) and a copy returned to the Sponsor.
A13.7 Retention of Documentation

The Principal investigator will retain all copies of the records for a period of 20 years from the discontinuation of the clinical investigation.  In all cases, the Principal investigator must contact the Sponsor prior to disposing of any records related to the clinical investigation.  Included in records to be maintained are signed Clinical Investigation Plan, copies of the CRFs, signed consent forms, ethics committee approval letters, product accountability records, correspondence concerning the clinical and any other documents to identify the subjects. 

In addition, if the Principal investigator moves/retires, etc., he should provide University College London with the name and address of the person who will look after and be responsible for the clinical investigation related records.

A13.8 
Training

During the initiation of the investigation site, the sponsor will ensure the investigators and the site study staff are trained on the device. The investigator is then responsible for ensuring that the investigation staff uses the device in the same way. All training will be documented in a Site Training Log. 

The monitor will also ensure that the investigator and investigation site team have received and understood the requirements and content of: 

* CIP (Clinical Investigation Plan) 

* IB (Investigators Brochure) 

* The informed consent forms 
* CRFs (Case Report Forms) 

* IFUs (Instructions For Use) 

* All written clinical investigation agreements as appropriate 
A.14 Amendments to the CIP

Amendments to this CIP may be necessary to protect the safety of the patients and integrity of the data. In collaboration with the Investigator(s), the CIP amendments will be documented and submitted for ethical and regulatory approval (as required) prior to implementation. All changes will be evaluated for impact per sponsor SOPs. Amendments will be considered implemented after all ethical and regulatory approvals (as required) are received and all key sponsor and site staff has been trained. This process does not affect the individual clinician’s responsibility to take immediate action if thought necessary to protect the health and interest of individual patients.

A.15 Deviations from clinical investigation plan
A deviation is considered a departure from the conditions and principles of GCP in connection with that Investigation; or the CIP relating to that Investigation, as amended from time to time. 

The Investigator shall not deviate from this CIP except in situations that affect the subject’s rights, safety and well-being, or the scientific integrity of the clinical investigation. 
A.15.1 Procedures for recording, reporting and analysing CIP deviations
If possible, prior approval from the sponsor and REC, if appropriate, shall be obtained by the investigator. All spontaneous CIP deviations shall be recorded and reported to the sponsor as agreed. A deviation log shall be maintained by the study site. Deviations shall be reported to the REC and the regulatory authorities if required by national regulations. All deviations will be included, as required in the final study report. 
Notification requirements and time frames. 
Requests for deviations by the investigator will be responded to within [add] hours of receipt. 
Corrective and preventive actions and principal investigator disqualification criteria.
Refer to the Monitoring Plan (as applicable) for corrective and preventative actions and principal investigator disqualification criteria. 
A.15.2 Procedure for reporting any protocol deviations

Any deviation from the protocol that has not been previously approved by the sponsor (JRO at University College London), must be reported to the sponsor within 2 working days of the deviation occurrence.  Any deviations from the clinical investigation plan that are identified during routine monitoring visits will be reported to the sponsor (JRO, University College London) within 24 hours of being identified.A.16 Statements of compliance
The clinical investigation shall be conducted in accordance with the ethical principles of the Declaration of Helsinki, ISO standard 14155 and all other applicable device and UK regulations. 
The clinical investigation shall not commence recruitment until all REC, regulatory (if applicable) and local (NHS permission) is received. All additional requirements imposed by the REC or regulatory authority will be followed. 
A.16 Insurance 

University College London holds insurance against claims from participants for injury caused by their participation in the clinical trial. Participants may be able to claim compensation if they can prove that UCL has been negligent. However, as this clinical trial is being carried out in a hospital, the hospital continues to have a duty of care to the participant of the clinical trial.  University College London does not accept liability for any breach in the hospital’s duty of care, or any negligence on the part of hospital employees. This applies whether the hospital is an NHS Trust or otherwise.  

Participants may also be able to claim compensation for injury caused by participation in this clinical trial without the need to prove negligence on the part of University College London or another party.  Participants who sustain injury and wish to make a claim for compensation should do so in writing in the first instance to the Chief Investigator, who will pass the claim to the Sponsor’s Insurers, via the Sponsor’s office.

Hospitals selected to participate in this clinical trial shall provide clinical negligence insurance cover for harm caused by their employees and a copy of the relevant insurance policy or summary shall be provided to University College London, upon request.
There must also be indemnity arrangements in place, with the manufacturer, to cover the malfunction and breakdown of the device.
A.17 Adverse events, adverse device effects and device deficiencies
a-c) Definitions
	Term
	Definition

	Adverse Event (AE)
	Any untoward medical occurrence, unintended disease or injury, or untoward clinical signs (including abnormal laboratory findings) in subjects, users or other persons, whether or not related to the investigational medical device.

Note 1: This definition includes events related to the investigational medical device or the comparator

Note 2: This definition includes events related to the procedures involved

Note 3: For users or other persons, this definition is restricted to events related to investigational medical devices

	Adverse Device Effect (ADE)
	Adverse Event related to the use of an investigational device. 

Note 1: This definition includes AEs resulting from insufficient or inadequate instructions for use, deployment, implantation, installation, or operation, or any malfunction of the investigational device

Note 2: This definition includes any event resulting from use error or from intentional misuse of the investigational medical device

	Serious Adverse Event (SAE)
	Any adverse event that:

· Led to death,

· Led to serious deterioration in the health of the subject, that either resulted in 

· a life-threatening illness or injury, or

· a permanent impairment of a body structure or a body function, or

· in-patient or prolonged hospitialisation, or

· medical or surgical intervention to prevent life-threatening illness or injury or permanent impairment to a body structure or a body function,

· Led to foetal distress, foetal death or a congenital anomaly or birth defect


	Serious Adverse Device Effect (SADE)
	An ADE that has resulted in any of the consequences characteristic of an SAE

	Unanticipated Serious Adverse Device Effect (USADE)
	An SADE, which by its nature, incidence, severity or outcome, has not been identified in the current version of the risk analysis report. 

	Device Deficiency (DD)
	Inadequately of a medical device with respect to its identity, quality, durability, reliability, safety or performance.

Note 1: this includes malfunctions, use errors, and inadequate labeling


· An adverse event does not include:

· Medical or surgical procedures; the condition that leads to the procedure is an adverse event.

· Pre-existing disease, conditions, or laboratory abnormalities present at the start of the study that do not worsen in frequency or intensity.

· Situations where an untoward medical occurrence has not occurred (e.g., hospitalizations for cosmetic or elective surgery or social/convenience admissions);

· The disease being studied or signs/symptoms associated with the disease unless more severe than expected for the subject’s condition.

· Expected post-operative course (see section x)
d) Reporting requirements and timelines

AEs and ADEs are not considered reportable. 
	Term
	Reporter
	Reported to
	Reporting Timeline from awareness of the event

	Adverse Event (AE)
	Investigator
	Sponsor
	As agreed with sponsor. CI to record fully all AEs.

	Adverse Device Effect (ADE)
	Investigator
	Sponsor/Manufacturer
	As agreed with sponsor. CI to record fully all ADEs.


The following events are considered reportable events in accordance with Annex 7, section 2.3.5 and Annex X, section 2.3.5 of DIRECTIVES 90/385/EEC AND 93/42/EEC respectively.
	Term
	Reporter
	Reported to
	Reporting Timeline from awareness of the event

	Serious Adverse Event (SAE)**/ Serious Adverse Device Effect (SADE)
	Investigator
	Sponsor
	Immediately, but no more than 3 calendar days after becoming aware of the event 

	
	CI
	MHRA aic@mhra.gsi.gov.uk

	Immediately, but not later than 2* calendar days after awareness 
*For SAEs which indicate an imminent risk of death, serious injury, or serious illness and

that require prompt remedial action for other patients/subjects, users or other persons

All other events immediately but not later than 7 calendar days following date of awareness.  

	
	CI
	REC
	N/A

	Unanticipated Serious Adverse Device Effect (USADE)
	Investigator


	Sponsor


	Immediately, but no more than 3 calendar days after becoming aware of the event

	
	CI
	MHRA


	Immediately, but not later than 2* calendar days after awareness 

*For SAEs which indicate an imminent risk of death, serious injury, or serious illness and

that require prompt remedial action for other patients/subjects, users or other persons.
All other events immediately but not later than 7 calendar days following date of awareness.  

	
	CI
	REC
	Within 15 days of the chief investigator becoming aware of the event. 

Only reports of related and unexpected Serious Adverse Events (SAEs) should be submitted to the REC. 


	Term
	Reporter
	Reported to
	Reporting Timeline from awareness of the event

	Device Deficiency (DD)
	Investigator
	Sponsor


	Immediately, no more than 24 hours of becoming aware of the event

	
	CI

	MHRA
	7 calendar days
Only reportable if the event may have led to an SAE if;

· suitable action had not taken
· intervention had not been made
· if circumstances had been less fortunate 

	Urgent Safety Measures
	CI
	REC
	(i) Immediately-By telephone

(ii) Within 3 days-Notice in writing setting out reasons for the USM and plan for further action


** Note Planned hospitalisation for a pre-existing condition, or a procedure required by the CIP, without serious deterioration in health, is not considered a serious adverse event.

e) Assessments of adverse events
Each adverse event will be assessed for the following criteria:
Severity 
	Category
	Definition

	Mild
	The adverse event does not interfere with the subjects daily routine, and does not require intervention; it causes slight discomfort

	Moderate
	The adverse event interferes with some aspects of the subjects routine, or requires intervention, but is not damaging to health; it causes moderate discomfort

	Severe
	The adverse event results in alteration, discomfort or disability which is clearly damaging to health

Note: A severity rating of severe does not necessarily categorise the event as an SAE.


Seriousness

Seriousness as defined for an SAE in section a) above. 

 Causality

The assessment of relationship of adverse events to the study procedure and the investigational device will be a clinical decision based on all available information at the time of the completion of the case report form. The following categories will be used to define the causality of the adverse event:

	Category
	Definition

	Yes
	There is evidence to suggest a causal relationship, and the influence of other factors is unlikely

	Possibly
	There is some evidence to suggest a causal relationship (e.g. the event occurred within a reasonable time after procedure). However, the influence of other factors may have contributed to the event (e.g. the patient’s clinical condition, other concomitant events).

	No
	There is no evidence of any causal relationship.


Expectedness

	Category
	Definition

	Expected
	An adverse event that is consistent with the information about the device listed in the Investigator Brochure or clearly defined in this CIP.

	Unexpected
	An adverse event that is not consistent with the information about the device listed in the Investigator Brochure 


The reference document to be used to assess expectedness against the intervention is the IB. The CIP will be used as the reference document to assess disease related and/or procedural expected events. 

f) Procedures for recording and reporting Adverse Events and Device Deficiencies
Investigator responsibilities: 

All adverse events and SAEs will be recorded in the medical records and CRF following consent.

All serious adverse events will need to be reported to the sponsor on a SAE form (using MEDDEV form 2.7/3) unless stated in the CIP that some expected SAEs will not be reported to the sponsor, with a justification as to why they will not be reported.  

For patients on the control arm of an Investigation, SAEs may not have to be reported to the sponsor but will be recorded in the CRF and medical records.

The Chief or Principal Investigator will complete the serious adverse event form and the form will be faxed/ emailed to the sponsor to add, within 3 working day of his/her becoming aware of the event. The Chief or Principal Investigator will respond to any SAE queries raised by the sponsor as soon as possible.
The Investigator will report to the MHRA and REC (as applicable) all reportable events within the specified timeframes as per section d above. 

You may choose not to report EXPECTED SAEs to the sponsor for example if they are expected to occur on a regular basis and offer no further new information to your safety profile. These events must continue to be recorded in the source data and CRF, however you may state that you will not complete an SAE form and forward it to the sponsor. Please provide the rationale for doing so.   

The CIP needs to be explicit as to whether, how and when the chief investigator will notify deaths (expected or unexpected) to the sponsor.  The following statements are examples of what needs to be stated in the protocol:

“All deaths will be reported to the sponsor irrespective of whether the death is related to disease progression, the device, or an unrelated event”. 

“Only deaths that are assessed to be caused by the device will be reported to the sponsor.  This report will be immediate”.

“All deaths, including deaths deemed unrelated to the device, if they occur earlier than expected will be reported to the sponsor”.

The protocol needs to specify the timelines of such reports.

All SAEs and UADEs should be reported to the following;

Phone: 

Fax:

e-mail: 

Reporting of all Adverse Events and Device Deficiencies: Investigator and Sponsor responsibilities
Investigator responsibilities shall be as per section d).  The sponsor shall keep detailed records of all adverse events and device deficiencies relating to the clinical Investigation, which are reported to them by the Investigation investigators. The sponsor shall ensure that all relevant information about a reportable event, which occurs during the course of this clinical Investigation in the United Kingdom, is reported as soon as possible to the MHRA, and the relevant ethics committees per their reporting requirements and according to the timelines in section d.  Any additional relevant information should be sent within the same time frame as the initial report. The CI is responsible for informing the appropriate regulatory authorities, ethics committees and other investigators of any reportable events that have occurred with the study device in any clinical investigation according to the guidelines set forth by either the REC of record or regulatory authority in the country where the clinical investigation is taking place. 
Progress reports

Progress reports will be submitted to the REC as per the REC requirements. The chief investigator will prepare the annual progress reports.

Foreseeable adverse events and anticipated adverse device effects

a) List of foreseeable adverse events and anticipated adverse device effects, together with their likely incidence, mitigation or treatment.
b) Outline Information regarding an IDMC, if established.
A.18 Oversight Committees 
Trial Management Group (TMG)

The TMG will include the Chief  and Principal Investigators,  and experts from relevant specialties.  The TMG will be responsible for overseeing the trial.  The group will meet at least twice per year and all members will sign a TMG charter.  The TMG will review substantial amendments to the protocol prior to submission to the REC and MHRA. 

Trial Steering Committee (TSC )

The role of the TSC is to provide overall supervision of the trial.  The TSC will review the recommendations of the Independent Data Monitoring Committee and, on consideration of this information, recommend any appropriate amendments/actions for the trial as necessary.  The TSC acts on behalf of the funder(s) and the Sponsor. All Trial Steering Committee Members will sign a TSC charter.

Independent Data Monitoring Committee (IDMC)

The role of the IDMC is to provide independent advice on data and safety aspects of the trial.  Meetings of the Committee will be held annually to review the safety data generated by the study or as necessary to address any issues.  The IDMC is advisory to the TSC and can recommend premature closure of the trial to the TSC. All IDMC members will sign an IDMC charter.
A.19 Vulnerable population
If applicable include:

a) Description of the vulnerable population.

b) Description of the specific informed consent process.

c) Description of the EC's specific responsibility.

d) Description of what medical care, if any, will be provided for subjects after the clinical investigation has been completed.
If not applicable please state so
A.20 Suspension or premature termination of the clinical investigation
a) 
Criteria and arrangements for suspension or premature termination of the whole clinical investigation or of the clinical investigation in one or more investigation sites.

b) 
Criteria for access to and breaking the masking code in the case of suspension or premature termination of the clinical investigation, if the clinical investigation involves a masking technique.

c) 
Requirements for subject follow-up.

d)
Reporting of early termination to the relevant authorities

Both the Sponsor and the Principal investigator reserve the right to terminate the clinical investigation at any time. Should this be necessary, the procedures will be arranged on an individual basis after review and consultation by both parties. In terminating the clinical investigation, the JRO at University College London and the Principal investigator will assure that adequate consideration is given to the protection of the subject’s interests.
A20.1 Subject Withdrawals and Discontinuation

During the course of this clinical investigation, subjects may elect to withdraw from further treatment through any of the following reasons:

· Subject’s rescission of consent.  

· Any unexpected adverse device effect which is, in the opinion of the Principal investigator, related to the device and will endanger the wellbeing of the subject if the treatment is continued.

· The development of any undercurrent illness(es), infection or condition(s) that might interfere with the Clinical Investigation Plan.

· Any problem deemed by the Principal investigator and/or the JRO at University College London to be sufficient to cause discontinuation.  

All subjects discontinued from the clinical investigation due to an unexpected adverse device effect, directly related to the clinical investigation, will be treated until the effect resolves. The Principal investigator will clearly document the date and reason(s) for subject withdrawal in his/her CRF and the monitor must be notified. 

Subjects who are withdrawn will/will not be replaced if they have received the investigational device. If possible, any procedures or assessments planned for the subject on withdrawal from the clinical investigation should be performed when intention to withdraw the subject is announced.

Subjects who are withdrawn prior to receiving investigational device will be replaced.

A.21 Definition of End of Trial

The Investigation Plan should define the end of the trial and state the expected trial duration. The safety and efficacy follow up involving active data collection (trial visits etc.) should form part of the clinical trial whereas clinical follow up and passive data collection may take place after the end of the trial.

Example wording:

The expected duration of the trial is [x years] from recruitment of the first participant.

The end of trial is the date of the last visit/ telephone follow up/ home visit of the last participant (delete as appropriate). 

A.22 Publication policy

a)
Statement indicating whether the results of the clinical investigation will be submitted for publication.

b) 
Statement indicating the conditions under which the results of the clinical investigation will be offered for

Please include details as required of: Authorship guidelines, any details of publication restrictions and a process and timeframe for approving and submitting reports for dissemination. If contractual obligations regarding publication and/or review of publication are in place these could be detailed here. 

All proposed publications will be discussed with and reviewed by the Sponsor prior to publishing other than those presented at scientific forums/meetings. Please refer to UCL publication policy.

A.23 Bibliography
List of bibliographic references pertaining to the clinical investigation.

List of the literature and data that are relevant to the trial, and that provide background for the trial. Please ensure the text contains appropriate cross references to this list
Need to list all the planned baseline assessments that will be performed once the patient has been entered into the Investigation and before their first exposure to the device

	
	Screening 
	Baseline a
	Treatment Phase b

	Follow Up c

	Visit #
	1
	2
	3
	4
	5
	6
	7
	8

	
	Day – X


	Day-1


	Day 0
	Week 4
	Week 6
	Week 8
	Week 10 / Early Discontinuation visit
	F-UP

	Informed Consent
	X
	
	
	
	
	
	
	

	Medical History/Physical exam
	X
	X
	
	
	
	
	
	

	Vital Signs
	X
	X
	
	X
	
	X
	
	

	Eligibility determination
	
	X
	
	
	
	
	
	

	Add ALL CIP Assessments including bloods/urine etc as applicable both Investigation specific and routinee 
	
	
	
	
	
	
	
	

	Randomisation d
	
	X
	
	
	
	
	
	

	Device/Treatment
	
	
	X
	
	
	
	
	

	Adverse Events review
	
	X
	
	X
	X
	X
	X
	X

	Concomitant Medication review
	
	X
	
	X
	X
	X
	X
	X

	Physician’s Withdrawal Checklist
	
	
	
	
	
	
	X
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