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	Abbreviation or special term
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1 introduction

1.1 Background – Disease 

Write below chapters in normal style...
This should comprise a description of the disease from the proposed study population and their expected prognosis.
1.2 Background - Therapeutic Information

Write below chapters in normal style...
This should comprise a description of the standard therapeutic treatment,  information on the new investigational product(s) and comparator (if used in the study). 

1.3 Pre-Clinical & Clinical Experience with Investigational Medicinal Product (IMP) 

Summary of the pre-clinical studies that potentially have clinical significance, and from previous clinical studies that are relevant to this study.
1.4 Rationale for the Study and Purpose

A description of the population to be studied and a summary of the known and potential risks and benefits to human subjects. Explanation for choice of comparator (if used). Rationale for the study design as well as rationale for dose and regimen selection (both for IMP and comparator) should be provided.

For IMPs without a marketing authorization (MA) and for IMPs with a marketing authorization used outside the dosage terms of the MA, it is recommended to provide a rationale for the dose chosen.
2 STUDY OBJECTIVES and related endpoints

The study objectives reflect the scientific question to be answered by the study, and define its pupose and scope. This section should comprise specific statements of the purpose (i.e. aims and objective) of the study, together with a definition of the primary and secondary endpoints of the study. In this protocol template the details regarding the variable used for primary and secondary outcomes are provided under section 10.5. Details regarding those variables can also be inserted here if judged more adequate. 
2.1 Primary Endpoint 

2.2 Secondary Endpoints

· xx

· xx

Alternative option is to present study objectives and related endpoints in a table format.
	
	Objectives
	Endpoints
	Assessments

	Primary
	xxx 
	· Xx

· xx


	Section xx (possible to create a hyperlink to the section referred to by clicking on “insert” or “sett inn” )

	Secondary
	xxx 
	· Xx

· xx


	Section xx (possible to create a hyperlink to the section referred to by clicking on “insert” or “sett inn” )

	
	xxx 
	· Xx

· xx

· 
	Section xx (possible to create a hyperlink to the section referred to by clicking on “insert” or “sett inn” )

	Exploratory
	xxx 
	· Xx

· xx

· 
	Section xx (possible to create a hyperlink to the section referred to by clicking on “insert” or “sett inn” )

	
	xxx 
	· Xx

· xx

· 
	Section xx (possible to create a hyperlink to the section referred to by clicking on “insert” or “sett inn” )


3 Overall STUDY Design

The study is a phase xx…  

This section should provide a description of the study design including type of study (Eg. single arm, multiple arm, double-blind, single-blind, open label, placebo-controlled, parallel-group, double-dummy, two stage, cross-over, multicenter , single center etc.,….), allocation ratio and framework (eg, superiority, equivalence, non-inferiority, exploratory). In complex studies with multiple arms or several stage studies, a schematic diagram can be useful).
	Study Period


	Estimated date of first patient enrolled: xx
Anticipated recruitment period: xx
Estimated date of last patient completed: xx

	Treatment Duration:
	xx

	Follow-up:
	xx


4 STUDY POPULATION

4.1 Selection of Study Population

Description of the study settings (eg. community clinic, academic hospital) and list of countries where data will be collected. 

4.2 Number of Patients

Xx patients will be included in this trial.

4.3 Inclusion Criteria

This section should contain details of age, sex, disease, prior treatment constraints etc., under which a subject is deemed to be suitable (eligible) to participate in the trial. This also includes healthy volunteers and any “control” groups etc. Each such “group” should be defined separately. A simple list format is the preferred style. State where the patients/subjects will be recruited from (clinic etc).

All of the following conditions must apply to the prospective patient at screening prior to receiving study agent (e.g.):

· Histologically verified xx

· Must be ambulatory with a performance status xx (specify type of scale/score used: ECOG, Karnofsky, Lansky…).

· Must be at least xx years of age.

· xx 

· xx

· Must have lab values as the following: 

· xx 

· xx

· Signed informed consent and expected cooperation of the patients for the treatment and follow up must be obtained and documented according to ICH GCP, and national/local regulations.

4.4 Exclusion Criteria

This section should contain details of age, sex, disease, prior treatment constraints etc., under which a subject is considered to be unsuitable for inclusion into the study population. When a drug with a marketing authorization is used, the exclusion criteria should include any contraindication listed on the Summary of Product Characteristics (SmPC). If not, this should be justified. (Examples frequently include exposure to prior radiotherapy in cancer trials, and participation in a trial with an investigational product within the previous three months in pharmacokinetics trials). A simple list format is the preferred style.

Patients will be excluded from the study if they meet any of the following criteria:

· Previous treatment with xx (if applicable).

· History of prior xx (if applicable).
· Adverse reactions to xx (if applicable).
· History of xx (if applicable).
· Need to use medications contraindicated according to SmPC of the IMP(s).

· Any other contraindication listed on the SmPC of the IMP(s).

· xx

· Any reason why, in the opinion of the investigator, the patient should not participate.

5 TREATMENT

For this study XXX is/are defined as Investigational Medicinal Product(s) (IMP). IMP includes also active comparator and placebo.
5.1 Drug Identity, Supply and Storage

For each drug indicate drug identity (incl. placebo), presentation and storage condition. If the drug needs to be prepared (powder to be dissolved or solution to be diluted…) specify the form and storage conditions of both forms as well as preparation instructions. Specify the brand or manufacturer of the drug & supplier. If any of the drugs used have a marketing authorization in all participating countries, you can refer to the storage and preparation instructions on the package leaflet.    

5.2  Dosage and Drug Administration 

Indicate Agent(s) dose (incl. placebo), route of administration, schedule, timing of administration and cycle length. 

If dose is calculated based on body weight or body surface, it might be applicable to specify if any minimum or maximum dose should be used in case of very high or very low body weight or body surface area. 

5.3 Duration of Therapy

Indicate expected therapy duration. This section should clearly define the "end of protocol therapy".
Example: 
Six cycles will be given unless disease progression (see definition Section xx) or unacceptable toxicity are encountered.
Or

Treatment cycles will be repeated until progression (see definition Section xx) unless unacceptable toxicity is encountered.

PatientSubjects may also discontinue protocol therapy in the following instances:
Intercurrent illness which would in the judgment of the investigator effect patient safety, the ability to deliver treatment or the primary study endpoints

Request by patient 
5.4 Premedication and Monitoring (if applicable)

Indicate if any monitoring of vital signs during or shortly after treatment is required.
Example:

Blood pressure and heart rate are to be assessed every 30 minutes during the 2-hour infusion cycle 1 and 2. If no changes are seen, then end of infusion assessment only will be required for subsequent cycles.
 Indicate also if any special dietary or “life-style” requirements are needed (low fat diet, fasted, no smoking or no alcohol to be drunk within a specified time prior to etc…).

5.5 Schedule Modifications

Indicate what dose modifications (reduction and/or delay) that are allowed (if applicable).  

5.6 Concomitant Medication

The following medication (if any) is not allowed while the patient is included in the study / in the treatment phase of the study (define as applicable):
If applicable, specify if restriction apply to chronic, prophylactic or single use.
· xx

· xx

If applicable, include reference to any rescue medications that may be prescribed.

All concomitant medication (incl. vitamins, herbal preparation and other “over-the-counter” drugs) used by the patient will be recorded in the patient’s file and CRF. This statement should be adapted if not all concomittant medication are to be recorded in the CRF.
5.7 Subject Compliance

If applicable, specify the procedures for determining compliance with medications (eg. Pill counts, patient’s diary and/or specific blood tests) and, if applicable, define minimum compliance allowed for further continuation in the study.
5.8 Drug Accountability

The responsible site personnel will confirm receipt of study drug and will use the study drug only within the framework of this clinical study and in accordance with this protocol. Receipt, distribution, return, and destruction (if any) of the study drug must be properly documented according to the sponsor’s agreed and specified procedures. 

Specify the process for drug receipt, distribution, return, accountability and destruction (if applicable).
If the product has a marketing authorization, is routinely ordered by the pharmacy and will be dispensed from the pharmacy's own stock; theres is no need to provide instructions regarding receipt at the pharmacy. The rest (distribution, return, accountability, destruction...) still needs to be described.  

5.9 Drug Labeling

The investigational product will have a label permanently affixed to the outside and will be labeled according with ICH GCP and national regulations, stating that the material is for clinical trial / investigational use only and should be kept out of reach of children. 

Labeling of IMP should be done according to Eudralex volume 4, Annex 13 (http://ec.europa.eu/health/files/eudralex/vol-4/2009_06_annex13.pdf). 

For Norway: please refer to chapter 4.4.”Merking av utprøvingspreparatet“ in ”Forskrift om klinisk utprøving av legemidler til mennesker” (http://www.lovdata.no/for/sf/ho/xo-20091030-1321.html) and ”Veiledning til forskrift av 30. oktober 2009 om klinisk utprøving av legemidler til mennesker” (http://www.legemiddelverket.no/Godkjenning_og_regelverk/Klinisk-utproving/Regelverk%20og%20veiledninger/Documents/Veiledning%20-%20revidert%20versjon%202.2%2006.11.2012.pdf).

In this section specify how the IMP will be labeled, including the language used and who will prepare/affix the label(s). A copy of the label(s) should be submitted to the Competent Authorities if the details of the label(s) text are not described in the protocol. Any plan to deviate from any labeling requirements should be stated clearly.
Example: 

Labels will also include blank lines (in Norwegian) for: 

· Patient’s initials

· Patient’s enrolment code

· Protocol code

· Date dispensed

· Name of prescribing doctor

· Name of Principal Investigator
5.10 Subject Numbering

Each subject is identified in the study by a unique subject number that is assigned when subject signs the Informed Consent Form. Once assigned the subject number cannot be reused for any other subject. It is recommended to use the same primary identifier throughout the study. If it is necessary to use another identifier when for example randomizing the subject, it is recommended to describe the steps to follow as well as instructions regarding which identifier should be use at any time
The study treatment will be dispensed/administered (define as applicable) to the subject by authorized site personnel only. 

6 STUDY procedures

6.1 Flow Chart

Please include a time/event flow chart of trial procedures and stages. It can be placed either here or as a appendix. This is desirable as it is particularly useful for determining activities involved during each clinic visit (eg. blood test, ECG or scans, treatment, diary completion, adverse event monitoring, physical examination etc. When applicable, footnotes should be used to provide detailed information.  Please see table 1 below as an example of a flow chart.
Table 1.  Example of Trial flow chart 

	
	Screening Period
	Treatment Period
	End of treatment visit (within xx days after last dose)
	End of study visit
	Withdrawal visit

(if applicable)
	Follow-up Period

	Time
	Within x days of treatment
	Within x days of treatment
	D x
	D x
	D x
	D x
	D x
	Dx
	W x

	Informed consent
	X
	
	
	
	
	
	
	
	

	Inclusion/exclusion

Evaluation
	X
	
	
	
	
	
	
	
	

	Medical History
	X
	
	
	
	
	
	
	
	

	Prior treatment
	X
	
	
	
	
	
	
	
	

	Bone scan/MRI1)
	X
	
	
	
	
	
	
	
	

	Physical Examination2)
	
	
	
	
	
	
	
	
	X

	Vital signs3)
	
	
	X
	X
	X
	X
	X
	
	X

	Questionnaires (QoL, …)
	
	X
	X
	X
	X
	X
	X
	X
	X

	Blood samples4)
	X
	
	X
	X
	X
	X
	X
	
	X

	Treatment administration/dispensation
	
	
	X
	X
	X
	
	
	
	X

	Adverse event
	
	
	X
	X
	X
	X
	X
	
	X

	Record of concomitant medication
	
	X
	X
	X
	X
	X
	X
	
	

	Survival assessment
	
	
	
	
	
	
	
	
	X


1. Bone scans or MRI should be taken at screening if they have not already been performed within last 3 months before inclusion to rule out the presence of bone metastases.  

2. Physical examination every 6 months or more frequently if clinically indicated. 

3. Blood pressure, pulse, temperature, weight and ECOG performance status. 

4. CRP, Hb, HCT, WBC (incl.differential counting), PLT, Na, K, Ca, creatinine, ASAT, ALAT, LD, ALP, γGT, INR, albumin, bilirubin and CD3/CD4/CD8. 

6.2 By Visit

Try to describe the study visits in a way that makes it easy for the study team to organize the subject's visits and performed study assessments.  

Example:

Informed consent

Informed consent must have been given voluntarily by each subject before any study specific procedures are initiated. The following tests will be done at screening:

Clinical status

Medical history (including disease history and corresponding treatment details), physical examination eg. (cor/pulm/abdomen and peripheral lymph node status), vital signs (weight, blood pressure, temperature and pulse) and ECOG performance status.

Concomitant medication

All concomitant medication (incl. vitamins, herbal preparation and other “over-the-counter” drugs) used by the subject within 28 days of treatment start must be recorded in the CRF.

Tumor evaluation (if applicable)
MRI of the brain to exclude brain metastases and CT scan of thorax and abdomen (including adrenal glands) no more than 4 weeks prior to start of treatment.

Laboratory analysis

Blood samples will be taken to determine XXXX. Pregnancy test taken within the last 14 days in fertile women.

All eligibility criteria should be assessed together with relevant baseline parameters prior to study inclusion (inclusion/exclusion criteria). 

6.2.1 Before Treatment Starts 

Describe the sequence of procedures to be performed (by visit) as detailed in the time/event flowchart and needed for

· Evaluating patient eligibility
· Assessing baseline values of parameters used as end-points
6.2.2 During Treatment

Describe the sequence of procedures to be performed (by visit) as detailed in the time/event flowchart and needed for assessing end-points of the study (efficacy, toxicity, protocol compliance), as well as criteria that will be used for therapeutic decisions.
6.2.3 End of Treatment and/or End of Study Visit (as applicable)
Describe the sequence of procedures to be performed (by visit) as detailed in the time/event flowchart when the patient comes to the last treatment visit or last visit in the study if no follow-up visits are included. For some studies, it might be relevant to have an “End of Treatment visit” taking place within a defined timeframe after last dose of study medication. 

6.2.4 Withdrawal Visit

Describe the sequence of procedures to be performed (by visit) as detailed in the time/event flowchart when the patient is withdrawn from the study before completing the study.
6.2.5 After End of Treatment (Follow-up)

Describe all investigations (and the schedule) after protocol treatment is discontinued. In oncology phase I/II studies generally follow-up are limited after progression is documented except for late toxic effects and death. If overall survival is one of the study objective, method (phone call, subject visit, contact with patient’s GP) and interval to collect survival information should be described. The same might applies if time to start of new treatment is an objective/endpoint for the study. 

6.3 Criteria for Patient Discontinuation 

Patients may be discontinued from study treatment and assessments at any time. Specific reasons for discontinuing a patient for this study are:

Example:

· Voluntary discontinuation by the patient who is at any time free to discontinue his/her participation in the study, without prejudice to further treatment.

· Safety reason as judged by the Principal Investigator

· Major protocol deviation

· Incorrect enrolment ie, the patient does not meet the required inclusion/exclusion criteria for the study

· Patient lost to follow-up

· A female patient becoming pregnant

· Disease progression – please refer to section xx

· Deterioration in the patients condition which in the opinion of the Principal Investigator warrants study medication discontinuation (to be records as an AE or under Investigator Discretion)

· Patient’s non-compliance to  study treatment and/or procedures

6.4 Procedures for Discontinuation

6.4.1 Patient Discontinuation

Patients who withdraw or are withdrawn from the study, will stop further treatment.  Specify whether patients who are withdrawn from study treatment will be followed up or not. 

If possible, a final assessment shall be made (end of study visit). The reason for discontinuation shall be recorded. The investigator is obliged to follow up any significant adverse events until the outcome either is recovered or resolved, recovering/resolving, not recovered/not resolved, recovered/resolved with sequelae, fatal or unknown.

Patient`s who withdraw or are withdrawn from the study before start of treatment, will be replaced (if applicable).
6.4.2 Trial Discontinuation

The whole trial may be discontinued at the discretion of the PI or the sponsor in the event of any of the following:

· Occurrence of AEs unknown to date in respect of their nature, severity and duration

· Medical or ethical reasons affecting the continued performance of the trial

· Difficulties in the recruitment of patients

· Cancellation of drug development 

The sponsor and principal investigator will inform all investigators, the relevant Competent Authorities and Ethics Committees of the termination of the trial along with the reasons for such action. If the study is terminated early on grounds of safety, the Competent Authorities and Ethics Committees will be informed within 15 days.

6.5 Laboratory Tests

Specify the type of samples (blood, urine, tissue, cells, pleural fluid,..) that should be collected. When relevant provide instructions and or details regarding collection, handling, storage, packaging, shipment and destruction. If not already described under Section 7, the details regarding the analysis to be performed might be described here. When routine samples are collected, it might be sufficient to state that sample collection, handling etc. will be performed in accordance with hospital/laboratory standard procedures.  If separate Procedure Manual is provided it is recommended to refer to this regarding relevant information in this section.
7 assessments 

7.1 Assessment of Efficacy / Pharmacokinetic / Pharmacodynamic / Immunogenicity Response

Describe here the procedures for determining the primary (and secondary) efficacy parameters (eg. Venepuncture, 10 ml  blood to be drawn pre-treatment and 30 min, 1h, 2h, 6h, 24h post treatment for PK measurement, or CT scan at 6 months, etc.). Level of description should ensure homogenous collection of the same parameters throughout the study.  

The following parameters of xx response will be recorded:

Ex: Assessment of tumor response: tumor response will be assessed according to RECIST version 1.1, based on CT scans of thorax and abdomen (including adrenal glands) before entering the trial and every 3 months during the vaccination period. CT scan evaluation will be repeated at the end of treatment visit and at the end of the 3 months follow-up period if disease progression has not already been confirmed by CT. In addition, CT/MRI scans must be obtained for anatomic regions not covered by the thorax and abdomen scans, in subjects where there is clinical suspicion for deep soft tissue metastases (eg, lesions in the thigh). Such additional CT/ MRIs will be required at screening only when deep soft tissue disease is suspected during screening and must be consistently repeated at all tumor assessment visits if a deep soft tissue lesion is identified during screening. In cases without suspicion for deep soft tissue disease, no such CT/MRIs are required etc....
Other example: Kidney function, defined as glomerular filtration rate, will be evaluated by measuring iohexol clearance at 8 weeks and 1 year after kidney transplantation. The concentration of iohexol (Omnipaque), a low dose non-ionic x-ray contrast medium of low osmolality, extensively used in clinical radiology and considered essentially free from side effects, will be measured 3 hours and 4 hours after iv injection of iohexol. Like other iodine-containing contrast media, it is completely eliminated from the body by excretion in the urine, thus it is an ideal marker for kidney function. It will be quantitated by chemical measurement based on the determination of iodine.

· xx

· xx

7.2 Safety and Tolerability Assessments 

Safety will be monitored by the assessments described below as well as the collection of AEs at every visit. Significant findings that are present prior to the signing of informed consent must be included in the relevant medical history/ current medical condition page of the CRF. For details on AE collection and reporting, refer to Section X. 

For the assessment schedule refer to Flow chart in Section X. 

Describe here the procedures for determining the safety and tolerability parameters. Level of description should ensure homogenous collection of the same parameters throughout the study. Assessments might include physical examination, evaluation of performance status, vital signs, laboratory tests, cardiac assessments,      

Examples: 

Physical examination will include an examination of general appearance, skin, neck (including thyroid), eyes, (…), heart, abdomen, basic nervous system evaluation. 

Vital signs include body temperature, blood pressure, pulse, (…). 

Seated blood pressure (the mean of the lower two out of three measurements) will be performed at 8 weeks and 12 months post transplant.

Heart rate variability will be assessed at 8 weeks and 12 months post transplant, using a Vagus device, analyzing short-term electrocardiogram recordings. 

Height and body weight will be measured.  If important parameter for the study it might be relevant to specify if subject should be weighed in indoor clothing, with or without shoes, …

Performance status using WHO/ECOG performance status scale or Karnofsky Performance Status 

Laboratory evaluation: 

Local laboratory will be used for the analysis of hematology and biochemistry specimens collected. 

Hematology assessments will include the following parameters: hemoglobin, platelets ….

Blood chemistry assessments will include the following parameter: albumin, creatinine,… 

7.3 Other Assessments

Depending on the objectives/endpoints for the study, it might be relevant to describe other assessments. For example, resource utilization, subject reported outcomes/questionnaires, etc…
Example: The study subjects will complete a short-form health survey SF-36 (version 1), that yields an 8 scale profile of functional health and well being, at 8 weeks and 12 months post transplant.

The study subjects will complete a dietary form, evaluating the dietary intake of n-3 PUFA at 8 weeks and 12 months post transplant. In addition the dietary intake of n-3 PUFA will be measured by the concentration of n-3 PUFA in serum phospholipids.

8 Safety MONItoring and reporting

The investigator is responsible for the detection and documentation of events meeting the criteria and definition of an adverse event (AE) or serious adverse event (SAE). Each patient will be instructed to contact the investigator immediately should they manifest any signs or symptoms they perceive as serious.

The methods for collection of safety data are described below.

8.1 Definitions

8.1.1 Adverse Event (AE)

An AE is any untoward medical occurrence in a patient administered a pharmaceutical product and which does not necessarily have a causal relationship with this treatment. 

An adverse event (AE) can therefore be any unfavorable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of a medicinal (investigational) product, whether or not related to the medicinal (investigational) product. 

The term AE is used to include both serious and non-serious AEs.

Define here any AEs or SAEs that do not need to be recorded for this study (for example expected AE). For studies where the IMP is licensed, it is possible to state that the events or reactions listed in the SmPC do not need to be reported. It might also be pertinent to exclude from reporting AEs/SAEs that are definitely due to disease progression. In such case section 8.3 is needed and should be referred to. 

If an abnormal laboratory value/vital sign are associated with clinical signs and symptoms, the sign/symptom should be reported as an AE and the associated laboratory result/vital sign should be considered additional information that must be collected on the relevant CRF.

8.1.2 Serious Adverse Event (SAE)

Any untoward medical occurrence that at any dose: 
· Results in death

· Is immediately life-threatening

· Requires in-patient hospitalization or prolongation of existing hospitalization 

· Results in persistent or significant disability or incapacity

· Is a congenital abnormality or birth defect

· Is an important medical event that may jeopardize the subject or may require medical intervention to prevent one of the outcomes listed above.

Medical and scientific judgment is to be exercised in deciding on the seriousness of a case. Important medical events may not be immediately life-threatening or result in death or hospitalization, but may jeopardize the subject or may require intervention to prevent one of the listed outcomes in the definitions above. In such situations, or in doubtful cases, the case should be considered as serious. Hospitalization for administrative reason (for observation or social reasons) is allowed at the investigator’s discretion and will not qualify as serious unless there is an associated adverse event warranting hospitalization.

8.1.3 Suspected Unexpected Serious Adverse Reaction (SUSAR) 

Adverse Reaction: all untoward and unintended responses to an investigational medicinal product related to any dose administered;

Unexpected Adverse Reaction: an adverse reaction, the nature or severity of which is not consistent with the applicable product information.

Suspected Unexpected Serious Adverse Reaction: SAE (see section 8.1.2) that is unexpected as defined in section 8.2 and possibly related to the investigational medicinal product(s)..

8.2 Expected Adverse Events

List here the expected AEs for IMP(s) as well as reference document that should be used for details (Investigator’s brochure, SmPC). Define if such adverse events will be recorded or not in the CRF. 

8.3 Disease Progression/Recurrence (if appl.- mostly for oncol. studies - see definition of AE in section 8.1.1)

Eg. Disease progression can be considered as a worsening of a patient’s condition attributable to the disease for which the Investigational Medicinal Product (IMP) is being studied. It may be an increase in the severity of the disease under study and/or increases in the symptoms of the disease. Expected progression of the disease under the study and/or expected progression of signs and symptoms of the disease under study, unless more severe in intensity or more frequent than expected for the patient’s condition should not be reported as an AE.  Events which are definitely due to disease progression will not be reported as an AE/SAE. However, if the investigator considers that there was a causal relationship between treatment with IP or protocol design/procedures and the disease progression/recurrence, then this must be reported as an SAE.

Death due to progressive disease is to be recorded on a specific from in the CRF but not as an SAE.

Any new primary cancer (non-related to the cancer under study) should be considered for reporting as an SAE.
8.4 Time Period for Reporting AE and SAE 

For each patient the he standard time period for collecting and recording AE and SAEs will begin at xx (define as applicable: signature of informed consent / start of study treatment / randomization…) and will continue for at least 30 days following the last dose of study treatment.for each patient. 

During the course of the study all AEs and SAEs will be proactively followed up for each patient; events should be followed up to resolution, unless the event is considered by the investigator to be unlikely to resolve due to the underlying disease. Every effort should be made to obtain a resolution for all events, even if the events continue after discontinuation/study completion.

8.5 Recording of Adverse Events

If the patient has experienced adverse event(s), the investigator will record the following information in the CRF:

· The nature of the event(s) will be described by the investigator in precise standard medical terminology (i.e. not necessarily the exact words used by the patient).

· The duration of the event will be described in terms of event onset date and event ended data.

· The intensity of the adverse event: define as applicable the criteria used. For example Mild / Moderate / Severe; according to Common Terminology Criteria for Adverse Events version 4.0 (CTCAE).

· The Causal relationship of the event to the study medication will be assessed as one of the following:

Unrelated:

There is not a temporal relationship to investigational product administration (too early, or late, or investigational product not taken), or there is a reasonable causal relationship between non-investigational product, concurrent disease, or circumstance and the AE.

Unlikely: 

There is a temporal relationship to investigational product administration, but there is not a reasonable causal relationship between the investigational product and the AE.

Possible: 
There is reasonable causal relationship between the investigational product and the AE. Dechallenge information is lacking or unclear.

Probable: 
There is a reasonable causal relationship between the investigational product and the AE. The event responds to dechallenge. Rechallenge is not required.

Definite: 

There is a reasonable causal relationship between the investigational product and the AE. 

· Action taken

· The outcome of the adverse event – whether the event is resolved or still ongoing.

It is important to distinguish between serious and severe AEs. Severity is a measure of intensity whereas seriousness is defined by the criteria in Section 8.1. An AE of severe intensity need not necessarily be considered serious. For example, nausea that persists for several hours may be considered severe nausea, but is not an SAE. On the other hand, a stroke that results in only a limited degree of disability may be considered a mild stroke, but would be an SAE.

8.6 Reporting Procedure

8.6.1 AEs and SAEs

All adverse events and serious adverse events that should be reported as defined in section 8.1.1 will be recorded in the patient's CRF.

SAEs must be reported by the investigator to the sponsor, <specify contact name or procedure to follow>, within 24 hours after the site has gained knowledge of the SAE. Every SAE must be documented by the investigator on the SAE pages (to be found in <the investigator site file or as part of the CRF>). The Serious Adverse Event Report Form must be completed, signed and sent to <specify>. The initial report shall promptly be followed by detailed, written reports if necessary. The initial and follow-up reports shall identify the trial subjects by unique code numbers assigned to the latter. 

The sponsor keeps detailed records of all SAEs reported by the investigators and performs an evaluation with respect to seriousness, causality and expectedness.

8.6.2 SUSARs

SUSARs will be reported to the Competent Authority and Ethics Committee according to national regulation. The following timelines should be followed:

The sponsor will ensure that all relevant information about suspected serious unexpected adverse reactions that are fatal or life-threatening is recorded and reported as soon as possible to the Competent Authority and Ethics Committee in any case no later than seven (7) days after knowledge by the sponsor of such a case, and that relevant follow-up information is subsequently communicated within an additional eight (8) days.

All other suspected serious unexpected adverse reactions will be reported to the Competent Authority concerned and to the Ethics Committee concerned as soon as possible but within a maximum of fifteen (15) days of first knowledge by the sponsor.

SUSARs will be reported using the CIOMS form since XXX is not connected to EudraVigilance. 

8.6.3 Annual Safety Report

Once a year throughout the clinical trial, the sponsor will provide the Competent Authority with an annual safety report. The format will comply with national requirements. 

8.6.4 Clinical Study Report

The adverse events and serious adverse events occurring during the study will be discussed in the safety evaluation part of the Clinical Study Report.

8.7 Procedures in Case of Emergency

The investigator is responsible for assuring that there are procedures and expertise available to cope with emergencies during the study. 

Provide information regarding code break, if applicable (see also section 10.2.3).

8.8 Data Monitoring Committee (DMC) (If applicable)

If applicable provide information regarding the structure and role of the Data Monitoring Committee (members, responsibilities, which data will they review, how often, etc.); statement of whether or not it is independent form the sponsor and competing interest. 

9 Data management and monitoring  

9.1 Case Report Forms (CRFs)

The designated investigator staff will enter the data required by the protocol into the Case report forms (CRF). The Principal Investigator is responsible for assuring that data entered into the CRF is complete, accurate, and that entry is performed in a timely manner. The signature of the investigator will attest the accuracy of the data on each CRF. If any assessments are omitted, the reason for such omissions will be noted on the CRFs. Corrections, with the reason for the corrections will also be recorded. 

After database lock, the investigator will receive a CD-ROM or paper copies of the subject data for archiving at the investigational site.

If already known at the time of writing the protocol, you can specify the type of CRF used (paper, eCRF).
9.2 Source Data 

For studies involving patients: The medical records for each patient should contain information which is important for the patient’s safety and continued care, and to fulfill the requirement that critical study data should be verifiable. 

To achieve this, the medical records of each patient should clearly describe at least:

· That the patient is participating in the study, e.g. by including the enrollment number and the study code or other study identification;

· Date when Informed Consent was obtained from the patient and statement that patient received a copy of the signed and dated Informed Consent;

· Results of all assessments confirming a patient’s eligibility for the study;

· Diseases (past and current; both the disease studied and others, as relevant);

· Surgical history, as relevant;

· Treatments withdrawn/withheld due to participation in the study;

· Results of assessments performed during the study;

· WHO performance status assessments conducted as part of the study, if applicable;

· Treatments given, changes in treatments during the study and the time points for the changes; 

· Visits to the clinic / telephone contacts during the study, including those for study purposes only;

· Non-Serious Adverse Events and Serious Adverse Events (if any) including causality assessments; 

· Date of, and reason for, discontinuation from study treatment; 

· Date of, and reason for, withdrawal from study;

· Date of death and cause of death, if available;

· Additional information according to local regulations and practice.

Suggested text for studies involving healthy volonteers: “The records for each subject should contain information which is important for the subject’s safety and to fulfill the requirement that critical study data should be verifiable”. 

Specify and provide details if any source data will be recorded directly into the Case Report Form (meaning that for the defined parameters, CRF is source data and not the hospital records). 

9.3 Study Monitoring 

The investigator will be visited on a regular basis by the Clinical Study Monitor, who will check the following:

· Informed consent process

· Reporting of adverse events and all other safety data

· Adherence to protocol

· Maintenance of required regulatory documents

· Study Supply accountability

· Facilities and equipments (example: laboratory, pharmacy, ECG machine, etc…)

· Data completion on the CRFs including source data verification (SDV).

The monitor will review the relevant CRFs for accuracy and completeness and will ask the site staff to adjust any discrepancies as required. 

When the responsible study monitor has checked and verified the CRFs, the data will be entered into a computer database at the XXX scientific server for further handling and statistical evaluation.

Sponsor’s representatives (e.g. monitors, auditors) and/or competent authorities will be allowed access to source data for source data verification in which case a review of those parts of the hospital records relevant to the study may be required. 

9.4 Confidentiality

The investigator shall arrange for the secure retention of the patient identification and the code list. Patient files shall be kept for the maximum period of time permitted by each hospital. The study documentation (CRFs, Site File etc) shall be retained and stored during the study and for 15 years after study closure. All information concerning the study will be stored in a safe place inaccessible to unauthorized personnel.

9.5 Database management

Provide plans for data entry, coding, security (to prevent unauthorized access to or loss of patient data) and storage (including timeframe) during and after the trial. Related processes to promote data quality (eg, double data entry; range check for data values) should also be described. Reference to where details of data management procedures can be found if not all details are provided in the protocol.  

10 Statistical methods and data analysis

10.1 Determination of Sample Size

Provide estimated number of patients needed to achieve study objectives and how it was determined, including clinical and statistical assumptions supporting any sample size calculation. 

The planned number of trial participants is a key aspect of study design, budgeting, and feasibility that is usually determined using a formal sample size calculation. If the planned sample size is not derived statistically, then this should be explicitly stated along with a rationale for the intended sample size (eg, exploratory nature of pilot studies; pragmatic considerations for trials in rare diseases). For trials that involve a formal sample size calculation, the guiding principle is that the planned sample size should be large enough to have a high probability (power) of detecting a true ef ect of a given magnitude, should it exist. Sample size calculations are generally based on one primary outcome; however, it may also be worthwhile to plan for adequate study power or report the power that will be available (given the proposed sample size) for other important outcomes or analyses.

10.2 Randomization (if applicable)
10.2.1 Allocation- sequence generation

Key elements to specify regarding allocation of treatment are:

· the method of generating the allocation sequence (eg, computer-generated random numbers, random table number); and who will generate the allocation sequence
· the allocation ratio (eg, whether patients are allocated with equal or unequal probabilities to treatment)
· the type of randomization (simple versus restricted) ; if restricted randomization is used, specify the form used (blocked randomization is the most common form). Details of any planned restrictions (eg, blocking) to reduce predictability of a random sequence should be provided in a separate document that is unavailable to those who enroll patients or assign treatment. 
· if applicable, the factors (eg, recruitment site, sex, disease stage) to be used for stratification. 

10.2.2 Allocation- procedure to randomize a patient

Describe the procedure to allocate treatment (eg, central telephone; sequentially numbered, opaque, sealed envelopes), including who will enroll patients and who will assign patients to treatment. Describe also any steps to conceal the sequence until treatments are assigned (allocation concealment mechanism aims to prevent participants and site personnel from knowing the study group the next participant will be assigned to). Specify how and where the allocation list will be store, and mechanism employed to minimize the possibility that those enrolling and assigning patients will obtain access to the list.  

10.2.3 Blinding and emergency unblinding

Specify who is blinded after treatment is assigned (= randomization) (eg, patient, investigator, personnel assessing outcomes, pharmacist, data analyst) and how. 

Specify circumstances under which unblinding is permissible and procedure for revealing a patient’s allocated treatment during the study. 

10.3 Population for Analysis

 The following populations will be considered for the analyses: 

· Intention to treat (ITT) population: All randomized participanst, regardless of protocol adherence.  

· Per-protocol population (PP): Includes all subjects who have xxx

· Safety population: Includes all subjects who have received at least one dose of study medication. Subjects who withdraw from the study will be included in the safety analysis. A list of withdrawn subjects, preferably with the reasons for withdrawal, will be made.

· xxx

10.4 Planned analyses

The main statistical analysis is planned when xxxx. If applicable, describe any planned interim analysis and stopping guidelines, including who will have access to these interim results and make the final decision to terminate the study. 

Deviation from the original statistical plan will be described and justified in the Clinical Study Report. Amendments to plan can be done until day of DB lock.

10.5 Statistical Analysis

For each study objective listed in this section, define: 

1. The  variable :

· define the specific variable that will be used (for example overall response rate)

· how the variable will be assessed (for example RECIST v. 1.1) 

· analysis metric (eg, change from baseline, final value, time to event, ..)

· time points of interest for analysis

2. the statistical hypothesis

3. the population to be analyzed, 

4. method of aggregation (eg, median, proportion, )

5. statistical method for analysis and if applicable method for any additional analyses (eg, subgroup and adjusted analyses)

6. handling of missing values; details any planned  methods to inpute (estimate) missing outcome data, including which variables will be used in the imputation process (if applicable)

The planned methods of statistical analysis should be fully described in the protocol. If certain aspects of the analysis plan cannot be prespecifed (eg, the method of handling missing data is contingent on examining patterns of “missingness” before study unblinding), then the planned approach to making the fnal methodological choices should be outlined. Some trials have a separate document—commonly called a statistical analysis plan (SAP)—that fully details the planned analyses. Any SAP should be described in the protocol, including its key elements and where it can be found. As with the protocol, the SAP should be dated, amendments noted and dated, and the SAP authors provided. 

10.5.1 Analysis of Efficacy / Pharmacokinetic / Pharmacodynamic / Immunogenicity Response

10.5.2 Analysis of XXX
11 STUDY MANAGEMENT

11.1 Investigator Delegation Procedure

The principal investigator is responsible for making and updating a “delegation of tasks” listing all the involved co-workers and their role in the project. He will ensure that appropriate training relevant to the study is given to all of these staff, and that any new information of relevance to the performance of this study is forwarded to the staff involved.

11.2 Protocol Adherence

Investigators ascertain they will apply due diligence to avoid protocol deviations. 

All significant protocol deviations will be recorded and reported in the Clinical Study Report (CSR).

11.3 Study Amendments

If it is necessary for the study protocol to be amended, the amendment and/or a new version of the study protocol (Amended Protocol) must be notified to and approved by the Competent Authority and the Ethics Committee according to EU and national regulations.

11.4 Audit and Inspections

Authorized representatives of a Competent Authority and Ethics Committee may visit the centre to perform inspections, including source data verification. Likewise the representatives from sponsor may visit the center to perform an audit. The purpose of an audit or inspection is to systematically and independently examine all study-related activities and documents to determine whether these activities were conducted, and data were recorded, analyzed, and accurately reported according to the protocol, Good Clinical Practice (ICH GCP), and any applicable regulatory requirements. The principal investigator will ensure that the inspectors and auditors will be provided with access to source data/documents.

12 Ethical and regulatory requirements

The study will be conducted in accordance with ethical principles that have their origin in the Declaration of Helsinki and are consistent with ICH/Good Clinical Practice and applicable regulatory requirements. Registration of patient data will be carried out in accordance with national personal data laws.

12.1 Ethics Committee Approval

The study protocol, including the patient information and informed consent form to be used, must be approved by the regional ethics committee before enrolment of any patients into the study.

The investigator is responsible for informing the ethics committee of any serious and unexpected adverse events and/or major amendments to the protocol as per national requirements.

12.2 Other Regulatory Approvals

The protocol will be submitted and approved by the applicable competent authorities before commencement of the study.

The protocol will also be registered in www.clinicaltrials.gov before inclusion of the first patient.

12.3 Informed Consent Procedure

This section should reflect the procedure that will be followed to obtain informed consent in the study. Amend text accordingly (for example, consenting of minors, in emergency situations, etc..)
The investigator is responsible for giving the patients full and adequate verbal and written information about the nature, purpose, possible risk and benefit of the study. They will be informed as to the strict confidentiality of their patient data, but that their medical records may be reviewed for trial purposes by authorized individuals other than their treating physician. 

It will be emphasized that the participation is voluntary and that the patient is allowed to refuse further participation in the protocol whenever she/he wants. This will not prejudice the patient’s subsequent care. Documented informed consent must be obtained for all patients included in the study before they are registered in the study. This will be done in accordance with the national and local regulatory requirements. The investigator is responsible for obtaining signed informed consent.

A copy of the patient information and consent will be given to the patients. The signed and dated patient consent forms will be filed in the Investigator Site File binder and also scanned to be part of the patient’s electronic medical record at the hospital.

12.4 Subject Identification

The investigator is responsible for keeping a list of all patients (who have received study treatment or undergone any study specific procedure) including patient’s date of birth and personal number, full names and last known addresses. 

The patients will be identified in the CRFs by patient number, initials and date of birth (define as applicable).
13 Trial sponsorship and financing

The study is sponsored by XX funds from the XXX. The funds are assigned XX. 

14 Trial insurance

Specify how the provision of insurance or indemnity to cover the liability of the investigator and the sponsor in the respective country (if necessary according to national law), as required by the Directive 2001/20/EC of the European Parliament and of the Council of 4 April 2001 and the corresponding national laws, are covered.
For studies conducted in Norway: The Principal investigator has insurance coverage for this study through membership of the Drug Liability Association (see http://www.laf.no for more details). 

15 Publication policy

Upon study completion and finalization of the study report the results of this study will either be submitted for publication and/or posted in a publicly assessable database of clinical study results. 

The results of this study will also be submitted to the Competent Authority and the Ethics Committee according to EU and national regulations.

All personnel who have contributed significantly with the planning and performance of the study (Vancouver convention 1988) may be included in the list of authors.
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