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Abbreviations and Definitions of Terms

	
	
	Insert and delete terms as relevant

	(C
	
	Degrees centigrade

	AE
	
	Adverse event


A Background
Provide background material which supports the purpose of the research, and which is detailed enough to allow someone who is not an expert in the field to understand the context of the question and the study design.

References may be cited in the Background section.

A1 Prior Literature and Previous Studies

Describe other similar studies and results of previous studies which support this investigation.  List relevant journal articles.  

A2 Primary Hypothesis

A hypothesis is stated as a null hypothesis, which states that there is no real difference between the observed data and the predicted data.  Because every data set will show some difference from what was predicted, appropriate statistical analysis is used to determine whether or not the difference is due to chance.  If it is due to chance, then the null hypothesis should be rejected and a new hypothesis must be developed to explain the data. An alternative hypothesis is stated to convey the expectation that there will be a real difference between the observed data and the predicted data under the assumptions.

 (Russell, Peter, Fundamentals of Genetics, 2nd Ed., Benjamin/Cummings, San Francisco, 2000, p. 41-42)

A3 Rationale for the study
B Study Objectives

State the overall objectives of the study. 
The purpose of the study is to determine the indications and complications of tonsillectomy in children as a function of age.
B1 Primary Aim

The primary objective of this study is to determine the whether the XXX (presenting sign, comorbidity, treatment option) reduces, increases, etc. outcome measure XXX in children X to X years. This should be specific, for example: “to determine whether children less than 3 years of age are at higher risk of post-tonsillectomy airway complications than older children.” 

B2 Secondary Aim

The secondary objectives are to:

· For example, “describe the indications for tonsillectomy as a function of age.”

B3 Rationale for the Selection of Outcome Measures

C Study Design 

C1 Overview or Design Summary
Provide a description of the overall study design.

Flow Charts are highly recommended Please include a schedule of evaluations. (see Appendix)
Summarize the research design and sequentially identify all procedures to be used to accomplish the specific aims of the project.

Clearly identify and distinguish procedures that are considered experimental, procedures that are performed exclusively for research purposes (including “extra” routine tests), and procedures that would occur regardless of the research (i.e., standard of care). Point out any procedures, situations, or materials that may be hazardous, and the precautions to be exercised to maintain subject safety.

C2 Subject Selection 

2.a Subject Population

· Number of subjects: State the total number of subjects expected to participate in relation to the number anticipated for screening . 
For multi-center protocols, this should include both the overall total and the number of subjects to be enrolled at each site.

2.b Eligibility Criteria

Describe the eligible population and who will determine eligibility.  

2.c Inclusion Criteria 

List the inclusion criteria. These should be based on the scientific rationale and safety considerations, and should define who will be eligible as a subject.  Separate for different groups/arms if necessary.
Examples:

1. Males or females ages ≥ 5 to <10 years of age 

2. diagnosis of cystic fibrosis based on positive sweat chloride test plus presence of X mutation. 

3. Documented sputum culture with Pseudomonas aeruginosa. 

2.d Exclusion Criteria 

List the exclusion criteria. These should be scientifically valid and help further define the subject population. Subjects at particular risk from the study interventions or procedures should be excluded. Be sure to account for known affects of the treatment.  Separate for different groups/arms if necessary.

Examples:
1) Inability to perform spirometry 

2) Parents/guardians or subjects who, in the opinion of the Investigator, may be non-compliant with study schedules or procedures.
2.e Ethical Considerations 

Describe any possible deception.  Provide rational for incentive payments.
Describe any ethical considerations relating to subject selection, such as blinding, randomization, and basis for exclusion criteria. Provide a rationale for any sensitive data collected, describe how it will be collected and protected.  Reference specific sections that describe procedures for sensitive data collection.  Identify which sensitive aspects serve as eligibility, inclusion, or exclusion criteria. 
Mark whether data will be collected on any of the following topics: 

[  ]
Sensitive aspects of subject’s own behavior, such as illegal conduct, drug use, sexual behavior or use of alcohol

[  ]
Any information that could be damaging to subject’s financial standing or employability

[  ]
Any information that could put subject at risk of criminal or civil liability

[  ]
Child abuse, elder abuse, or spouse abuse

[  ]
HIV status

Describe the possibility that you will discover a previously unknown condition (disease, suicidal intentions, genetic predisposition, etc.) in a subject as a result of study procedures and explain how the situation will be handled.  Describe under what circumstances relevant information will be disseminated to subjects.  Reference which section describes your suicide risk protocol, if applicable.  If family medical history will be collected, provide a rationale and reference all sections that describe procedures or specific data collection on family medical history (complete and attach supplement B)
Describe what information may be added to the subjects medical record and provide a rationale for this.  Make sure it is addressed in the consent form.

2 g.
Data sources (for existing records)

This description should be specific but not over-detailed. For example, “The SCH out-patient CIS will be queried for demographic information, admission dates and discharge diagnoses.   

If data are from research sources, for example for reanalysis of existing research data, provide the original IRB number and quote the section of the consent form that allows this use. 

2 h.
 Case ascertainment, Bias and Blinding
Briefly describe the primary source for cases. If this is a case-control study, how will matching be done?  Briefly describe the measures to be taken to avoid bias.  For example, cases might be include only if the initial presentation was within the study window; otherwise complex cases or recurrent disease might be over-represented in the sample because both old and new cases would be captured. Radiographic studies might be read by a radiologist who is blind to the diagnosis.  
C3 Risks and Benefits

Completely describe the risks and benefits of the research itself and the procedures.
3a  Potential Risk. Describe the potential risks associated with the study. Risks can include physical, psychological, sociological, economic, legal, discomfort at answering personal questions or distress due to focus of research, risks to insurability or employability, breach of confidentiality.  Physical adverse effects can be due to the following:  Blood draw, in-person counseling, medical procedure, such as X-ray, strength measure, or screening tests, given as part of research

If possible, estimate the probability that a given harm may occur and state its potential reversibility.

3c   Potential Benefits to the Subjects. Describe potential medical benefit(s), if any, for subjects participating in the research or to society.  If there are no anticipated benefits, this should be stated. 

3d  Methods of Reducing Risks to Subjects and Others

Please explain what steps you will take to minimize risks of harm and protect subjects’ rights and welfare. Describe how the study design will prevent or minimize any potential risks or discomfort. Potential risks and discomforts must be minimized to the greatest extent possible such as by subject monitoring, appropriate subject withdrawal criteria and follow-up.
 If the study procedures may pose possible harms to study team, family members or others, please also discuss methods of reducing risks here. 

3e  Methods of Protecting Subject Privacy, Data and Rights.
Describe methods of protecting subjects’ privacy, data, and rights. Describe method of de-identifying data including a description of the linking file and who has access to it.   Describe how and where data or specimens will be stored, including who has access and the system details for electronically stored data.
D Study Procedures 

D1 Screening for Eligibility
Describe the eligibility screening procedures, including who will be responsible for screening and eligibility decisions. For example, “Potential cases will be identified by querying the CF registry and SCH medical records.    The data sheet (see appendix) contains a box with inclusion criteria, which the chart abstractor will verify before continuing with the abstraction. .” 

D2 Schedule of Measurements

Describe variables obtained at each visit. Detailed specific procedures may be appended to the protocol.  
Define days from enrollment (e.g. day zero is day of enrollment).
D3 Visit 1 

D4 Visit 2 etc. 
D5 Data Collection Procedures

Completely describe the data collection activities and make sure the description allows for identification of where the data collection occurs, which site, and what of the data is identifiable or sensitive. 

Describe any data collected from individuals, such as surveys, questionnaires, interviews, and if it will be collected by mail, phone, in-person, email, internet or any combination. Describe the time required to complete surveys, questionnaires, or interviews and how they will be administered (e.g. mail, in-person). If videotapes, audiotapes, or photographs will be taken, explain what type of recordings you will make, how long you will keep them and if anyone other than the members of the research team will be able to see or hear them.

Describe any data collection from individual patient medical records (paper, electronic or both).

Describe the review or study of existing specimens, such as stored blood, pathology slides, etc. (If this study involves the review or study of existing biological specimens, or collection of new specimens/data complete Supplement A and attach as an addendum to the Protocol).

Describe any data collection from a previous study (Please specify study title and principal investigator’s name and be sure to request a waiver or describe consent procedures if data will be linked to existing data for a different study).
Describe how much time will be required for subjects to participate in the study.  (If there are multiple data points, please provide the time per data point, plus the cumulative time required.) Include this information in the consent form as well.
D6 Safety and Adverse Events 

6.a Safety and Compliance Monitoring

Describe methods used to ensure subject safety and compliance monitoring.  Include specific management plans for expected or unexpected adverse events as applicable.
6.b Medical Monitoring 

i Data and Safety Monitoring Plan

This following may either be included in this section or attached as a separate appendix.  
6.c Definitions of Adverse Events

Provide the definition of adverse events 
6.d Classification of Events

Be sure to describe how events will be coded, which codes will result in reports and to whom, and what standards were used to develop the coding of events.
Relationship, severity, and expectedness (and level and frequency of) should be based upon previous experience with the procedures and based upon reasonable medical judgment.
i Relationship

.
ii Severity

Be sure to describe any standards used to determine severity.  Include adverse event grading scales
iii Expectedness
Be sure these are also described in the consent form.
6.e Data Collection Procedures for Adverse Events
How often, who, and what records are reviewed to collect adverse events?  
Note:  Make sure individuals are properly qualified to collect adverse event information and assess whether further review is required.  The investigator is responsible for ensuring that responsibilities are delegated to properly qualified individuals and that the individuals know what their responsibilities are, that the responsibilities are documented, and the individual has received adequate training on study procedures (document training).
6.f Reporting Procedures
How often, by whom, and to who are adverse events reported?
E Statistical Plan 

E1  Sample Size Determination and Power
Provide a justification for the sample size and power calculations.

E2  Analysis Plan

Provide an analysis plan for each specific aim. 

E3 Statistical Methods 

Describe the statistical or analytical methods to be used.
E4 Confounding Factors

Describe known or suspected confounding factors/variables.  Discuss how they may or may not affect data/outcomes and provide a rationale for why certain confounding factors cannot be screened out.  Discuss any calculations that will be considered or performed to evaluate confounding variables. Describe methods for attempting to limit confounding variables.
E5 Missing Outcome Data
Describe how missing outcome data will be handled.
F Data Handling and Record Keeping 

F1 Confidentiality and Security
Data Storage and Confidentiality. Describe where the research data will be stored during and after the study and how it will be secured. The investigator must take necessary steps to maintain confidentiality of data. This includes coding data and choosing an appropriate and secure data storage mechanism preventing unauthorized access to data. State who will have access to the data and how the data will be used. If data with subject identifiers will be released, specify the person(s) or agency to whom the information will be released and the purpose of the release (e.g., routine verification of case report forms).

F2 Data and/or Sample Sharing

Discuss if data or samples will be shared with other investigators outside of the research team.  Provide details as to when the data/samples will be shared (eg during trial, banked for future indefinite use), who will have access to the data/samples, how access will be controlled and whether data/samples will be coded or de-identified
G Site Monitoring

If a Contract Research Organization (CRO) or Sponsor will play a monitoring role, please completely describe responsibilities of CRO, Sponsor, and investigator here.  
G1 Site Monitoring Plan 

Who will review study data for accuracy and with what frequency
H Study Administration

H1 Organization and Participating Centers

Identify the Coordinating Site and the Lead PI.

Define this institution’s role and the PI for this site (e.g. performance site).

List other institutions/participating sites. 
List designated IRBs responsible for review of study.  
H2  Study Timetable
Attach a timetable and describe how meeting the study goals will be managed and assessed.   Include any description of when additional funding may be required.
I Publication Plan 

I 1 Describe any plans for publications.  Describe how authorship will be determined. Review the study contract or grant application for details regarding publication rights.
I2  Describe the plan to disseminate study results to subjects at the end of the trial. 
J  Attachments (as applicable)
J1  Tables 
J2  Informed consent documents

J3  Patient education brochures

J4 Special procedures protocols 
J5 Contact Documents, Letters to Subjects or Physicians

J6 Questionnaires, interview scripts, or surveys 
J7 Case Report Forms (if applicable)

J8 Other data collection instruments
K References

Sample Table of Evaluations

APPENDIX I: SCHEDULE OF EVALUATIONS AND TIME ESTIMATES FOR MEASURES AND OTHER EVALUATIONS for CASE AND CONTROL SUBJECTS

	Event
	Screening1
	Entry*
	Study Week
	**Time Estimates (5-10 questions per minute)

	
	
	
	48weeks
	96weeks
	

	History2 
	x
	X
	
	
	

	Interim History3
	
	
	X
	X
	

	Physical exam4
	
	X
	X
	X
	

	MENTAL HEALTH MEASURES

	PARENT/PRIMARY CAREGIVER COMPLETED

	Primary Caregiver Questionnaire (PQ)*** (Assesses the subject and parent/primary caregiver/family demographics)
	
	X
	X
	X
	15 minutes

	Symptom Inventories-4 (SI-4) Primary Caregiver Checklist (Assesses the subject)
	
	X
	X
	X
	20 minutes

	Adult Inventories-4 (ASRI-4, AI-4) (Assesses the parent/primary caregiver)
	
	X
	X
	X
	20 minutes

	Family Environment Scale (FES)  (Assesses the parent/primary caregiver and family environment)
	
	X
	
	
	10 minutes

	Child Behavior Checklist (CBCL) (Assesses the subject)
	
	X
	
	
	20 minutes

	Child Cognitive Impulsivity Scale****  (Assesses the subject)
	
	X
	
	
	5 minutes

	SUBJECT COMPLETED

	Youth’s Inventory-4 (YI-4)***** (Assesses the subject)
	
	X
	X
	X
	20 minutes

	Caregiver-Child Interaction (Assesses parent/primary caregiver communication style/family environment -  subject > 12 years of age-completed)
	
	X
	
	
	5 minutes

	Wechsler Intelligence Scale for Children - WISC-IV IQ (Letter-Number and Coding Subscales) (Assesses the subject)
	
	X
	
	
	15 minutes

	Child Cognitive Impulsivity Scale**** (Assesses the subject)
	
	X
	
	
	5 minutes

	PAIN MEASURES

	Pain Level Assessment (Assesses the subject - subject and parent/primary caregiver completed)
	
	X
	X
	X
	5 minutes


1. The Informed Consent will be signed at the screening visit.  Screening and entry can occur at the same visit or up to six weeks apart.  
2. History – includes source documentation for clinical diagnoses; neuropsychiatric diagnoses; and lifetime exposure to neurotropic medications.  
�After you complete the protocol template with study-specific information click the cursor in the table of contents so that the table of contents goes grey (or you can just click to select all of the text in the table of contents) and then press F9 on the keyboard.  A message will appear asking if you want to update page numbers only or the entire table.  If any heading text has changed, choose to update the entire table, otherwise just select the option to update the page numbers.  Click "okay" and it updates automatically.
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