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What is a Protocol?What is a Protocol?

ICH Guidelines:ICH Guidelines:

““A document that describes the A document that describes the 
objectives, design, methodology, objectives, design, methodology, 
statistical considerations and statistical considerations and 
organization of a trialorganization of a trial””---- E6, Section 1.44E6, Section 1.44

Written by sponsor, investigator or teamWritten by sponsor, investigator or team
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What is the difference between a What is the difference between a 
Grant ProposalGrant Proposal and a Protocol?and a Protocol?

Grant proposalGrant proposal ::

Purpose:Purpose: Obtain fundingObtain funding

Focus:  Focus:  Describes broad aims and Describes broad aims and 
hypotheseshypotheses

Feasibility:Feasibility: Costs, staffing, equipmentCosts, staffing, equipment

Review by:Review by: Scientific review committee, fundersScientific review committee, funders

Tone:Tone: PersuasivePersuasive
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What is the difference between a What is the difference between a 
Grant Proposal and a Grant Proposal and a ProtocolProtocol??

Protocol: Protocol: A A regulatoryregulatory documentdocument

Purpose:Purpose: Describes a single studyDescribes a single study in detailin detail

Focus:  Focus:  Organized around specific objectivesOrganized around specific objectives

Feasibility: Specifics of enrolling, implementation Feasibility: Specifics of enrolling, implementation 
detailsdetails

Reviewed by:  Scientists, Sponsor, IRBs Reviewed by:  Scientists, Sponsor, IRBs 

Tone: Tone: Informative; focused on Informative; focused on detailsdetails
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Start with the Research Start with the Research 
QuestionQuestion

Clear idea of the primary  research Clear idea of the primary  research 
question being asked question being asked 
Clearly stated Clearly stated objective(s)objective(s) that will that will 
answer this question: answer this question: 
–– SpecificSpecific
–– MeasurableMeasurable
–– RelevantRelevant
–– FeasibleFeasible
–– EthicalEthical
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General InformationGeneral Information
ICH E6, Section 6.1ICH E6, Section 6.1

Prospective study of children in Thailand with suspected 
dengue for determination of neutralizing antibody and T-

cell memory responses

Protocol Number: DMID 07-0063
Sponsored by:  National Institute of Allergy and Infectious Diseases 

(NIAID)

Principal Investigator: Siripen Apinun, MD

DMID Protocol Officer: Malla Rao, PhD 

Version 1.0
28 January 2007
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Statement of ComplianceStatement of Compliance

Signed statement by Principal Signed statement by Principal 
Investigator that study will be Investigator that study will be 
conducted in compliance with protocol, conducted in compliance with protocol, 
GCP, and applicable regulatory GCP, and applicable regulatory 
requirement(s).requirement(s).

ICH E6, Section 6.2.5ICH E6, Section 6.2.5
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Protocol Summary/SchemaProtocol Summary/Schema

Last section actually written but perhaps Last section actually written but perhaps 
the only section the only section readread!!

Concise overview, 1Concise overview, 1--3 pages3 pages
Ensure Summary matches protocolEnsure Summary matches protocol
Provide schematic Provide schematic 
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Background/RationaleBackground/Rationale

State research question or hypothesisState research question or hypothesis
Review findings of other researchReview findings of other research
RationaleRationale——why your study needs to be why your study needs to be 
donedone
Known or potential risks and benefitsKnown or potential risks and benefits——
applies to any type of studyapplies to any type of study
–– Many studies have no benefit to participantMany studies have no benefit to participant
–– Risks include loss of confidentiality, social risks, discomfortRisks include loss of confidentiality, social risks, discomfort

E6, Section 6.2E6, Section 6.2
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Objectives Objectives 

Clearly define primary and secondary objectivesClearly define primary and secondary objectives——the the 
fewer the better!fewer the better!

Use Use ““actionaction”” word, such as assess, measure, word, such as assess, measure, 
compare, etc.compare, etc.
–– Primary Example: To mPrimary Example: To measure antibody levels elicited by primary DV 

infection at Day 1, 6 months, 1 year, and annually thereafter for 5 years

Describe outcome measures by which objective is Describe outcome measures by which objective is 
met:met:
–– Example: Neutralizing Ab titers in blood samples collected from Example: Neutralizing Ab titers in blood samples collected from children children 

at each time point in studyat each time point in study.  .  

ICH E6, Section 6.3
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Possible secondary Possible secondary 
objectives?objectives?

Time to event?Time to event?
Severity correlates with coSeverity correlates with co--infections?infections?
Compare different lab assays?Compare different lab assays?
Level of maternal antibodies?Level of maternal antibodies?
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A good objective?A good objective?

To compare lab assays to see which is To compare lab assays to see which is 
better better 

Better stated objective:Better stated objective:
To compare To compare specificityspecificity of of assay Xassay X with with 
assay Zassay Z
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A good objective?A good objective?

To determine if economic and To determine if economic and 
environmental factors are related to environmental factors are related to 
infectionsinfections

Better stated objective:Better stated objective:
To assess relationship of income level, To assess relationship of income level, 
household water source, and use of household water source, and use of 
insecticides to DV infectionsinsecticides to DV infections
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DesignDesign

Type of study, e.g., observational, caseType of study, e.g., observational, case--controlcontrol
Specific outcomes/endpoints to be measured Specific outcomes/endpoints to be measured 
Methods of data/specimen collectionMethods of data/specimen collection
How many participantsHow many participants
Time to complete enrollmentTime to complete enrollment
Duration of participation for each participantDuration of participation for each participant
Expected duration of studyExpected duration of study

Will design provide answer to the question??Will design provide answer to the question??
ICH E6, Section 6.4ICH E6, Section 6.4
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Study Population: Study Population: 
Selection and WithdrawalSelection and Withdrawal
Define population from which participants will be drawnDefine population from which participants will be drawn
Describe recruitment strategiesDescribe recruitment strategies
State estimated number of participants neededState estimated number of participants needed
Define age, gender, ethnicityDefine age, gender, ethnicity
Example:  1050 male and female patients, ages 6 Example:  1050 male and female patients, ages 6 
months to 15 years, diagnosed with DV at ______ months to 15 years, diagnosed with DV at ______ 
HospitalHospital
State conditions under which pts. will be withdrawnState conditions under which pts. will be withdrawn

ICH E6, Section 6.5ICH E6, Section 6.5
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Study PopulationStudy Population

Vulnerable populations require Vulnerable populations require 
special considerations:special considerations:
–– ChildrenChildren
–– Pregnant womenPregnant women
–– PrisonersPrisoners
–– Other vulnerable populationsOther vulnerable populations

http://www.hhs.gov/ohrp/humahttp://www.hhs.gov/ohrp/huma
nsubjects/guidancensubjects/guidance
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Study PopulationStudy Population

List inclusion criteriaList inclusion criteria
–– describe characteristics and conditions necessary for eligible describe characteristics and conditions necessary for eligible 

persons to be includedpersons to be included
–– Include willingness to provide consentInclude willingness to provide consent

List exclusion criteriaList exclusion criteria
–– describe characteristics that would disqualify otherwise eligibldescribe characteristics that would disqualify otherwise eligible e 

participants; who decides?participants; who decides?
–– Include exclusionary concomitant medicationsInclude exclusionary concomitant medications

Risks of study should structure in/ex criteriaRisks of study should structure in/ex criteria
–– Example: if intervention is risky for pregnant women, ensure thaExample: if intervention is risky for pregnant women, ensure that t 

women who are enrolled are women who are enrolled are notnot pregnant and use pregnant and use effectiveeffective
contraceptive during studycontraceptive during study

ICH E6, Section 6.5ICH E6, Section 6.5
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Study Procedures/EvaluationsStudy Procedures/Evaluations

Screening:Screening: Consent, in/ex assessment, Consent, in/ex assessment, 
counseling, exams, etc.counseling, exams, etc.

Enrollment:Enrollment: baseline assessment, baseline assessment, 
specimen collection, randomization specimen collection, randomization 
procedures, etc.procedures, etc.

FollowFollow--up Visitsup Visits: plan for retention: plan for retention

What and how data are collected at each What and how data are collected at each 
visitvisit

ICH E6, Section 6.6ICH E6, Section 6.6



1919

Study Procedures/EvaluationsStudy Procedures/Evaluations

Laboratory EvaluationsLaboratory Evaluations
– Include volume and type of specimens needed for each 

test  
– Specify laboratory methods

List special assays or procedures required (e.g., 
immunology assays, sputum specimens, 
photographs)

Instructions for specimen preparation, handling, 
storage, and shipment

Full details in Manual of Procedures or SOPsFull details in Manual of Procedures or SOPs
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Schedule of EventsSchedule of Events----requiredrequired

XXXXXXAssess AEAssess AE

XXXXXXXXLab assaysLab assays

XXXXConfirm Confirm 
diagnosis of diagnosis of 
DVDV

XXSymptom Symptom 
directeddirected

XXPhysical ExamPhysical Exam

XXXXXXXXReview Con Review Con 
MedsMeds

XXXXXXMedical Medical 
HistoryHistory

XXXXSign ConsentsSign Consents

Final Final Month 6Month 6Enroll/Enroll/
BaselineBaseline

ScreenScreenProceduresProcedures
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Safety Assessment Safety Assessment (other (other 
than minimal risk protocol)than minimal risk protocol)
Define adverse events (AEs) and serious Define adverse events (AEs) and serious 
adverse events (SAEs)adverse events (SAEs)
Describe types of AEs that may occur, including Describe types of AEs that may occur, including 
lab valueslab values
Procedures to follow if AE occursProcedures to follow if AE occurs
Describe methods used to track AEsDescribe methods used to track AEs
Report pregnanciesReport pregnancies
Halting rulesHalting rules

ICH E6, Section 6.8ICH E6, Section 6.8
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Statistical ConsiderationsStatistical Considerations

Written as summary of full stats planWritten as summary of full stats plan
Outcome measures, clearly linked to study Outcome measures, clearly linked to study 
objectivesobjectives
Justify sample size; estimated number of dropJustify sample size; estimated number of drop--
outs, withdrawals, missing data, etc.outs, withdrawals, missing data, etc.
Criteria for terminating study/participantsCriteria for terminating study/participants
Procedures for deviationsProcedures for deviations
Participants to be analyzedParticipants to be analyzed
Full plan done Full plan done prior toprior to any analysesany analyses

ICH E6, Section 6.9ICH E6, Section 6.9
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Subject ConfidentialitySubject Confidentiality

Discuss Discuss 
–– How participants are identified during How participants are identified during 

studystudy
–– Who will have access to research dataWho will have access to research data
–– Limits of confidentiality, especially any Limits of confidentiality, especially any 

communicable disease reporting communicable disease reporting 
requirementsrequirements

–– Storage and security of dataStorage and security of data
–– What happens to specimens when study What happens to specimens when study 

is doneis done
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Informed Consent ProcessInformed Consent Process

Refer to ICH E6, Section 4.8Refer to ICH E6, Section 4.8
Describe process of obtaining consentDescribe process of obtaining consent
–– Special attention for minors, different languages, Special attention for minors, different languages, 

and low literacy and low literacy 

Identify if more than one consent usedIdentify if more than one consent used, , 
i.e., for screening, for enrollment, for i.e., for screening, for enrollment, for 
specimen storagespecimen storage
Must be approved by IRB(s) prior to useMust be approved by IRB(s) prior to use
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Other SectionsOther Sections

Quality Control and AssuranceQuality Control and Assurance
Data ManagementData Management
Financing and InsuranceFinancing and Insurance
Publication PolicyPublication Policy

ICH E6, Section 6.11ICH E6, Section 6.11--6.166.16
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AppendicesAppendices

Sample informed consentsSample informed consents----requiredrequired
Schedule of events/visitsSchedule of events/visits----requiredrequired
Data Management PlanData Management Plan
Site Monitoring PlanSite Monitoring Plan
Manual of ProceduresManual of Procedures
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Protocol Writing TipsProtocol Writing Tips

Recommended coRecommended co--authors or authors or 
reviewers include:reviewers include:
–– Statistician(s)Statistician(s)
–– Data managerData manager
–– Clinicians or epidemiologistClinicians or epidemiologist
–– Study coordinator/implementation Study coordinator/implementation 

expert(s)expert(s)
–– Community representative(s)Community representative(s)
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Protocol Writing TipsProtocol Writing Tips

Use of a DMID template is highly 
recommended 
Assign writing tasks to others

Plan implementation as writing 
protocol— is it feasible, affordable?

Expect multiple reviews from sponsor Expect multiple reviews from sponsor 
and IRBsand IRBs
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Protocol Writing TipsProtocol Writing Tips

Spell out abbreviations and acronyms Spell out abbreviations and acronyms 
at first useat first use
– add to the list in the front of the protocol

Use bulleted lists where helpful Use bulleted lists where helpful 

Header/Footer: page number, version Header/Footer: page number, version 
number, short title, datenumber, short title, date——version version 
control essential.control essential.
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Back it up!Back it up!
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SummarySummary

Start with important research questionStart with important research question
Clear objectives and endpoints are Clear objectives and endpoints are 
essentialessential
All procedures/data must contribute to All procedures/data must contribute to 
answer research questionanswer research question
Templates ensure sponsorTemplates ensure sponsor’’s needs are s needs are 
met and all pieces are includedmet and all pieces are included
Think ahead to implementationThink ahead to implementation——TTime, ime, 
EEffort ffort aand nd MMoneyoney
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Finally, remember why we Finally, remember why we 
do researchdo research



DMID Specimen Protocol Template: Minimal Risk  Version 1.0 
 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
 

PREFACE 

This document is the DMID protocol template, which is required for DMID-sponsored clinical 
studies that pose only minimal risk to study subjects. Minimal risk is defined by 45 U.S. Code of 
Federal Regulations (CFR) 46.102 (i) as follows: 

“Minimal risk means that the probability and magnitude of harm or discomfort anticipated 
in the research are not greater in and of themselves than those ordinarily encountered in 
daily life or during the performance of routine physical or psychological examinations or 
tests.” 

Refer to: http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#46.102 

Categories of research that are minimal risk are defined by OHRP guidelines.  Refer to: 
http://www.hhs.gov/ohrp/humansubjects/guidance/expedited98.htm 

Note that instructions and explanatory text are indicated by italics and should be replaced in 
your protocol document with appropriate protocol-specific text.  Section headings and template 
text formatted in regular type should be included in your protocol document as provided in the 
template. 

The Principal Investigator (PI) must attach all explanatory and appended materials (including, 
but not limited to, surveys, consent forms, interview scripts, and recruitment flyers/brochures) 
referred to in the protocol.  

Refer questions regarding use of this protocol template to the appropriate DMID Protocol 
Champion or Clinical Affairs Specialist. 

 
 



DMID Specimen Protocol Template: Minimal Risk  Version 1.0 
 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
 

 

TITLE 
 
 

*DMID Protocol Number: 
*(Protocol number required – Protocol Champion must complete attached form)  

 
 

Sponsored by: 
National Institute of Allergy and Infectious Diseases (NIAID) 

 
DMID Funding Mechanism: 

 
 

Principal Investigator: 
 
 

*DMID Protocol Champion: 
*(Protocol Champion must complete attached form to generate Protocol Number) 

 
 

Draft or Version Number: (see DMID SOP for assigning version #s) 
 

Day Month Year 
(Write out the month and use international date format, e.g., 23 January 2004) 

 
 

This template is adapted from the ICH guidance document E6 (Good Clinical Practices), Section 6. 

 

 



DMID Specimen Protocol Template: Minimal Risk Version 1.0 
 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
i 

Statement of Compliance 

Provide a statement that the clinical study will be conducted in compliance with the protocol, 
GCP and the applicable regulatory requirements.  An example is provided below: 

The study will be carried out in accordance with Good Clinical Practice (GCP) as required by the 
following [use applicable regulations depending on study location and sponsor requirements; 
samples follow]: 

• U.S. Code of Federal Regulations applicable to clinical studies (45 CFR 46) 

• ICH GCP E6 

• Completion of Human Subjects Protection Training 

• NIH Clinical Terms of Award 

Refer to:  http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#46. 
http://www.fda.gov/cder/guidance/959fnl.pdf 
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-061.html 
http://cme.cancer.gov/c01/ 



DMID Specimen Protocol Template: Minimal Risk Version 1.0 
 29 September 2004 
_____________________________________________________________________________________________  

 
 

_____________________________________________________________________________________________  
ii 

SIGNATURE PAGE 

The signature below constitutes the approval of this protocol and the attachments, and provides 
the necessary assurances that this trial will be conducted according to all stipulations of the 
protocol, including all statements regarding confidentiality, and according to local legal and 
regulatory requirements and applicable US federal regulations and ICH guidelines. 

 
Site Investigator:* 
 
Signed:  Date:  
 Name 

Title 
 

  

* The protocol should be signed by the local investigator who is responsible for the study 
implementation at his/her specific site; ie, if Investigational New Drug study, the individual who 
signs the Form FDA 1572. 
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 29 September 2004 
_____________________________________________________________________________________________  

 
Table of Contents 

 
 page 

_____________________________________________________________________________________________  
iii 
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10 Literature References......................................................................................................... 16 
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DMID Specimen Protocol Template: Minimal Risk Version 1.0 
 29 September 2004 
_____________________________________________________________________________________________  

 
List of Abbreviations 

 

_____________________________________________________________________________________________  
iv 

AE Adverse Event 
CFR Code of Federal Regulations 
CIOMS Council for International Organizations of Medical Sciences 
CRF Case Report Form 
DMID Division of Microbiology and Infectious Diseases, NIAID, NIH, 

DHHS 
DSMB Data and Safety Monitoring Board 
FWA Federal-Wide Assurance 
GCP Good Clinical Practice 
ICF Informed Consent Form 
ICH International Conference on Harmonisation 
IEC Independent or Institutional Ethics Committee 
IRB Institutional Review Board 
ISM Independent Safety Monitor 
JAMA Journal of the American Medical Association 
MOP Manual of Procedures 
N Number (typically refers to subjects) 
NEJM New England Journal of Medicine 
NIAID National Institute of Allergy and Infectious Diseases, NIH, DHHS 
NIH National Institutes of Health 
OCRA Office of Clinical Research Affairs, DMID, NIAID, NIH, DHHS 
OHRP Office for Human Research Protections 
ORA Office of Regulatory Affairs, DMID, NIAID, NIH, DHHS 
PI Principal Investigator 
SAE Serious Adverse Event 
SMC Safety Monitoring Committee 
SOP Standard Operating Procedure 
WHO World Health Organization 
 
 
This list should be expanded to include protocol-specific terms. 
 



DMID Specimen Protocol Template: Minimal Risk Version 1.0 
 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
v 

Limit to 1-2 pages 
Put key words in boldface in Protocol Summary. 

 
Title:  
 
Population: Include sample size, gender, age, general health status, geographic 

location 
 
Number of Sites: 3 or fewer, list here; otherwise, list only in an Appendix and in Section 1 
 
Study Duration: State duration of study 
 
Subject Duration: State duration per subject 
 
Objectives: 
Include primary/secondary outcome measures and method by which outcome will be 
determined; copy objectives and clinical/laboratory outcome measures from the appropriate 
sections of the protocol. 
 
Primary: 
•  
 
Secondary: 
•  
 
Schematic of Study Design: Optional 



DMID Specimen Protocol Template: Minimal Risk Version 1.0 
 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
vi 

 Example: Flow diagram 
Prior to 
Enrollment 
 
 
 
Study Visit 1 
 
 
Study Visit 2 
 
 
Etc. 
 
 
 
 
 
 
 
 
 

Total N:  Obtain informed consent. Screen subjects by criteria; obtain history document. 

Procedure, Data, or Specimen Collection 

Assessment 

Assessment of Final Study 
Outcome Measures 
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 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
1 

1 KEY ROLES 

For questions regarding this protocol, contact (insert name of DMID Protocol Champion or other 
appropriate DMID staff) at NIAID/DMID (insert contact information). 

Individuals: DMID Representative  

Principal Investigator:  Site investigator responsible for conducting the study: 

Provide the following information: 
Name, degree, title 
Institution 
Address 
Phone Number 
Fax Number 
E-mail 

Institutions: Study sites, Clinical laboratory (ies) and other medical or technical departments 
and/or institutions, as applicable. 

Provide the following information for each organization or institution: 
Institution 
Address 
Contact Person 
Phone Number 
Fax Number 
E-mail 

Optional: Consider listing, for example: 
Protocol Data Manager, Epidemiologist, Statistician 
DMID Clinical Affairs Specialist 



DMID Specimen Protocol Template: Minimal Risk Version 1.0 
 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
2 

2 BACKGROUND INFORMATION AND SCIENTIFIC 
RATIONALE  

2.1 Background Information  

See ICH E6 GCP, Section 6.2 (http://www.fda.gov/cder/guidance/959fnl.pdf). 

Include: 

• Hypothesis of study  

• A summary of findings from studies that have potential significance to proposed study. 

• A discussion of important literature and data that are relevant to the study and that 
provide background for the study.  List the full citations for the references (reference 
citations are listed in Section 10).  Discuss deficiencies in the literature and, in general, 
how they will be addressed.  Write concisely. 

• Applicable clinical, epidemiological or public health background or context of the study 

2.2 Scientific Rationale  

• Include a description of and justification for selection of study population.  Briefly assess 
the need to acquire data from humans.  The desired data may already exist.   

• Address the applicability of animal subjects and computer simulations in place of human 
subjects.  

2.3 Potential Risks and Benefits 

Include a discussion of known risks and benefits, if any, to human subjects 

Refer to 45 CFR Part 46.116 (a) (2) and 3. 

http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#46.116 

 



DMID Specimen Protocol Template: Minimal Risk Version 1.0 
 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
3 

2.3.1 Potential Risks 
Describe in detail any physical, psychological, social, legal, economic or any other risks 
to subjects that the PI foresees, as to each of the following:  

• Immediate risks  

• Long range risks  

• Rationale for the necessity of such risks  

• Alternative data gathering procedures that have been considered or will be 
considered  

• Why alternative procedures may not be feasible  

• Why the value of the information to be gained outweighs the risks involved. 

2.3.2 Known Potential Benefits 
If the research is beneficial (i.e., the subject derives a direct benefit of either money or 
treatment from participating in the study), describe in detail any physical, psychological, 
social, legal, economic or any other benefits to subjects that the PI foresees. 

 



DMID Specimen Protocol Template: Minimal Risk Version 1.0 
 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
4 

3 OBJECTIVES 

A detailed description of the objectives of the study is included in this section.  These typically 
include: 

• Statement of purpose e.g., to assess, to determine, to compare, to evaluate 

• Method of assessing how the objective is met, i.e., the study outcome measures 

 



DMID Specimen Protocol Template: Minimal Risk Version 1.0 
 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
5 

4 STUDY DESIGN 

See ICH E6 GCP, Section 6.4 (http://www.fda.gov/cder/guidance/959fnl.pdf). 

The scientific integrity of the study and the credibility of the data from the study depend 
substantially on the study design.  A description of the design of the study should include: 

• A description of the design of the study to be conducted, including controls 

• Approximate time to obtain specimens 

• Expected duration of subject participation 

• Description of subject participation (e.g., number of times and the frequency at which a 
subject will provide specimens) 

• Methods for collecting specimens and data.   

• A specific statement of the primary and secondary outcomes to be measured during the 
study (must be consistent with Study Objectives, as stated in Section 3) 
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 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
6 

5 Study Population 

The study population and inclusion/exclusion criteria should be clearly defined in this section of 
the protocol. This section should include a discussion of selection of the study population and 
inclusion/exclusion criteria. 

5.1 Selection of the Study Population 

Refer to OHRP Guidance Document, “Categories of Research that May be Reviewed by the 
Institutional Review Board (IRB) through an Expedited Review Procedure” Section: Research 
Categories, 2 (a) and (b). 

http://www.hhs.gov/ohrp/humansubjects/guidance/expedited98.htm 

If the study intends to enroll children, pregnant women, prisoners, or other vulnerable 
populations, see applicable section of 45 CFR 46 Subpart B – Additional DHHS Protections 
Pertaining to Research, Development and Related Activities Involving Fetuses, Pregnant 
Women, and Human In Vitro Fertilization (45 CFR 46.201-46.211); Subpart C – Additional 
DHHS Protections Pertaining to Biomedical and Behavioral Research Involving Prisoners as 
Subjects (45 CFR 46.301-46.306); Subpart D – Additional DHHS Protections in Children 
Involved as Subjects in Research (45 CFR 46.401-409).  Please refer to these guidelines when 
choosing the study population. 

Refer to: http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#46. 

• Provide the target sample size, including actual numbers to be enrolled. 

• Describe the gender, race, age and ethnicity of the subjects. Provide justification for 
Exclusion in Ethics/Protection of Human Subjects, Section 16.4.  Refer to:  

http://grants2.nih.gov/grants/funding/women_min/women_min.htm 

• Provide a rationale for any restrictions in subject selection.  For instance, if subjects are 
drawn from an organization that provides services only to women, that fact should be stated. 
Or, if the equipment to provide certain measurements requires persons with certain physical 
characteristics, it is better to describe the limitations of your subject recruitment based on 
the requirements of the equipment (e.g., require arm length of X inches) rather than saying 
only men will be recruited.  

• Indicate from where the study population will be drawn (e.g., inpatient hospital setting, 
outpatient clinics, student health service).  Where appropriate (single center studies), 
include names of hospitals, clinics, etc. 
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 29 September 2004 
_____________________________________________________________________________________________  

 

_____________________________________________________________________________________________  
7 

• State the PI's relationship to any organization or institution allowing the PI access to its 
members or clients, e.g., the PI is an employee of the institution, a member or volunteer of 
the organization. 

• Describe the general state of health (mental and physical) required of the subjects. If it is a 
requirement of the research that the subjects are in good mental or physical health, indicate 
who will determine their mental/physical health and how they will determine the subjects' 
good mental/physical health, or upon what basis the subjects' fitness will be judged.  

• If the subjects are minors, mentally incompetent, or members of any other legally restricted 
group, provide an explanation as to the necessity for using these participants.  

• If the subjects are minors, and their parents/guardians will not be allowed to see the results 
of the child’s participation, the PI must state those conditions in the protocol and in the 
consent form. Parents/guardians should be notified of the limitation on their access to 
collected or recorded data before they give informed consent.  

• If subjects require screening, distinguish between screening subjects (e.g., discussing the 
study with them) vs. enrolling subjects (e.g., obtaining informed consent and obtaining 
samples).  Note: if screening procedures are required for eligibility (e.g., laboratory tests), 
there must be a separate screening consent form in addition to the informed consent form 
for study participation.   

5.2 Inclusion/Exclusion Criteria 

The inclusion and exclusion criteria should provide a definition of subject characteristics 
required for study entry.  

• The same criterion should not be listed as both an inclusion and exclusion criterion (e.g., do 
not state age >32 years old as an inclusion criterion and also age ≤32 years old as an 
exclusion criterion). 

• Specify if pregnant and/or breastfeeding women will be enrolled 

• If men and women of reproductive capability will be enrolled, include details of allowable 
contraception methods for trial (e.g., licensed hormonal methods).   
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6 STUDY PROCEDURES/EVALUATIONS 

6.1 Study Procedures 

• Specify the type of information the PI will gather, along with the means for collecting and 
recording it.  Include where the data will be stored during the study and how long the PI 
intends to keep the data.  Describe steps to be taken to assure that the data collected 
are accurate, consistent, complete and reliable and in accordance with ICH GCP 
guidelines and 21 CFR Part 11.   

Refer to: http://www.fda.gov/ora/compliance_ref/part11/ 

• State the overall duration of the project. If more than one visit will be required, indicate 
the amount of time required for each visit.  Indicate the total amount of time required of 
each subject to participate in the project.  

• Describe the process for using anonymized samples, if applicable. 

6.2 Laboratory Evaluations 

6.2.1 Laboratory Evaluations/Assays 

List all laboratory evaluations, if applicable.  Include specific test components and 
estimated volume and type of specimens needed for each test.  Specify 
laboratory methods (e.g., use consistent laboratory method throughout study). 
Provide description of assays to be performed. 

6.2.2 Specimen Collection, Preparation, Handling and Shipping 

6.2.2.1 Instructions for Specimen Preparation, Handling, and Storage 

Special instructions for the collection, labeling, preparation, handling, and storage 
of specimens should be summarized in this section and clearly detailed in a 
Manual of Procedures. These instructions include required temperatures, 
aliquots of specimens, whether samples will be frozen, where they will be stored, 
how they will be labeled, etc.  Include a discussion of long-term access and 
consent for future use. Describe the process for using anonymized samples, if 
applicable. There may need to be additional considerations for biological 
specimens, especially biohazardous specimens that require special containment. 
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6.2.2.2 Specimen Shipment 

State the frequency with which specimens are to be shipped and to what 
address, if applicable.  Include contact information for laboratory personnel.  
Include days and times shipments are allowed, and any labeling requirements for 
specimen shipping.  Also, any special instructions such as dry ice or wet ice or 
the completion of a specimen-tracking log should be included. Place specific 
details in a Manual of Procedures and reference within the protocol. 
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7 STATISTICAL CONSIDERATIONS 

7.1 Study Outcome Measures 

Discuss how the outcome measures will be measured and transformed, if relevant, before 
analysis (e.g., is the primary variable binary, categorical, or continuous?). 

7.2 Sample Size Considerations 

Provide information needed to validate your calculations, and also to judge the feasibility of 
enrolling subjects and obtaining the necessary number of specimens. 

In particular, specify all of the following: 

• Approach to handling withdrawals and protocol violations 

• Statistical method used to calculate the sample size, with a reference for it and for any 
software utilized 

• Discuss any measures to decrease bias or increase precision in ascertainment of study 
endpoints (e.g., blinding of laboratory staff, use of a central laboratory to perform assays). 

Present calculations from a suitable range of assumptions to gauge the robustness of the 
proposed sample size. 

Discuss whether the sample size also provides sufficient power for addressing secondary 
objectives, or for secondary analyses in key subgroup populations. 

In some circumstances, exploratory or pilot studies may be planned for convenience of 
obtaining samples. 

7.3 Participant Enrollment and Follow-Up 

Summarize the total number of enrollees and the total duration of accrual and retention 
capabilities. 

7.4 Analysis Plan 

This section can be used to elaborate on primary analyses that underlie the sample size 
calculation in Section 7.2 above and to describe secondary analyses for the primary or 
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secondary objectives.  Details can be provided in a separate statistical analysis plan written 
later, but prior to performing any analyses. 

Plans must clearly identify the analyses cohorts, if applicable, and methods to account for 
missing, unused or spurious data. If specialized statistical techniques (e.g., methods for 
sequencing or microarray analysis) will be used, please discuss and indicate who will be 
performing the analysis.   
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8 SUBJECT CONFIDENTIALITY  

Include procedures for maintaining subject confidentiality, any special data security 
requirements, and record retention per the sponsor’s requirements.  State whether human 
subjects will be identifiable directly or through identifying information. State how the data will be 
linked to the subjects during the study. State how and where the data will be stored, and how it 
will be protected.  

Subject confidentiality is held strictly in trust by the participating investigators, their staff, and the 
sponsor(s) and their agents.  This confidentiality is extended to cover testing of biological 
samples and genetic tests in addition to the clinical information relating to participating subjects. 

The study protocol, documentation, data and all other information generated will be held in strict 
confidence.  No information concerning the study or the data will be released to any 
unauthorized third party without prior written approval of the sponsor. 

The clinical study site will permit access to all documents and records that may require 
inspection by the sponsor or its authorized representatives, including but not limited to, medical 
records (office, clinic or hospital) and pharmacy records for the subjects in this study.   

State what the PI will do with the information obtained from the subjects. Describe which 
elements of the project might be openly accessible to other agencies or appear in publications.  

Describe the immediate use of data by the PI and others. Describe the long-range use of data 
by the PI and others. Explain what will happen to the data upon completion of the study. If the 
data will be retained specify for how long and by whom.   If the data will be destroyed, specify 
the time.  

8.1  Future Use of Stored Specimens 

If residual specimens will be maintained after the study is complete, include the provisions for 
consent and the options that are available for the volunteer to agree to the future use of his/her 
specimens.  Specify the location(s), if other than the clinical site, where specimens will be 
maintained, if the site's IRB will review future studies, and protections of confidentiality for any 
future studies with the stored specimens (e.g., specimens will be coded, bar-coded, de-linked).  
Include a statement that genetic testing will not be performed if required by the IRB.  

Refer to Human Research Regulation Chart 2 at:  

http://www.hhs.gov/ohrp/humansubjects/guidance/decisioncharts.htm.   
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Additional guidance can be provided by OCRA/ORA staff. 
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9 INFORMED CONSENT PROCESS 

Refer to ICH GCP E6, Section 4.8 (http://www.fda.gov/cder/guidance/959fnl.pdf). 

Refer to DHHS Regulation on Informed Consent 45 CFR Part 46 - Subpart A, 46.116 
(http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#46.116). 

See also Tips on Informed Consents 
(http://www.hhs.gov/ohrp/humansubjects/guidance/ictips.htm). 

See also Informed Consent Checklist 
(http://www.hhs.gov/ohrp/humansubjects/assurance/consentckls.htm) 

Describe the procedures for obtaining and documenting informed consent of study subjects.  
Make provisions for special populations, e.g., non-English speakers (refer to: 
http://www.hhs.gov/ohrp/humansubjects/guidance/ic-non-e.htm), illiterate or non-writing 
individuals, vulnerable populations. 

Informed consent is required for all subjects participating in a DMID-sponsored study, unless the 
requirement of informed consent is specifically waived by the IRB/IEC.  In obtaining and 
documenting informed consent, the investigator should comply with applicable regulatory 
requirements and should adhere to GCP and to the ethical principles that have their origin in the 
Declaration of Helsinki.  Prior to the beginning of the clinical study, the investigator should have 
the IRB/IEC’s written approval/favorable opinion of the written informed consent form(s) and any 
other written information to be provided to the subjects. 

When seeking informed consent, be sure to give the subject a sufficient amount of time to 
consider whether or not to participate. This will minimize the possibility of coercion or undue 
influence. The informed consent document is the only evidence that the subject was informed of 
the risks and benefits of the study.  It also provides evidence that the subject gave consent, at 
that time, to participate.  

The subject may revoke consent orally or in writing at any time and for any reason. Therefore, 
the PI must continually monitor the subject's consent. All informed consent documents must be 
written in language understandable by each member of the subject population, usually at the 
sixth to eighth grade reading level. 

Identify different consent forms that are needed for the study (e.g., screening, study 
participation, HIV screening, future use specimens, plasmapheresis, assent form for minors). 

Example text: 
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 “Informed consent is a process that is initiated prior to the individual’s agreeing to 
participate in the study and continuing throughout the individual’s study participation.  
Extensive discussion of risks and possible benefits of participation in this study will be 
provided to the subjects and their families.  Consent forms describing in detail the study 
procedures and risks are given to the subject and written documentation of informed 
consent is required prior to enrolling in the study.  Consent forms will be IRB approved 
and the subject will be asked to read and review the document. Upon reviewing the 
document, the investigator will explain the research study to the subject and answer any 
questions that may arise.  The subjects will sign the informed consent document prior to 
being enrolled in the study.  The subjects should have the opportunity to discuss the 
study with their surrogates or think about it prior to agreeing to participate.  The subjects 
may withdraw consent at any time throughout the course of the study.  A copy of the 
informed consent document will be given to the subjects for their records.  The rights 
and welfare of the subjects will be protected by emphasizing to them that the quality of 
their medical care will not be adversely affected if they decline to participate in this 
study.” 

Provide each institution with a sample consent form for subject participation.  The consent form 
should be separate from the protocol document. 

9.1 Informed Consent/Assent Process (in Case of a Minor or 
Others Unable to Consent for Themselves) 

Refer to ICH E6, Section 4.8.12 (http://www.fda.gov/cder/guidance/959fnl.pdf). 

When a study includes subjects who may be enrolled in the study only with the consent 
of the subject’s legally acceptable representative (e.g., minors or subjects unable to 
consent for themselves), the subject should be informed about the study to the extent 
compatible with the subject’s understanding.  If capable, the subject should assent and 
sign and personally date the written consent form.  A separate IRB-approved assent 
form, describing (in simplified terms) the details of the study, study procedures and risks 
may be used.  Assent forms do not substitute for the consent form signed by the 
subject’s legally acceptable representative. Consult with the institutions policies 
regarding enrollment of participants who are unable to provide informed consent for 
themselves. 
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10 LITERATURE REFERENCES 

Include a list of relevant literature references in this section.  Use a consistent, standard, 
modern format, which might be dependent upon the required format for the anticipated journal 
for publication (e.g., NEJM, JAMA).  The preferred format is the Vancouver format, used in the 
American Medical Association Manual of Style. 

Examples: 

Journal citation: 
Davis JT, Allen HD, Powers JD, Cohen DM. Population requirements for capitation 
planning in pediatric cardiac surgery. Arch Pediatr Adolesc Med. 1996;150(1):257-259. 

Whole Book citation: 
Sherlock S, Dooley J. Diseases of the Liver and Biliary System. 9th ed. Oxford, England: 
Blackwell Scientific Publications; 1993. 

Chapter in a Book citation: 
Cole BR. Cystinosis and cystinuria. In: Jacobson HR, Striker GE, Klarh S, eds. The 
Principles and Practice of Nephrology. Philadelphia, PA: BC Decker Inc.; 1991:396-403. 

A full listing of Vancouver style guidelines can be found at: 
International Committee of Medical Journal Editors. Uniform Requirements for Manuscripts 
Submitted to Biomedical Journals. JAMA. 1997;277:927-934. 

You may also refer to: 
http://www.library.uwa.edu.au/guides/citingsources/vancouver.html 
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SUPPLEMENTS/APPENDICES 

Required Documents: 

Provide with protocol: 

• Consent Form 

• Assent Form, if applicable 

• Future Use Consent, if applicable 

• Schedule of Events 

 

Can be provided at a later time: 

• CVs 

• Conflict of Interest Statement (COI) 

• Confidentiality Agreement (CDA) 

• Manual of Procedures 

• Safety Monitoring Plan 

• Site Monitoring Plan 

• Copies of Case Report Form(s) 

 

Additional/optional supplements: 

• Biosafety Precautions 

• Repository Instructions 

• Laboratory Handling 

• Site Roster 

 



Writing a Protocol and Selection of Endpoints 
Case Study 

 
Background:   
  
You are a TB researcher in a geographic area with endemic TB.  The current treatment guidelines require 
that patients be treated twice with first line drugs before moving to the next level of treatment drugs.  Each 
treatment course lasts at least 6 months.  More and more cases fail to improve with the first line drugs and 
appear to be multi-drug resistant (MDR).  However, true prevalence of MDR-TB is not really known.  The 
current laboratory procedure to test for MDR-TB is inexpensive and it tests for resistance to the four first-line 
drugs currently in use.  But, it takes approximately 4 months to complete the testing and can be done at only 
one lab in the country.   There are also questions about the sensitivity of the current procedure.  Therefore a 
better method of determining which patients are MDR is needed.    
 
A new lab procedure is on the market.  It is very expensive, but the testing can be completed within 2 weeks.  
It has not been used in your country yet and very little evidence of its sensitivity is offered by the 
manufacturer.   
 
Assignment: 
 

1) There are multiple research questions to be answered in this situation.  Write one research question 
as the main focus of your study and state your primary objective so that it is specific, measurable, 
and feasible. 

2) Define two or three secondary objectives. Evaluate whether these secondary objectives fit better 
within the same protocol or whether they are better placed in a separate protocol.   

3) Define appropriate endpoints for each objective keeping in mind the desired characteristics: 
relevance, multiplicity, consistency, validity, reliability, completeness, and statistical significance. 
Are any of these endpoints surrogate endpoints? Composite measures? 

 
 
OPTIONAL 
 

4) Briefly state how you will collect the data needed to reach each objective.  For example, to collect 
socioeconomic data you could conduct an interview or use a self-administered questionnaire. 

5) BONUS ASSIGNMENT:  If you have time, describe the design of the study you will need to obtain 
the data, perhaps sketching a schema.   

 
Note:  It might be easiest to organize your ideas with a chart such as below. 
 
Research Question:  
 
Primary Objective: Endpoint: How data are collected: 

 
 

Secondary Objectives: 

1.  

2. 

 

1. 

2. 

 
1. 

2. 
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