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The study will be conducted in accordance with the design and specific provisions of this IRB approved protocol, in accordance with the ethical principles that have their origin in the Declaration of Helsinki, and that are consistent with Good Clinical Practice (GCP) and the applicable regulatory requirement(s). The Principal Investigator will assure that no deviation from, or changes to, the protocol will take place without prior agreement from the sponsor and documented approval from the IRB, except where necessary to eliminate an immediate hazard(s) to the trial participants. The Principal Investigator will promptly report to the IRB and the sponsor any changes in research activity and all unanticipated problems involving risk to human subjects, or others.
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List of Abbreviations

ADR

Adverse Drug Reaction

AE

Adverse Event/Adverse Experience

CFR

Code of Federal Regulations

CIB

Clinical Investigator’s Brochure

CIOMS
Council for International Organizations of Medical Sciences

CLIA

Clinical Laboratory Improvement Amendment of 1988

COI

Conflict of Interest

CONSORT
Consolidated Standards of Reporting Trials

CRADA
Cooperative Research and Development Agreement

CRF

Case Report Form

CRO

Contract Research Organization

CRIMSON
Clinical Research Information Management System of the NIAID

DCR

Division of Clinical Research

DHHS

Department of Health and Human Services

DSMB

Data and Safety Monitoring Board

DSMC

Data and Safety Monitoring Committee

FDA

Food and Drug Administration

FWA

Federal Wide Assurance

GCP

Good Clinical Practice

HIPAA
Health Insurance Portability and Accountability Act

IB

Investigator’s Brochure

ICF

Informed Consent Form

ICH

International Conference on Harmonization

IDE

Investigational Device Exemption

IEC

Independent or Institutional Ethics Committee

IND

Investigational New Drug

IRB

Institutional Review Board

ISM

Independent Safety Monitor

MedDRA ©
Medical Dictionary for Regulatory Activities

N

Number (typically refers to participants)

NCI

National Cancer Institute, NIH

NDA

New Drug Application

NIAID

National Institute of Allergy and Infectious Diseases 

NIH

National Institutes of Health

OHRP

Office for Human Research Protections

OHSR

Office of Human Subjects Research

PI

Principal Investigator

PK

Pharmacokinetics

QA

Quality Assurance

QC

Quality Control

RCHSPB
Regulatory Compliance and Human Subjects Protection Branch

RCHSPP
Regulatory Compliance and Human Subjects Protection Program

SAE

Serious Adverse Event/Serious Adverse Experience

SMC

Safety Monitoring Committee

WHO

World Health Organization
Protocol Summary
Full Title:


Enter the full title   

Short Title:
Must be 30 characters or less (count must include spaces). To check count: Select “Tools” from the menu bar; Select “Word Count”; Read “Characters (with spaces)”

Clinical Phase:

I, II, III, or IV
IND Sponsor:

Name of IND Sponsor (if applicable).

Conducted by:

Name of Network or Program

Principal Investigator:
Name of Principal Investigator

Sample Size:

N= If more than one cohort also indicate sample size per cohort.

Accrual Ceiling:

Include sample size plus an estimate for screening failures.

Study Population:

Include a brief description such as health status (e.g., healthy volunteers or HIV-positive), gender, age, etc.

Accrual Period:

Length of time to completely enroll the study.  May include a projected start date.

Study Design:

Provide an overview of the study design, including description of study type (e.g., double-masked, placebo-controlled, open label, dose-finding, parallel or crossover design, randomized), study arms, sample size and schedule of interventions (e.g., vaccine administration), if applicable

Study Duration:

Start Date:  End Date:  Provide the total length of time participants will be on study (intervention + follow-up,) include a projected end date.

Study Agent/ 

Intervention Description:
Include name, dose, duration frequency, and route of administration, if applicable

Primary Objective:

Include primary outcome measures and method by which outcomes will be determined.

Secondary Objectives:
Include secondary outcome measures and method by which outcomes will be determined.

Exploratory Objectives:
(If applicable) Include exploratory outcome measure(s) that may ask separate research questions from the parent protocol.

Endpoints:

Include the primary measurements and endpoints used to determine efficacy.
Précis
Schematic of Study Design
1 Key Roles
Institutions:

Investigators:  

2 Background Information and Scientific Rationale

2.1 Background Information
2.1.1 Description of the Study Agent/Intervention(s)
2.1.2 Summary of Previous Pre-clinical Studies
2.1.3 Summary of Relevant Clinical Studies
2.1.4 Summary of Epidemiological Data
2.2 Rationale
2.3 Potential Risks and Benefits
2.3.1 Potential Risks
2.3.2 Potential Benefits
3 Study Objectives
3.1 Primary Objective
3.2 Secondary Objectives
3.3 Exploratory Objectives
4 Study Design
4.1 Description of the Study Design
4.2 Study Endpoints
4.2.1 Primary Endpoint
4.2.2 Secondary Endpoints
4.2.3 Exploratory Endpoints
4.2.4 Substudy Endpoints
5 Study Population

5.1 Participant Inclusion Criteria

5.2 Participant Exclusion Criteria
Participation of Women:  

· Contraception: (if applicable
· Pregnancy: (if applicable) 
· Breast-feeding: (if applicable)
Participation of Children:  (if applicable) 
Co-enrollment Guidelines: (if applicable)
6 Study Agent/Interventions

6.1 Study Agent Acquisition

6.1.1 Formulation, Packaging, and Labeling
6.2 Study Agent Storage and Stability

6.3 Preparation, Administration, and Dosage of Study Agent/Intervention(s)
Study Agent
Description
Dosing and Administration

Route of Administration 

Dose Escalation Schedule: (if applicable)
Dose Adjustments/Modifications/Delays 

Duration of Therapy

Tracking of Dose
Limitations on Prior Therapy
Use of Ancillary Medications/OTC Products/Foods 

Participant Access to Study Agent at Study Closure 

Control product (if applicable)
Description
Dosing and Administration

Route of Administration

Starting Dose

Dose Escalation Schedule (if applicable)
Dose Adjustments/Modifications/Delays

Duration of Therapy

Tracking of Dose

6.4 Study Product Accountability Procedures

6.5 Assessment of Participant Compliance with Study Agent/Intervention(s) 

6.6 Concomitant Medications and Procedures
6.7 Precautionary and Prohibited Medications and Procedures

6.7.1 Prohibited Medications and Procedures 
6.7.2 Precautionary Medications and Procedures
6.8 Prophylactic Medications and Procedures

6.9 Rescue Medications

7 Study Procedures/Evaluations

7.1 Clinical Evaluations

7.2 Laboratory Evaluations

7.2.1 Clinical and Research Laboratory Evaluations and Specimen Collection

7.2.2 Specimen Preparation, Handling and Shipping

7.2.2.1 Instructions for Specimen Storage

7.2.2.2 Specimen Shipment 

7.3 Substudies

8 Research Use of Stored Human Samples, Specimens or Data

8.1 Use of Stored Samples and Data
8.2 Disposition of Stored Samples and Data
9 Study Schedule

9.1 Screening 
9.2 Enrollment/Baseline 
9.3 Active Phase
9.4 Follow-up 

9.5 Final Study Visit

9.6 Early Termination Visit

9.7 Pregnancy Visit

9.8 Recontact of Subjects After Trial Termination

10 Assessment of Safety
10.1 Specification of Safety Parameters
10.2 Definition of an Adverse Event (AE)
An adverse event (AE) is any unanticipated or unintended medical occurrence or worsening of a sign or symptom (including an abnormal laboratory finding) or disease in a study participant, which does not necessarily have a causal relationship with the study condition, procedures or study agent(s), that occurs after the informed consent is obtained.

Pre-existing conditions or illnesses which are expected to exacerbate or worsen are not considered adverse events and will be accounted for in the subject’s medical history 
10.3 Definition of a Serious Adverse Event (SAE)
Serious Adverse Event (SAE): A Serious Adverse Event is defined as an AE meeting one of the following outcomes:

· Death during the period of protocol defined surveillance

· Life Threatening Event (defined as a participant at immediate risk of death at the time of the event)

· Inpatient hospitalization or prolongation of existing hospitalization during the period of protocol defined surveillance 

· Results in congenital anomaly or birth defect

· Results in a persistent or significant disability/incapacity

Any other important medical event that may not result in one of the above outcomes, may be considered a serious adverse experience when, based upon appropriate medical judgment, the event may jeopardize the participant and may require medical or surgical intervention to prevent one of the outcomes listed above. Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse. 

10.4 Methods and Timing for Assessing, Recording, and Analyzing, Managing Safety Parameters

10.4.1 Methods and Timing for Assessment

10.4.1.1 AE/SAE Grading and Relationship Assignment 
Intensity (severity) Scale

Each adverse event will be graded according to the Table for Grading Severity of Adverse Events (see Appendix B). All other laboratory and clinical AEs that occur in a subject will be assessed for severity and classified into one the categories below.

· Grade 1 (Mild): event requires minimal or no treatment and do not interfere with the patient’s daily activities.

· Grade 2 (Moderate): event results in a low level of inconvenience or concern with the therapeutic measures.  Moderate events may cause some interference with functioning.

· Grade 3 (Severe): event interrupts a patient’s usual daily activity and may require systemic drug therapy or other treatment.  Severe events are usually incapacitating.

· Grade 4 (Life threatening):  Any adverse drug experience that places the patient or participant, in the view of the investigator, at immediate risk of death from the reaction as it occurred, i.e., it does not include a reaction that had it occurred in a more severe form, might have caused death.

· Grade 5 (Death)
Relationship Assessment
For all collected AEs, the clinician who examines and evaluates the subject will determine the adverse event’s causality based on temporal relationship and his/her clinical judgment. The degree of certainty about causality will be graded using the categories below.

· Definitely Related: There is clear evidence to suggest a causal relationship, and other possible contributing factors can be ruled out. The clinical event, including an abnormal laboratory test result, occurs in a plausible time relationship to drug administration and cannot be explained by concurrent disease or other drugs or chemicals. The response to withdrawal of the drug (dechallenge) should be clinically plausible. The event must be pharmacologically or phenomenologically definitive, with use of a satisfactory rechallenge procedure if necessary. 
· Probably Related: There is evidence to suggest a causal relationship, and the influence of other factors is unlikely. The clinical event, including an abnormal laboratory test result, occurs within a reasonable time sequence to administration of the drug, is unlikely to be attributed to concurrent disease or other drugs or chemicals, and follows a clinically reasonable response on withdrawal (dechallenge). Rechallenge information is not required to fulfill this definition. 
· Possibly Related: There is some evidence to suggest a causal relationship (e.g., the event occurred within a reasonable time after administration of the trial medication).  However, the influence of other factors may have contributed to the event (e.g., the subject’s clinical condition, other concomitant events). Although an adverse drug event may rate only as “possibly related” soon after discovery, it can be flagged as requiring more information and later be upgraded to “probably related” or “definitely related”, as appropriate.
· Unlikely: A clinical event, including an abnormal laboratory test result, whose temporal relationship to drug administration makes a causal relationship improbable (e.g., the event did not occur within a reasonable time after administration of the trial medication) and in which other drugs or chemicals or underlying disease provides plausible explanations (e.g., the subject’s clinical condition, other concomitant treatments). 
· Unrelated: The AE is completely independent of study drug administration, and/or evidence exists that the event is definitely related to another etiology. There must be an alternative, definitive etiology documented by the clinician. 
· Expected Events Related to Disease Process: Expectedness refers to the awareness of adverse events previously observed, not on the basis of what might be anticipated from the pharmacological properties of the study agent.
10.4.2 Recording/Documentation
10.4.3 Analysis/Management

10.5 Reporting Procedures
Adverse event reporting requirements to the NIAID Institutional Review Board (IRB) for this protocol are as follows:

· Investigators will submit a completed serious adverse event report to the NIAID IRB within 7 days after becoming aware of a subject death, a potentially life-threatening (grade 4) serious adverse event that is possibly, probably or definitely related to investigational agent, an urgent inpatient hospitalization or transfer to the ICU.

· Investigators will submit a completed serious adverse event report to the NIAID IRB within 15 days after becoming aware of any Grade 3 (severe) adverse event that is possibly, probably or definitely related to investigational agent, or an inpatient hospitalization (other than elective), a persistent or significant disability/incapacity, or a congenital anomaly/birth defect.
· Investigators will report within 15 days on any other event or condition regardless of grade, which in their judgment represents an event reportable to the IRB.
· Investigators will forward all IND safety reports and related FDA communications to the IRB within 15 days of receipt.
· A summary of all adverse events will be reported to the NIAID IRB with a continuing review submission.

10.5.1 Specific Serious Adverse Event Requirements
(If the IND is held by RCHSPB, otherwise enter the Sponsor information including the address)

The Regulatory Compliance and Human Subjects Protection Branch (RCHSPB), National Institute of Allergy and Infectious Diseases (NIAID), of the National Institutes of Health (NIH) is the sponsor for the Investigational New Drug application (IND) filed at the U.S. Food and Drug Administration (FDA). In the interest of subject safety in RCHSPB studies and to fulfill regulatory requirements, all deaths and life-threatening SAEs due to any cause, which occur during the course of the study must be reported to the Regulatory Compliance and Human Subjects Protection Program (RCHSPP) Clinical Safety Office within 1 business day after the clinical site becomes aware of the event, and all other SAEs must be reported as soon as possible, but no later than 3 business days.
Serious adverse events will be reported to:

Regulatory Compliance & Human Subjects Protection Program (RCHSPP)

Clinical Safety Office 

Phone: 301-846-5301

Fax: 301-846-6224

E-mail: rchspsafety@mail.nih.gov
In accordance with the FDA Code of Federal Regulations (CFR), the IND sponsor RCHSPB must report SAEs that are serious, unexpected, and related to the study intervention to the FDA in the form of a written IND Safety Report.  Deaths and life-threatening events with any possible relationship to a study intervention must be reported to the FDA by telephone or fax as soon as possible but within 7 calendar days of RCHSPB’s awareness. This initial report must be followed by as complete a written report as possible within 8 additional calendar days. All other IND Safety Reports must be submitted to the FDA as soon as possible, but no later than 15 calendar days after RCHSPB is notified of the SAE. 

SAEs that do not meet the requirements for expedited reporting and all documented adverse events will be reported to the FDA in the IND annual report. 

The FDA also requires sponsors to submit a written Safety Report of all serious and unexpected adverse events to all participating investigators of a trial.  All participating investigators, at all sites, will be notified of any unexpected SAEs, occurring at other sites, in an IND Safety Report from RCHSPB. RCHSPB will also notify investigators of any revisions to the protocol or to the consent, or study closure. The study investigators in this study have the responsibility of promptly reporting all SAEs so that RCHSPB can comply with these regulations.
10.6 Reporting of Pregnancy

10.7 Type and Duration of the Follow-up of Participants after Adverse Events

10.8 Modification of Study Agent(s)/Intervention(s) for a Participant

10.8.1 Dose / Schedule Modifications for a Participant

10.9 Halting Rules for the Protocol
10.10 Stopping Rules for an Individual Participant/Cohort
10.11 Premature Withdrawal of a Participant
10.12  Replacement of a Participant Who Discontinues Study Treatment
11 Clinical Monitoring Structure
11.1 Site Monitoring Plan
11.2 Safety Monitoring Plan
11.2.1 Safety Review Plan by the DSMB / SMC
(Sample Language, if NIAID DSMB Monitored protocol)

The NIAID Intramural DSMB will review the IRB approved protocol, informed consent documents, the data and safety monitoring plan and any stopping guidelines prior to study initiation, unless otherwise waived by the NIAID Clinical Director.  During the course of the study, the DSMB will review cumulative study data twice per year [Edit as appropriate per protocol- e.g., before dose escalation as well as twice per year] to evaluate safety, efficacy, study conduct, and scientific validity and integrity of the trial. As part of this responsibility, DSMB members must be satisfied that the timeliness, completeness, and accuracy of the data submitted to them for review are sufficient for evaluation of the safety and welfare of study subjects. The DSMB may also convene as needed if stopping criteria are met or other safety issues arise that the Principal Investigator and/or NIAID Clinical Director or designee would like the DSMB to address.
The protocol-specific statistician or other appropriate individual will provide the DSMB Executive Secretary with up to date blinding codes in a sealed envelope in the event that the DSMB will require this information to make its recommendations.  The Principal Investigator will notify the DSMB of all cases of unblinding, intentional or unintentional, so that the DSMB can assess the potential impact of the unblinding on the overall integrity of the study. [Delete paragraph if study is not blinded] 

The Principal Investigator will submit the written DSMB recommendations to the IRB upon receipt.  
12 Statistical Considerations
12.1 Overview and Study Objectives
12.2  Study Population

12.3  Description of the Analyses

12.4  Measures to Minimize Bias

12.5  Appropriate Methods and Timing for Analyzing Outcome Measures.
12.6  Study Hypotheses

12.7  Sample Size Consideration

12.8  Maintenance of Trial Treatment Randomization Codes
12.9 Participant Enrollment and Follow-Up
12.10 Planned Interim Analyses 
12.11  Safety Review

12.12  Immunogenicity or Efficacy Review

12.13  Final Analysis Plan

· General Design:
· Study Endpoints: 

· Primary: 

· Definition:
· Validity and Reliability: 

· Secondary: 

· Definition: 

· Validity and Reliability: 

· Description of the Statistical Methods to Be Employed: 

· Level of Significance to be Used:

· Accrual and Sample Size Considerations: 

· Relationship(s) of Endpoints to Calculations: 

· Analysis Plan:.

· Analysis of Variables: 

· Baseline Comparability: 
· Safety Analysis: 
· Efficacy Analysis: 

· Subpopulation Analyses of Intervention Effect: 
· Exploratory Analyses: 
· Handling of Missing and Spurious Data: 

13 Quality Control and Quality Assurance
14 Ethics/Protection of Human Subjects

14.1 The Belmont Report

In accordance with the FWA00005897: “This institution assures that all of its activities related to human subject research, regardless of funding source, will be guided by the ethical principles of The Belmont Report.”  Additionally, the investigator assures that all activities of this protocol; will be guided by the ethical principles of The Belmont Report, 45 CFR 46 and all of its subparts (A, B, C and D).

14.2 Declaration of Helsinki
The investigator will ensure that this study is conducted in full conformity with the current revision of the Declaration of Helsinki, or with the International Conference for Harmonization Good Clinical Practice (ICH-GCP) regulations and guidelines, whichever affords the greater protection to the subject.

14.3  Institutional Review Board
A copy of the protocol, informed consent forms, other information to be completed by participants, such as survey instruments or questionnaires, and any proposed advertising/ recruitment materials will be submitted to the IRB for written approval.

The investigator must submit and obtain approval from the IRB for all subsequent amendments to the protocol, informed consent documents and other study documentation referenced above. The investigator will be responsible for obtaining IRB approval of the annual Continuing Review throughout the duration of the study.

The investigator will notify the IRB of violations from the protocol and serious adverse events.

14.4 Informed Consent Process
14.4.1 Assent or Informed Consent Process (in Case of a Minor)

14.5  Justification for Exclusion of Women, Minorities, and Children (Special Populations)
Exclusion of Women:  (if applicable)
Exclusion of Minorities:  (if applicable)
Exclusion of Children:  (if applicable)
14.6 Participant Confidentiality

14.7  Study Discontinuation

15 Data Handling and Record Keeping

15.1 Data Management Responsibilities

15.2 Data Capture Methods
15.3 Types of Data

15.4  Source documents and Access to Source Data/Documents
15.5 Timing/Reports

15.6  Study Records Retention

16 Publication Policy
Appendix A: Scientific References
Appendix B: Toxicity Table

Appendix C: Schedule of Procedures/Evaluations

Appendix D: Lab Processing Flow Sheet/Template for Specimen Collection
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