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PREFACE

This document is a NIAID protocol template.  It is provided to investigators for developing NIAID-sponsored clinical trial protocols.  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.

This template provides a general format applicable to all clinical trials evaluating Study Agent(s)/Intervention(s). Where specific examples are provided, they are often from the vaccine area.

Refer questions regarding use of this protocol template to the appropriate NIAID Division or Branch sponsoring this clinical trial. 

TITLE

NIAID Protocol Number:

Sponsored by: 

National Institute of Allergy and Infectious Diseases (NIAID)

NIAID Funding Mechanism: (e.g., grant #, contract #)
Pharmaceutical Support Provided by: (if applicable)

Other Identifying Numbers:

IND # (Consider if required/available)

IND Sponsor: (if applicable)
Principal Investigator/Protocol Chair:

NIAID Medical Monitor:

Draft or Version Number: 
Day Month Year
(Write out the month and use international date format, e.g., 23 June 2005)
This template is adapted from the ICH guidance document E6 (Good Clinical Practices), Section 6.

Confidentiality Statement

This document is confidential and is to be distributed for review only to investigators, potential investigators, consultants, study staff, and applicable independent ethics committees or institutional review boards.  The contents of this document shall not be disclosed to others without written authorization from NIAID (or others, as applicable), unless it is necessary to obtain informed consent from potential study participants.

Statement of Compliance

Provide a statement that the trial will be conducted in compliance with the protocol, International Conference on Harmonization Good Clinical Practice E6 (ICH-GCP), and the applicable regulatory requirements.  Use the applicable regulations and requirements depending on study location and sponsor requirements.  Examples of requirements that are potentially applicable include:

· U.S. Code of Federal Regulations applicable to clinical studies (45 CFR 46 and 21 CFR including parts 50 and 56 concerning informed consent and IRB regulations, if under IND, 21 CFR 312).

· Directive 2001/20/EC on the approximation of the laws, regulations and administrative provisions of the Member States relating to the implementation of good clinical practice in the conduct of clinical trials on medicinal products for human use as amended by Commission Directive 2005/28/EC .

· Completion of Protection of Human Subjects Training

Refer to:  

http://grants.nih.gov/grants/policy/hs/populations.htm
http://ohrp-ed.od.nih.gov/CBTs/Assurance/login.asp
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-054.html
http://gcplearningcenter.niaid.nih.gov
· NIAID Clinical Terms of Award
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	List of Abbreviations

	This list should be modified to include protocol-specific terms.



	AE
	Adverse Event/Adverse Experience

	CFR
	Code of Federal Regulations

	CIB
	Clinical Investigator’s Brochure

	CIOMS
	Council for International Organizations of Medical Sciences

	CONSORT
	Consolidated Standards of Reporting Trials

	CRF
	Case Report Form

	CRO
	Contract Research Organization

	DCC
	Data Coordinating Center

	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

	MOP
	Manual of Procedures

	N
	Number (typically refers to participants)

	NCI
	National Cancer Institute, NIH

	NDA
	New Drug Application

	NIAID
	National Institute of Allergy and Infectious Diseases, NIH

	NIH
	National Institutes of Health

	OHRP
	Office for Human Research Protections

	OHSR
	Office for Human Subjects Research

	PHI
	Protected Health Information

	PI
	Principal Investigator

	PK
	Pharmacokinetics

	QA
	Quality Assurance

	QC
	Quality Control

	SAE
	Serious Adverse Event/Serious Adverse Experience

	SMC
	Safety Monitoring Committee

	SOP
	Standard Operating Procedure

	WHO
	World Health Organization


Protocol Summary

Limit Protocol Summary to 2 pages. The summary may be presented in narrative or tabular format. See below:

	
	

	Full Title
	 Include type of trial (e.g., dose-ranging, observational, double blind)                                                        

	Short Title
	An abbreviated title (either a few descriptive words or an acronym of the full title)

	Clinical Trial Phase
	I, II, III, or IV

	IND Sponsor (if applicable)
	Name of IND Sponsor (if applicable).

	Conducted By
	Name of Network or Program

	Principal Investigator
	Name of Lead Principal Investigator (Protocol Chair)

	Sample Size
	

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

	Accrual Period
	Estimated length of time to completely enroll the study

	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
	State duration per participant and total planned study duration. Provide the total length of time participants will be on study (intervention + follow-up)

	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
	

	
	


Schematic of Study Design:

Below are examples of schematics. Replace these images with a schematic that is appropriate for your protocol.

Example #1:  Table format: (e.g., dose escalation)

	Cohort A  - ARM 1
	Sample Size
	Intervention 1

	Cohort A  - ARM 2
	Sample Size
	Intervention 2



Instructions for progressing to next phase (if applicable):

	Cohort B  - ARM 1
	Sample Size
	Intervention 1

	Cohort B  - ARM 2
	Sample Size
	Intervention 2



Example #2:  Flow diagram:
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Appendix A1: Site Roster

Example of Site Roster

If a protocol involves multi-centers, each site should have a site specific roster including key site staff as well as NIAID and Data Center (if used) contacts.  Each of these rosters may then be placed in a Manual of Operations for access to all site staff.

[List participating clinical centers and any clinical laboratories being used as central laboratories for the study.]

Others could include: Biostatistician, Data Manager, other disciplines, ie Virologist, Neurologist, etc.

	Site Investigator-Principal

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:
	Site Investigator-Associate

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:
	NIAID Medical Monitor

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:

	
	
	

	NIAID Program Officer

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:
	Project Manager

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:
	Laboratory Study Contact

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:

	Site Pharmacist

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:
	Site Study Coordinator

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:

	Data Coordinating Center Contact (example, 

data manager, biostatistician)

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:



Appendix A2: Study Contacts Roster


Example of Study Contacts Roster

The purpose of the study contacts sheet is to provide a centralized list of the key disciplines involved in the study in order to facilitate centralized communication.  Depending on the structure of the study, the data center is often responsible for filtering all questions to the appropriate contacts and then disseminating the information to the appropriate person(s).  In the event another system of communication is used, a detailed study contacts sheet is essential.

	Principal Investigator (Protocol Chair)

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:
	Drug Company Representative (if involved)

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:
	NIAID Medical Monitor

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:

	
	
	

	NIAID Program Officer

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:
	NIAID Project Manager

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:
	Laboratory main Study Contact

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:

	NIAID Study Pharmacist

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:
	BIOSTATICIAN

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:

	DATA COORDINATING CENTER CONTACT

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:


	DATA COORDINATING CENTER DATA MANAGER

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:
	VIROLOGIST, NEUROLOGIST, OR OTHER REQUIRED DISCIPLINES

[Name]

[Title]

[Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:


	Additional Participating Clinical Sites-

[Contact Name]

[Title]

[Contact Institution]

[Address]

[City/State/Zip]

Phone:

Fax:

Email:

***This may be listed on a separate page


Appendix B:   Schedule of Procedures/Evaluations

Below is an example of a “Schedule of Procedures/Evaluations” table, please replace this graphic with your own table. Include all procedures, screening, endpoint and safety evaluation based on the protocol. Complex or multi-phase protocols may require more than one table for clarity.
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Appendix C1: Lab Processing Flow sheet (this can be modified for each protocol)
Example of Lab Processing Chart for NIAID Protocol Assays
Protocol #               Version #                Date created or revised                         .         

Lab Technologist____________________________E-mail address_________________Phone________________

Data Handling- All specimens must be logged into the specimen management module and all aliquots must be entered into the storage module and exported weekly.  Volumes must be accurate and the # of aliquots entered must be adjusted to match the # of aliquots actually prepared.
	Visit
	Study or Substudy #/ Patient Subset
	Primary Spec. Collection and Handling
	Tests
	Processing

	Blank template

Enter 

VID and

time points

(pre dose, 1hr, etc.)
	Enter protocol #, step, arm, Sub-study #
	Enter blood volume, tube additive- if anticoagulant, then write “Invert 10-15 times gently.”, where to send for processing, temperature (ambient, on chipped ice), time limitation (for processing w/in 1 hour)

Complete CRF #

Submit CRF #
	Full name of test then abbreviation 

Test Code: ________
	None or  

Spin speeds, time of spin, temp. of spin, aliquots and volume, special processing (within x time of collection, refer to Appendix or Protocol Specific Information Sheet/MOP) where to ship(lab code, not whole address, ), when to ship (monthly, real-time, batch until week x)

 spec. code:

	SPECIMENS COLLECTED FOR NIAID PROTOCOLS (Adult/Pediatric)

Adult blood collection limit is 450mL every 56 days (8  weeks)

Pediatric blood collection limit is _______________

	CLINICAL LAB TESTS / SAFETY LABS (Local laboratory requirements may differ and supercede suggested specimen collection and handling) Each of these would be modified for the specific needs of the protocol.

	
	
	5mL SST or red top tube (no additive) - Send to local clinical lab ambient.

Complete CRF #___
	( fetoprotein
	None

	
	
	Serum (from 10mL SST or red top tube (no additive)) or urine (1mL) - Send to local clinical lab ambient.

Complete CRF # ___
	( HCG (pregnancy test)

(urine test must have a sensitivity of 25-50mIU/mL
	None

	
	
	No extra blood needed. Use 10mLSST tube or red top tube (no additive). Send to local clinical lab ambient.

Complete CRF # ___
	Albumin
	None

	
	
	Tonsil biopsy +/or excisional lymph node biopsy (non-inguinal) - Send to local Pathology lab.

Complete CRF # ___


	Biopsy examination
	Process immediately in operating room,  50-75% of biopsy to be cut into 2mm slices in aluminum foil cups covered in OCT, ship to ___.  A single cell suspension( from lymph node biopsies only)of 5-40x106 cells will be teased from the biopsy; send 


Appendix C2: Example of Template for Specimen Collection, Processing, and Shipment  

OVERVIEW

All specimens will be collected per Section 6.0, Schedule of Evaluations.  Collection requirements are below. Processing details are located in the relevant appendix listed below.  All specimens generated from this protocol must be labeled, stored and shipped according to the specific laboratory and Data Management System guidelines for the protocol unless otherwise specified.

 
TABLE

	Assay/Procedure

(Specify the assay name, use the same name as in Section 6.0)
	Tube Type or Specimen Type and Quantity

(Specify tube type, size, additive required for blood draw (or indicate specimen type and amount, e.g. lymph node tissue or CSF)
	Derivative 

(e.g. plasma, PBMCs, serum, etc.)
	Processing Instructions

(Specify where specific instructions are (e.g., PSIS) or if sent to a local lab for processing)
	Aliquots/Storage

(Specify the number and volume of aliquots and any instructions for freezing/storage on site)
	Shipping Address and Frequency

(Use shipping links where appropriate)
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	IMMUNOLOGY
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	METABOLIC
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	PHARMACOLOGY
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


Appendix D:   Optional Supplements/Appendices

(NOTE:  Since the protocol and the clinical trial/study report are closely related, further relevant information can be found in the ICH Guideline for Structure and Content of Clinical Study Reports.  These materials may be included as part of the protocol.)

Appendices may include:

· Schedule of Events

· Substudies

· Biosafety Precautions

· Repository Instructions

· Toxicity Grading Scales

· Laboratory Handling

· Investigator Brochure

Optional accompanying documents may include:

· Conflict of Interest Statement

· Financial Disclosure

· Sample Consent Form(s)

· Site and Safety Monitoring Plans

· Monitoring Plan

· CRF copies

· Manual of Procedures

· Package Inserts
Note: Other materials that may need to be submitted to the IRB include:


Advertisements


Study Questionnaires


CRF copies


Patient Education Materials
































